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Appendices

Appendix H: Evidence tables

H.1 Diagnosis of perimenopause and menopause

Bibliographic
details

Full citation
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,M.S.,
Collaborative Group
for Research of the
Climacteric in Latin
America (REDLINC),
Menopausal
symptoms appear
before the
menopause and
persist 5 years
beyond: a detailed
analysis of a

Participants

Sample size

N = 8394 total

N = 8373 after exclusions

n = 2655 premenopausal

n = 1648 perimenopausal

n = 4070 postmenopausal (subdivided into n =
2249 late postmenopause [1-4 years] and n =
1821 early postmenopause [>5 years])
Characteristics

Mean age (SD) = 49.1 (5.7) years

- Premenopause 40-44 years category = 41.8
(1.4) years

- Premenopause 245 years category = 47.9 (3.0)
years

- Perimenopause = 47.2 (4.1) years

- Early postmenopause = 50.8 (4.4) years

- Late postmenopause = 54.8 (3.9) years

14.7% users of hormone therapy

- 3.0% premenopausal 40 - 44 years group
- 4.9% premenopausal = 45 years group

- 10.4% perimenopausal group

- 23.6% early postmenopausal group

- 23.4% late postmenopausal group

17.4% current smokers

BMI not reported

Inclusion Criteria

Mid aged women in 22 health centres located in
18 Latin American cities. Hispanic-Mestizo women
aged 40 - 59 years who accompanied patients
attending consultations at participating health
centres.

Tests

Tests

Women fulfilling the inclusion
criteria were asked to complete
the Menopause Rating Scale
and a general data
guestionnaire (covering
sociodemographic information,
lifestyle and personal factors,
current medical care and drug
use).

Definitions used

Menopausal status defined
according to STRAW criteria

Premenopausal: women having
regular menses

Perimenopausal: women having
menstrual irregularities >7 days
from their usual cycle

Postmenopausal: women no
longer menstruating (subdivided
into early postmenopause [1-4
years since final menstrual
period] and late postmenopause
[=5 years since final menstrual
period])

Methods

Methods

Women completed
the questionnaires,
and the prevalence of
different symptoms at
specific stages of the
menopause transition
was calculated. The
prevalence of severe
or very severe
symptoms in each
category was also
documented.
Individual responses
to MRS score for hot
flushes/sweating was
recorded. This was
classified as any
degree of symptoms
(score 1,2,3 or 4 on
the MRS) and as
severe/very severe
symptoms (score 3 or
4 on the MRS).

Outcomes and results
Results

Symptoms of hot
flushes/sweating to
distinguish postmenopausal
women from perimenopausal
women

Sensitivity, % (95% Cl) 64
(63 to 66)*

Specificity, % (95% Cl) 41
(39 to 44)t

Positive LR (95% CI) 1.08
(1.04 to 1.14)

Negative LR (95% Cl) 0.87
(0.81 to 0.94)t

Symptoms of severe hot
flushes/sweating to
distinguish postmenopausal
women from perimenopausal
women

Sensitivity, % (95% CI) 12
(11 to 13)t

Specificity, % (95% CI) 89
(88 to 91)*

Positive LR (95% CI) 1.10
(0.93 to 1.29)t

Negative LR (95% Cl) 0.99
(0.97 to 1.01)t

Symptoms of hot
flushes/sweating to
distinguish postmenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 64
(63 to 66)*

Comments

Study quality -
QUADAS 2 checklist
Patient selection
Was a consecutive or
random sample of
patients enrolled?
Yes

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1.A Could the
selection of patients
have introduced bias?
LOW RISK OF BIAS
1.B Is there concern
that the included
patients do not match
the review question?
LOW CONCERN

Index Test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Yes

If a threshold was
used, was it pre-
specified? N/A

2.A Could the
conduct or

soolpuaddy
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Bibliographic
details

multinational study,
Climacteric, 15, 542-
551, 2012

Ref Id

266130

Country/ies where
the study was
carried out

Ecuador (and 11
other Latin American
countries)

Study type
Case-series

Aim of the study

To assess the
prevalence and
severity of
menopausal
symptoms and their
impact over quality
of life among mid-
aged Latin American
women.

Study dates

Not reported

Source of funding
None

Participants

Exclusion Criteria

Women of other ethnic groups (non-Hispanic
Mestizo)

Mental or physical handicap impairing the capacity
of understanding and/or providing answers during
the interview

Women unwilling to give written consent for
participation.

Incomplete data.

Tests

Methods

Outcomes and results
Specificity, % (95% CI) 63
(61 to 65)*

Positive LR (95% CI) 1.73
(1.64 to 1.82)1

Negative LR (95% Cl) 0.57
(0.54 to 0.60)*

Symptoms of severe hot
flushes/sweating to
distinguish postmenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 12
(11 to 13)t

Specificity, % (95% CI) 95
(94 to 95)t

Positive LR (95% CI) 2.16
(1.81 to 2.58)t

Negative LR (95% Cl) 0.93
(0.92 to 0.95)*

Symptoms of hot
flushes/sweating to
distinguish postmenopausal
women from all other women
Sensitivity, % (95% Cl) 64
(63 to 66)*

Specificity, % (95% CI) 55
(53 to 56)t

Positive LR (95% CI) 1.41
(1.36 to 1.47)t

Negative LR (95% ClI) 0.66
(0.63 to 0.69)*

Symptoms of severe hot
flushes/sweating to
distinguish postmenopausal
women from all other women
Sensitivity, % (95% CI) 12
(11 to 13)t

Specificity, % (95% ClI) 92
(92 to 93)t

Positive LR (95% CI) 1.58
(1.38 to 1.80)*

Negative LR (95% ClI) 0.95
(0.94 to 0.97)*

Symptoms of hot
flushes/sweating to
distinguish perimenopausal

Comments
interpretation of the
index test have
introduced bias?
LOW RISK OF BIAS
2.B Is there concern
that the index test, its
conduct, or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference Standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3.A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3.B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW RISK

Flow and Timing
Was there an
appropriate interval
between index test(s)
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Sa|qe] 90uapIng
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Bibliographic
details

Participants

Tests

Methods

Outcomes and results
women from
postmenopausal women
Sensitivity, % (95% CI) 59
(57 to 61)t

Specificity, % (95% Cl) 36
(34 to 37)t

Positive LR (95% CI) 0.92
(0.88 to 0.96)t

Negative LR (95% CI) 1.15
(1.07 to 1.23)t

Symptoms of severe hot
flushes/sweating to
distinguish perimenopausal
women from
postmenopausal women
Sensitivity, % (95% CI) 11 (9
to 12)t

Specificity, % (95% Cl) 88
(87 to 89)*

Positive LR (95% CI) 0.91
(0.77 to 1.07)*

Negative LR (95% CI) 1.01
(0.99 to 1.03)*

Symptoms of hot
flushes/sweating to
distinguish perimenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 59
(57 to 61)t

Specificity, % (95% CI) 63
(61 to 65)*

Positive LR (95% CI) 1.59
(1.49 to 1.69)t

Negative LR (95% ClI) 0.65
(0.61 to 0.70)t

Symptoms of severe hot
flushes/sweating to
distinguish perimenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 11 (9
to 12)t

Specificity, % (95% CI) 95
(94 to 95)t

Positive LR (95% CI) 1.96

Comments

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4.A Could the patient
flow have introduced
bias? LOW RISK
Limitations

Other information
Women currently
taking HRT were
included in the study.
This included 23% of
all postmenopausal
women.

Women who had
undergone surgical
menopause were
included in the study.

Sa|qe] 90uapIng
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Bibliographic
details

Full citation
Brown,W.J.,
Mishra,G.D.,
Dobson,A., Changes
in physical
symptoms during the
menopause
transition,
International Journal
of Behavioral
Medicine, 9, 53-67,
2002

Ref Id

266196

Participants

Sample size
N = 8236 total.

n = 4571 premenopausal
n = 2092 perimenopausal
n= 577 postmenopausal

(remaining women were taking HRT preparations
therefore not classifiable)

Characteristics

Mean age 47.7+1.5 years

15.6% smokers

BMI 25.5+5.0

Tests

Tests

Standardised questionnaire to
ask about experiences of ten
physical symptoms over the
past 12 months:
headaches/migraines, severe
tiredness, stiff or painful joints,
back pain, leaking urine,

constipation, eyesight problems,

difficulty sleeping, hot flashes
and night sweats. Response
options were never, rarely,
sometimes or often.

Survey was conducted once in

Methods

Methods

Prevalence of
different symptoms at
each stage
(premenopausal,
perimenopausal and
postmenopausal) was
calculated using the
response rates of
"sometimes" and
"often".

Outcomes and results
(1.59 to 2.42)1

Negative LR (95% CI) 0.94
(0.93 to 0.96)*

Symptoms of hot
flushes/sweating to
distinguish perimenopausal
women from all other women
Sensitivity, % (95% CI) 59
(57 to 61)*

Specificity, % (95% CI) 47
(45 to 48)t

Positive LR (95% CI) 1.10
(1.05 to 1.15)t

Negative LR (95% CI) 0.88
(0.83 to 0.94)t

Symptoms of severe hot
flushes/sweating to
distinguish perimenopausal
women from all other women
Sensitivity, % (95% CI) 11 (9
to 12)t

Specificity, % (95% CI) 91
(90 to 91)*

Positive LR (95% CI) 1.15
(0.99 to 1.35)t

Negative LR (95% Cl) 0.98
(0.97 to 1.00)t

LR = likelihood ratio

1 Calculated by the NCC
WCH technical team from
data reported in the article
Results

Hot flashes to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% CI) 55
(51 to 59)t

Specificity, % (95% CI) 56
(54 to 58)t

Positive LR (95% CI) 1.25
(1.15 to 1.36)t

Negative LR (95% CI) 0.80
(0.73 to 0.89)t

Night sweats to distinguish
postmenopausal women

Comments

Study quality -
QUADAS 2 checklist
Patient selection
Was a consecutive or
random sample of
patients enrolled?
Yes

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients

Sa|qe] 90uapIng
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Bibliographic
details

Country/ies where
the study was
carried out
Australia

Study type
Case-series

Aim of the study

To analyse different
physical symptoms
experienced in
different stages of
the menopause
transition. The study
aimed to test the
hypothesis that there
would be an
association between
the reporting of
physical symptoms
and menopausal
status.

Study dates
National cohort
study - the
Australian
Longitudain Study
on Women's Health.
Women completed
two surveys - one in
1996 and the
second in 1998.
Source of funding
Commonwealth
Department of
Health and Aged
Care.

Eli Lilly funded part
of the analysis costs
for this article.

Participants

Inclusion Criteria

45-50 years of age. Random selection of women
from across Australia from national Medicare
health insurance database.

Exclusion Criteria

For this analysis - excluded women taking HRT as
menopausal status was not available.

Excluded women with history of hysterectomy or
oophorectomy.

Tests

1996 and again in 1998. Data
from the first study were used
for this analysis.

Definitions used
Premenopausal: menstrual
bleeding in the last 3 months,
and in the last 12 months, and
with the same frequency as the
year prior to that.

Perimenopausal: menstrual
bleeding in the last 12 months,
but not in the last 3 months, or
with different menstrual
frequency compared with the
previous year.

Postmenopausal: no menstrual
bleeding in the last 12 months.

Methods

Outcomes and results
from perimenopausal women
Sensitivity, % (95% CI) 39
(35to 43)t

Specificity, % (95% CI) 67
(65 to 69)t

Positive LR (95% CI) 1.18
(1.05to 1.33)*

Negative LR (95% Cl) 0.91
(0.85 to 0.98)t

Hot flashes to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% CI) 55
(51 to 59)*

Specificity, % (95% Cl) 84
(83 to 85)t

Positive LR (95% ClI) 3.44
(3.11to 3.79)t

Negative LR (95% Cl) 0.54
(0.49 to 0.59)*

Night sweats to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% CI) 39
(35to 43)t

Specificity, % (95% CI) 88
(87 to 89)t

Positive LR (95% CI) 3.25
(2.86 to 3.69)*

Negative LR (95% ClI) 0.69
(0.65 to 0.74)*

Hot flashes to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% CI) 55
(51 to 59)t

Specificity, % (95% CI) 75
(74 to 76)*

Positive LR (95% CI) 2.22
(2.04 to 2.41)t

Negative LR (95% CI) 0.60
(0.55 to 0.66)t

Night sweats to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% CI) 39

Comments

have introduced bias?
LOW RISK OF

BIAS

1. B Is there concern
that the included
patients do not match
the review question?
LOW

CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Yes

If a threshold was
used, was it pre-
specified? Unclear -
threshold of response
"sometimes" of
"often" to report
prevalence of
symptoms. Not clear
if this was pre-
defined.

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK OF BIAS
2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes

Sa|qe] 90uapIng
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Bibliographic
details

Participants

Tests

Methods

Outcomes and results
(35 to 43)t

Specificity, % (95% CI) 81
(80 to 82)t

Positive LR (95% Cl) 2.09
(1.87 to 2.34)t

Negative LR (95% Cl) 0.75
(0.70 to 0.80)*

Hot flashes to distinguish
perimenopausal women
from postmenopausal
women

Sensitivity, % (95% CI) 44
(42 to 46)!

Specificity, % (95% CI) 45
(41 to 49)

Positive LR (95% CI) 0.80
(0.73 to 0.87)*

Negative LR (95% Cl) 1.24
(1.13 to 1.37)t

Night sweats to distinguish
perimenopausal women
from postmenopausal
women

Sensitivity, % (95% CI) 33
(31 to 35)¢

Specificity, % (95% CI) 61
(57 to 65)t

Positive LR (95% CI) 0.85
(0.75 to 0.95)*

Negative LR (95% ClI) 1.10
(1.02 to 1.18)t

Hot flashes to distinguish

perimenopausal women from

premenopausal women
Sensitivity, % (95% CI) 44
(42 to 46)t

Specificity, % (95% ClI) 84
(83 to 85)t

Positive LR (95% CI) 2.75
(2.53 to 2.98)*

Negative LR (95% CI) 0.67
(0.64 to 0.69)!

Night sweats to distinguish

perimenopausal women from

premenopausal women
Sensitivity, % (95% Cl) 33

Comments

Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
maitch the review
guestion? LOW
CONCERN

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK OF
BIAS

Limitations

Other information
Women using HRT
were excluded from
this analysis as
unable to determine

Sa|qe] 90uapIng
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Bibliographic
details

Full citation
Burger,H.G.,
Cahir,N.,
Robertson,D.M.,
Groome,N.P.,
Dudley,E., Green,A.,
Dennerstein,L.,
Serum inhibins A
and B fall
differentially as FSH
rises in
perimenopausal

Participants

Sample size

N =110

n = 28 premenopausal

n = 59 perimenopausal

n = 23 postmenopausal

Characteristics

Age range 48 - 59 years

Inclusion Criteria

Women who were having regular or moderately
irregular cycles or who had not bled for more than
3 months

Exclusion Criteria

Tests

Tests

Inhibin A

Inhibin B

Definitions used
Premenopausal: not defined

Perimenopausal: defined as self
report of cycle change in the
preceding 12 months, with a
bleed in the preceding 12
months, or amenorrhoea for 3-
11 months

Methods

Methods

Samples were
collected between
cycle day 5 and 8 in
women with regular
or irregular cycles or
at random in women
with no cycles for
over 3 months

Outcomes and results
(31 to 35)t

Specificity, % (95% Cl) 88
(87 to 89)t

Positive LR (95% Cl) 2.75
(2.49 to 3.03)!

Negative LR (95% Cl) 0.76
(0.74 to 0.79)t

Hot flashes to distinguish
perimenopausal women from
all other women
Sensitivity, % (95% CI) 44
(42 to 46)!

Specificity, % (95% CI) 80
(79 to 81)t

Positive LR (95% Cl) 2.16
(2.01to 2.32)

Negative LR (95% CI) 0.70
(0.68 to 0.73)*

Night sweats to distinguish
perimenopausal women from
all other women
Sensitivity, % (95% CI) 33
(31 to 35)¢

Specificity, % (95% Cl) 85
(84 to 86)!

Positive LR (95% CI) 2.20
(2.01 to 2.40)1

Negative LR (95% Cl) 0.79
(0.76 to 0.81)*

LR = likelihood ratio

1 Calculated by the NCC
WCH technical team from
data reported in the article.
Results

Undetectable inhibin A to
distinguish postmenopausal
women from perimenopausal
women

Sensitivity, % (95% CI) 96
(78 to 100)*

Specificity, % (95% CI) 39
(27 to 53)*

Positive LR (95% CI) 1.57
(1.26 to 1.96)*

Negative LR (95% Cl) 0.11

Comments
menopausal status.
Women with surgical
menopause were
excluded from the
study.

Study quality -
QUADAS 2 checkilist
Patient selection
Was a consecutive or
random sample of
patients enrolled?
Unclear - subgroup
of women from larger
study were enrolled,
and recruitment to
this sub-study was
not reported.

S9|qe] 90uapIng
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Bibliographic
details Participants
women, Clinical Not reported
Endocrinology, 48,
809-813, 1998

Ref Id

266215

Country/ies where
the study was
carried out
Australia

Study type
Case-series

Aim of the study

To examine the
behaviour of inhibin-
A and inhibin-B in
older peri-
menopausal women
in relation to
changing levels of
follicle-stimulating
hormone, estradiol
and immunoreactive
inhibin.

Study dates
September -
December 1994
Source of funding
The Melbourne
Women's Mid-Life
Health Project is
supported by the
Victorian Health
Promotion
Foundation and the
Public Health
Research and
Development
Committee of the
Australian National
Health and Medical
Research Council

Tests

Postmenopausal: defined as =
12 months amenorrhoea

Methods

Outcomes and results
(0.02 to 0.78)1
Undetectable inhibin B to
distinguish postmenopausal
women from perimenopausal
women

Sensitivity, % (95% CI) 43
(23 to 66)*

Specificity, % (95% Cl) 54
(41 to 68)t

Positive LR (95% CI) 0.95
(0.55 to 1.64)

Negative LR (95% Cl) 1.04
(0.68 to 1.60)*
Undetectable inhibin A to
distinguish postmenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 96
(78 to 100)*

Specificity, % (95% CI) 54
(34to 72)t

Positive LR (95% CI) 2.06
(1.37 to 3.10)t

Negative LR (95% Cl) 0.08
(0.01 to 0.57)*
Undetectable inhibin B to
distinguish postmenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 43
(23 to 66)*

Specificity, % (95% CI) 78
(58 to 91)t

LR+ (95% CI) 1.96 (0.84 to
4.56)t

LR- (95% Cl) 0.73 (0.48 to
1.10)

Undetectable inhibin A to
distinguish postmenopausal
women from all other women
Sensitivity, % (95% CI) 96
(78 to 100)t

Specificity, % (95% CI) 44
(33 to 55)t

Positive LR (95% Cl) 1.70
(1.38 to 2.08)*

Comments

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
the review question?
LOW

CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Unclear - blinding of
investigators was not
described, but
unlikely to introduce
bias as no subjective
interpretation of
results required.

If a threshold was
used, was it pre-
specified? Yes

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN
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Participants

Tests

Methods

Outcomes and results
Negative LR (95% ClI) 0.10
(0.01 to 0.69)*
Undetectable inhibin B to
distinguish postmenopausal
women from all other women
Sensitivity, % (95% CI) 43
(23 to 66)*

Specificity, % (95% CI) 62
(51to 72)t

Positive LR (95% CI) 1.14
(0.67 to 1.96)t

Negative LR (95% Cl) 0.91
(0.61 to 1.36)*
Undetectable inhibin A to
distinguish perimenopausal
women from
postmenopausal women
Sensitivity, % (95% CI) 61
(47 to 73)*

Specificity, % (95% CI) 4 (0
to 22)t

Positive LR (95% CI) 0.64
(0.51 to 0.80)*

Negative LR (95% Cl) 8.97
(1.28 to 62.60)*
Undetectable inhibin B to
distinguish perimenopausal
women from
postmenopausal women
Sensitivity, % (95% CI) 46
(32 to 59)*

Specificity, % (95% ClI) 57
(34to 77)t

Positive LR (95% CI) 1.05
(0.61to 1.81)t

Negative LR (95% ClI) 0.96
(0.63 to 1.48)*
Undetectable inhibin A to
distinguish perimenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 61
(47 to 73)*

Specificity, % (95% Cl) 54
(34to 72)t

Positive LR (95% CI) 1.31

Comments
Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW
CONCERN

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes
Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK
Limitations

Women represented
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Full citation
Chuni,N.,
Sreeramareddy,C.T.

Participants

Sample size
N =729
n = 267 premenopausal

Tests

Tests
Frequency of menopausal
symptoms reported according to

Methods

Methods
Interviewer
administered survey

Outcomes and results
(0.84 to 2.06)t

Negative LR (95%

Cl) 0.73 (0.45 to 1.16)*
Undetectable inhibin B to
distinguish perimenopausal
women from premenopausal
women

Sensitivity, % (95% Cl) 46
(32 to 59)*

Specificity, % (95% CI) 78
(58 to 91)*

Positive LR (95% CI) 2.05
(0.96 to 4.39)*

Negative LR (95% ClI) 0.70
(0.51 to 0.96)*
Undetectable inhibin A to
distinguish perimenopausal
women from all other women
Sensitivity, % (95% CI) 61
(47 to 73)t

Specificity, % (95% CI) 31
(19 to 46)t

Positive LR (95% CI) 0.89
(0.67 to 1.17)1

Negative LR (95% Cl) 1.24
(0.74 to 2.08)t
Undetectable inhibin B to
distinguish perimenopausal
women from all other women
Sensitivity, % (95% CI) 46
(32 to 59)*

Specificity, % (95% CI) 68
(54 to 80)*

Positive LR (95% CI) 1.43
(0.87 to 2.34)t

Negative LR (95% ClI) 0.80
(0.59 to 1.08)*

LR = likelihood ratio

1 Values calculated by the
NCC WCH technical team
from data reported in the
paper

Results

Hot flushes/sweating to

Comments

a subgroup of
participants from a
larger study (The
Melbourne Women's
Mid-Life Health
Project). How this
subgroup was
identified and
recruited is not
described.

Whether the index
test was interpreted
without knowledge of
the reference
standard is not made
clear. However, this is
unlikely to introduce
bias as the index test
result (inhibin B) was
reported only

as detectable or
undetectable.

Other information
Not clear whether
women with HRT and
surgical menopause
were included.

Study quality -
QUADAS 2 checkilist
Patient selection
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, Frequency of
symptoms,
determinants of
severe symptoms,
validity of and cut-off
score for
Menopause Rating
Scale (MRS) as a
screening tool: a
cross-sectional
survey among
midlife Nepalese
women, BMC
Women's Health, 11,
30-, 2011

Ref Id

228089

Country/ies where
the study was
carried out

Nepal

Study type
Case-series

Aim of the study

To determine the
validity of the
Menopause Rating
Scale as a screening
tool for identification
of women with
severe menopausal
symptoms and cut-
off MRS score for
referral to
gynaecologist.
Study dates
February to August
2008.

Source of funding
Not reported

Participants

n = 215 perimenopausal

n = 247 postmenopausal

Characteristics

Mean age (SD): 49.9 (5.6) years

Mean age (SD) premenopausal women: 45.1
(2.78) years

Mean age (SD) perimenopausal women: 49.14
(2.01) years

Mean age (SD) postmenopausal women: 55.67
(5.6) years

Inclusion Criteria

All women aged between 40 and 65 years
attending health screening camps in Bedabari
Primary Health Centre and Batulechaur Health
Post.

Exclusion Criteria

Pregnancy or lactation. History of cancer in
remission or under treatment currently. History of
drug or alcohol abuse. Mental disability or
undergoing treatment for psychiatric disorders.
Premature ovarian insufficiency or known genital
malformations.

Tests

menopausal status. Identified
using the Menopause Rating
Scale (MRS).

Definitions used
Premenopausal: minor changes
in cycle length, particularly
decreasing cycle length

Perimenopausal: increasing
irregularity of menses without
skipping periods (7 days
difference from the beginnng of
a given cycle to the next) (early
perimenopausal)

or menstruation in the past 2 -
12 months but not during the
past 2 months (late
perimenopausal)

Postmenopausal: no menstrual
bleeding in the past 12 months

Methods

to eligible women
attending health
screening camps in
Western
Development Region
of Nepal.
Questionnaire
included saocio-
demographic
characteristics,
menopausal status,
menstrual history,
chronic diseases,
HRT use, general
health and well-being,
and symptoms based
on Menopause
Rating Scale.
Menopausal status
was defined
according to STRAW
criteria, with early and
late perimenopause
categories combined.

Outcomes and results
distinguish postmenopausal
women from perimenopausal
women

Sensitivity, % (95% CI) 98
(96 to 100)*

Specificity, % (95% CI) 5 (3
to 9)t

Positive LR (95% CI) 1.04
(1.00 to 1.07)*

Negative LR (95% ClI) 0.32
(0.10 to 0.98)*

Hot flushes/sweating to
distinguish postmenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 98
(96 to 100)*

Specificity, % (95% CI) 77
(72 to 82)t

Positive LR (95% Cl) 4.31
(3.45t0 5.37)t

Negative LR (95% CI) 0.02
(0.01 to 0.06)*

Hot flushes/sweating to
distinguish postmenopausal
women from all other women
Sensitivity, % (95% Cl) 98
(96 to 100)*

Specificity, % (95% ClI) 45
(41 to 50)*

Positive LR (95% CI) 1.79
(1.65 to 1.94)1

Negative LR (95% CI) 0.04
(0.01 to 0.10)t

Hot flushes/sweating to
distinguish perimenopausal
women from
postmenopausal women
Sensitivity, % (95% CI) 95
(91 to 97)*

Specificity, % (95% ClI) 2 (0
to 4)t

Comments

Was a consecutive or
random sample of
patients enrolled?
Yes (consecutive)
Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
the review question?
LOW

CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Yes

If a threshold was
used, was it pre-
specified? Unclear -
threshold for
symptoms not
reported in paper, but
assumed to be score
of 21 on MRS

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
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Participants

Tests

Methods

Outcomes and results
Positive LR (95% Cl) 0.96
(0.93 to 1.00)*

Negative LR (95% CI) 3.16
(1.02 to 9.78)1

Hot flushes/sweating to
distinguish perimenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 95
(91 to 97)t

Specificity, % (95% CI) 77
(72 to 82)t

Positive LR (95% Cl) 4.15
(3.32t0 5.19)t

Negative LR (95% Cl) 0.07
(0.04 to 0.12)t

Hot flushes/sweating to
distinguish perimenopausal
women from all other women
Sensitivity, % (95% CI) 95
(91 to 97)t

Specificity, % (95% CI) 41
(37 to 45)1

Positive LR (95% CI) 1.60
(1.48 to 1.73)t

Negative LR (95% Cl) 0.13
(0.07 to 0.22)t

LR = likelihood ratio

1 Calculated by the NCC
WCH technical team from
data reported in the article.

Comments
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW
CONCERN

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
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Full citation
Cooper,G.S.,
Baird,D.D., The use
of questionnaire
data to classify peri-
and premenopausal
status,
Epidemiology, 6,
625-628, 1995

Ref Id

266473

Country/ies where
the study was
carried out

USA

Study type
Case-series

Aim of the study

To assess how well
guestionnaire data
could classify peri-
versus
premenopausal
status in women
aged 38-49 years.
Study dates

Not reported
Source of funding
American Institute

Participants

Sample size

N = 280 after exclusions (see below)

n = 39 perimenopausal women

n = 241 premenopausal women
Characteristics

Mean age (SD) = 44.2 (3.0)

11% African American

20/280 women (7%) current users of HRT
Inclusion Criteria

Women between the ages of 38 and 49.
Exclusion Criteria

Previous hysterectomy or oophorectomy.
Post menopausal women (12 or more months
since last menstrual period)

Tests

Tests

Serum FSH was measured on
the morning of day 2, 3 or 4 of a
menstrual cycle for women who
had a period within the
preceding 2 months. Other
women were scheduled at their
convenience.

Each participant completed a
self administered questionnaire
that included sections on
reproductive and menstrual
history.

Definitions used
Premenopausal: FSH < 15 1U/L

Perimenopausal: FSH = 15 1U/L

Methods

Methods

Participants
completed a self
administered
questionnaire that
included sections on
reproductive and
menstrual history.
Prevalence of specific
symptoms was then
calculated for women
who were classified
as pre and
perimenopausal.

Outcomes and results

Results

Diagnostic accuracy of either
a single symptom, or a
combination of symptoms
was assessed.

Age 2 42 years to distinguish
perimenopausal from
premenopausal women
Sensitivity, % (95% CI) 90
(76 to 97)t

Specificity, % (95% CI) 29
(23 to 35)t

Positive LR (95% CI) 1.26
(1.10 to 1.45)t

Negative LR (95% ClI) 0.36
(0.14 to 0.93)t

Age 2 46 years to distinguish
perimenopausal from
premenopausal women
Sensitivity, % (95% CI) 54
(37 to 70)t

Specificity, % (95% ClI) 73
(67 to 79)*

Positive LR (95% CI) 2.00
(1.40 to 2.85)t

Negative LR (95% CI) 0.63
(0.45 to 0.89)t

Hot flashes/night sweats
during the past 6 months 21

Comments

bias? LOW RISK
Limitations

Other information
Article does not report
whether a threshold
score on the MRS
was used to identify
prevalence of
symptoms. It is
assumed that a score
of = 1 would be taken
as symptomatic.

No description of
whether women using
HRT or those with
surgical menopause
were included.

Study quality -
QUADAS 2 checklist
Patient selection

Was a consecutive or
random sample of
patients enrolled?
Unclear - women
responded to
advertisements for
participants.

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes (N.B.
study excluded
menopausal women
as aim was to classify
only perimenopausal
and premenopausal
status)

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
the review question?
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for Cancer Research
Reproductive
Hazards in the
Workplace, Home,
Community and
Environment
Research

National Cancer
Institute Research
Service Award
Division of Research
Resources, NIH.

Tests

Methods

Outcomes and results
per day

Sensitivity, % (95% CI) 29
(15 to 43)

Specificity, % (95% CI) 97
(95 to 99)

Positive LR (95% CI) 9.43
(3.90 to 22.80)*

Negative LR (95% Cl) 0.73
(0.60 to 0.90)t

Longer menstrual cycle
during past 5 years
Sensitivity, % (95% CI) 28
(13 to 42)

Specificity, % (95% CI) 91
(87 to 95)

Positive LR (95% CI) 3.11
(NC)2

Negative LR (95% Cl) 0.79
(NC)2

More variable menstrual
cycle during past 5 years
Sensitivity, % (95% CI) 58
(42to 74)

Specificity, % (95% Cl) 84
(79 to 89)

Positive LR (95% ClI) 3.63
(NC)y?

Negative LR (95% CI) 0.50
(NC)2

Length of last menstrual
cycle 260 days

Sensitivity, % (95% CI) 33
(16 to 50)

Specificity, % (95% CI) 99
(98-100)

Positive LR (95% CI) 38.00
(8.74 to 165.22)t

Negative LR (95% CI) 0.67
(0.52 to 0.87)t

At least one of the
following symptoms:
hormone replacement
therapy begun when periods
irregular, hot flashes/night
sweats 21 per day or last
menstrual cycle more than

Comments
LOW
CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Yes

If a threshold was
used, was it pre-
specified? No - a
variety of thresholds
were presented within
the article.

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? No -
serum FSH used as
the gold standard for
perimenopause.
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
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Full citation
El,Shafie K., Al,Farsi
Y., Al,Zadjali N.,
Al,Adawi S.,
Al,Busaidi Z.,
Al,Shafaee M.,

Participants

Sample size

N = 479 total

N = 472 after 7 exclusions for data error or
inconsistency

- n =190 premenopausal

- n = 73 perimenopausal

Tests

Tests

The Menopause Rating Scale
was used to identify frequency
and severity of

current symptoms.

Definitions used

Methods

Methods
Data were collected
through face to face
interviews by health
educators trained to
read the

Outcomes and results

60 days.

Sensitivity, % (95% Cl) 56
(41to 72)

Specificity, % (95% CI) 95
(93 to 98)

Positive LR (95% CI) 12.36
(6.52 to 23.44)t

Negative LR (95% Cl) 0.46
(0.32 to 0.65)*

At least one of the following
symptoms: hormone
replacement therapy begun
when periods irregular, hot
flashes/night sweats 21 per
day, last menstrual cycle
more than 60 days or
menstrual cycles longer or
more variable during the past
5 years.

Sensitivity, % (95% CI) 69
(55 to 84)

Specificity, % (95% CI) 75
(70 to 81)

Positive LR (95% CI) 2.78
(2.05t0 3.77)t

Negative LR (95% Cl) 0.41
(0.25 to 0.66)t

LR = likelihood ratio

NC = not calculable

1 Likelihood ratios and
confidence intervals
calculated by the NCC WCH
technical team from data
presented in the article

2 Confidence intervals unable
to be calculated around the
point estimate due to the
limited data available for this
measure

Results

Hot flashes to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% CI) 55
(48 to 61)*

Comments

its conduct, or its
interpretation have
introduced

bias? LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? HIGH RISK

Flow and timing

Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK
Limitations

FSH was used as the
gold standard for
perimenopausal
status.

Other information
7% of participants
were current users of
HRT.

Study quality -
QUADAS 2 checkilist
Patient selection

Was a consecutive or
random sample of
patients enrolled?
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Menopausal
symptoms among
healthy, middle-aged
Omani women as
assessed with the
Menopause Rating
Scale, Menopause,
18, 1113-1119, 2011
Ref Id

266687

Country/ies where
the study was
carried out

Oman

Study type
Case-series

Aim of the study

To assess the
frequency and
severity of
menopausal
symptoms among a
cohort of healthy,
middle-aged Omani
women using the
Menopause Rating
Scale.

Study dates

March and April
2010

Source of funding
None reported

Participants

- n =209 postmenopausal
Characteristics

Age range: 40 - 60 years
Smoking status: Not reported
BMI: Not reported

Inclusion Criteria

Healthy women between the age of 40 and 60
who were not pregnant or lactating, had an intact
uterus and had no history of chronic disease
Exclusion Criteria

Women aged over 60, or who had a chronic
illness or declined to participate

Tests

Premenopausal: having regular
menses and 212 menses in
previous 12 months

Perimenopausal: irregular
menses and at least 1 but less
than 12 menses in previous 12
months

Postmenopausal: no menses in
previous 12 months

Methods
questionnaire and to
document the
responses.

Outcomes and results
Specificity, % (95% CI) 51
(39 to 63)t

Positive LR (95% CI) 1.11
(0.85 to 1.44)t

Negative LR (95% Cl) 0.90
(0.68 to 1.18)t

Hot flashes to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% CI) 55
(48 to 61)t

Specificity, % (95% Cl) 74
(67 to 80)*

Positive LR (95% CI) 2.07
(1.59 to 2.71)t

Negative LR (95% CI) 0.62
(0.52 to 0.73)*

Hot flashes to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% CI) 55
(48 to 61)*

Specificity, % (95% CI) 67
(61 to 73)t

Positive LR (95% CI) 1.67
(1.35 to 2.06)*

Negative LR (95% Cl) 0.68
(0.57 to 0.80)*

Hot flashes to distinguish
perimenopausal women
from postmenopausal
women

Sensitivity, % (95% CI) 49
(37 to 61)*

Specificity, % (95% CI)

45 (39 to 52)t

Positive LR (95% CI) 0.90
(0.69 to 1.18)*

Negative LR (95% ClI) 1.12
(0.85 to 1.46)*

Hot flashes to distinguish
perimenopausal women from
premenopausal women
Sensitivity, % (95% CI) 49
(37 to 61)t

Specificity, % (95% ClI) 74

Comments

Yes

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
the review question?
LOW

CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Yes

If a threshold was
used, was it pre-
specified? Unclear -
threshold for
symptoms was not
described in article,
but assumed to be
MRS score of >0.

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN
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Participants

Tests

Methods

Outcomes and results
(67 to 80)t

Positive LR (95% ClI) 1.87
(1.34 to 2.61)*

Negative LR (95% ClI) 0.69
(0.54 to 0.88)t

Hot flashes to distinguish
perimenopausal women from
all other women
Sensitivity, % (95% CI) 49
(37 to 61)t

Specificity, % (95% CI) 59
(54 to 64)t

Positive LR (95% CI) 1.20
(0.92 to 1.56)t

Negative LR (95% Cl) 0.86
(0.68 to 1.09)*

LR = likelihood ratio

1 Calculated by the NCC
WCH technical team from
data reported in the article

Comments
Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW
CONCERN

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes
Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK
Limitations

Other information
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Full citation
Giacobbe,M.,
Mendes Pinto-
Neto,A., Simoes
Costa-Paiva,L.H.,
Martinez,E.Z., The
usefulness of
ovarian volume,
antral follicle count
and age as
predictors of
menopausal status,
Climacteric, 7, 255-
260, 2004

Ref Id

266886
Country/ies where
the study was
carried out

Brazil

Study type
Case-series

Aim of the study
To compare the
accuracy of ovarian
volume, antral

Participants

Sample size

N =204

N = 192 after exclusions (see below)
n = 121 premenopausal

n = 71 postmenopausal

Characteristics

Mean age (all women) 46.8 years

Mean age premenopausal women 44.3 years
Mean age postmenopausal women 50.9 years

Ethinicity: 74% white, 36% non-white

Smoking status: 27% smokers, 73% non-smokers
Hormonal contraception use: 36% non-users, 64%
past users

Hormone replacement therapy use: 80% non-
users, 20% past or current users

Inclusion Criteria

Premenopausal and postmenopausal women
aged between 40 and 55 years from the
gynaecology division of Leonor Mendes do Barros
Maternity Hospital, Sao Paolo, Brazil.

Exclusion Criteria
Unilateral oophorectomy, presence of cysts or

Tests

Tests

Women were interviewed about
demographic, social and
medical conditions. They then
underwent an ovarian scan with
a 5-7MHz transvaginal
multifrequency probe, by a
single observer.

Definitions used
Premenopausal: the period of
time in a women over 40 years
of age when she had regular or
irregular menstruation
accompanied or not by
climacteric symptoms

Postmenopausal: absence of
vaginal bleeding for one year

Methods

Methods

Ovarian scans were
conducted during the
early follicular phase
of the cycle (day 4 to
7) for premenopausal
women.

Antral follicle count
obtained after
scanning the ovaries
for small echo-free
areas of
approximately 3-8mm
diameter. Average
follicle count was
taken if both ovaries
were visible, or the
count was obtained
from the only visible
ovary.

Outcomes and results

Results

Age 2 48 to distinguish
menopausal women from all
other women

Sensitivity, % (95% CI) 79
(68 to 88)t

Specificity, % (95% Cl) 76
(67 to 83)*

Positive LR (95% CI) 3.29
(2.34 to 4.62)2

Negative LR (95% Cl) 0.28
(0.18 to 0.44)2

Age 2= 50 to distinguish
menopausal women from all
other women

Sensitivity, % (95% CI) 68
(55 to 78)?

Specificity, % (95% CI) 94
(88 to 98)2

Positive LR (95% CI) 11.69
(5.59 to 24.42)2

Negative LR (95% ClI) 0.34
(0.25 to 0.48)?

Ovarian volume <4cms3 to
distinguish menopausal
women from all other women

Comments

MRS grading system
from 0 (not present)
to 4 (1, mild; 2,
moderate; 3, severe;
4, very severe)

MRS score used to
identify prevalence of
symptoms is not
reported, but
assumed that a score
of 2 1 equates to
symptom prevalence.
Women with
hysterectomy
excluded. No
comment on women
with bilateral
salpingoophorectomy,
or on current use of
HRT.

Study quality -
QUADAS 2 checklist
Patient selection
Was a consecutive or
random sample of
patients enrolled?
Unclear - patient
recruitment not
described in detail.
Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
the review question?
LOW CONCERN

Index test
Were the index test
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follicle count and
age in predicting
menopausal status
in healthy women.
Study dates

July - November
2002

Source of funding
Not reported

Participants

ovarian masses larger than 20mm diameter,
pregnancy, polycystic ovary syndrome,
inflammatory pelvic disease, gonadal dysgenesis,
premature menopause and undetermined
menopausal status.

Tests

Methods

Outcomes and results
Sensitivity, % (95% CI) 73
(61 to 83)t

Specificity, % (95% CI) 81
(73 to 88)L

Positive LR (95% CI) 3.85
(2.60 to 5.71)2

Negative LR (95% CI) 0.33
(0.22 to 0.49)?

Antral follicle count cut-point
< 2 follicles to distinguish
menopausal women from all
other women

Sensitivity, % (95% CI) 89
(79 to 95)!

Specificity, % (95% Cl) 42
(33to 51)t

Positive LR (95% CI) 1.53
(1.29 to 1.82)2

Negative LR (95% CI) 0.27
(0.13 to 0.53)?

1 Point estimate only
provided in article. 95% ClI
calculated by the NCC WCH
technical team from data
reported.

2 Calculated by the NCC
WCH technical team from
data reported in the article.

Comments

results interpreted
without knowledge of
the results of the
reference standard?
Unclear - two
measures utilised
ovarian
ultrasonography
which involves some
subjectivity in
reporting images. If
the sonographer was
not blinded this

may have the
potential to introduce
bias.

If a threshold was
used, was it pre-
specified? No - a
variety of cut-points
were assessed in the
article to identify the
optimum threshold.
2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
UNCLEAR

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
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Participants

Tests

Methods

Outcomes and results

Comments

results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW
CONCERN

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK
Limitations
Recruitment of
participants was not
described in detail.
The authors do not
described whether
the individual
performing the
ultrasonography was
blinded to
menopausal status.

Sa|qe] 90uapIng

asnedousa|y



G¢
Yl[eaH S,usip(iyD PuUe S,uswo/\ 10} 81]udD) DUITRIOYE||0D [eUOEN

Bibliographic
details

Full citation
Gold,E.B.,
Sternfeld,B.,
Kelsey,J.L.,
Brown,C.,
Mouton,C.,
Reame,N.,
Salamone,L.,
Stellato,R., Relation
of demographic and
lifestyle factors to
symptoms in a multi-
racial/ethnic
population of women
40-55 years of age,
American Journal of
Epidemiology, 152,
463-473, 2000

Ref Id

266916

Country/ies where
the study was
carried out

United States

Study type

Participants

Sample size
N = 12396 total
For the purposes of this analysis women with

surgical menopause were excluded, n = 1988.

Therefore N = 10408 after exclusions.
n = 4497 premenopausal

n = 4158 perimenopausal

n = 1753 postmenopausal
Characteristics

Age range: 40 - 55

Smoking status:

- 23.3% past history of smoking
- 23.4% current smokers
Ethnicity:

African American: 29.5%
Caucasian: 46.5%

Japanese: 5.7%

Chinese: 4.4%

Hispanic: 13.8%

Inclusion Criteria

Women aged between 40 and 55 years.
Exclusion Criteria

Women

whose menstrual periods had stopped because of

Tests

Tests

Self-reported symptoms
reported included

Hot flushes/night sweats
Urine leakage

Vaginal dryness

Difficult sleep

Stiff/sore

Heart pounding

Forgetfulness

Definitions used
Postmenopausal: menses had
stopped for at least 12 months
without surgery

Perimenopausal: menses had
occurred in the past 3 months
but had become less
predictable (early
perimenopause) or menses had
occurred in the past 12 months
but not in the last 3 months (late
perimenopause)

Premenopausal: menses had

Methods

Methods

Baseline data on the
number of women
who had experienced
each of the
menopause-related
symptoms in the
previous two weeks
was collected by
computer-assisted
telephone interviews
or in-person
interviews

Outcomes and results

Results

Hot flashes/night sweats in
previous 2 weeks to
distinguish postmenopausal
women from perimenopausal
women

Sensitivity, % (95% CI) 49
(46 to 51)t

Specificity, % (95% CI) 60
(59 to 62)t

Positive LR (95% CI) 1.22
(1.15 to 1.30)t

Negative LR (95% CI) 0.85
(0.81 to 0.90)t

Heart pounding in previous 2
weeks to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% CI) 20
(18 to 21)t

Specificity, % (95% CI) 80
(79 to 81)t

Positive LR (95% CI) 0.97
(0.86 to 1.08)t

Negative LR (95% CI) 1.01

Comments

As sonography
involves subjective
interpretation of
images, a lack of
blinding may
introduce bias.

A variety of possible
cut-points for antral
follicle count are
presented in the
paper, rather than
using a pre-
specified threshold.
Other information
20% of women past
or current HRT users.
No comment on
inclusion/exclusion of
women with surgical
menopause
(hysterectomy).
Study quality -
QUADAS 2 checklist
Patient selection
Was a consecutive or
random sample of
patients enrolled?
Yes

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
the review question?
LOW CONCERN

Index test
Were the index test
results interpreted
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Case-series

Aim of the study
To investigate the
relation of
sociodemographic
and lifestyle factors
to a number of
specific symptoms
or conditions in a
large, multiethnic,
community-based
sample of women
from across the
USA.

Study dates
Original cross
sectional study was
carried out from
1995 to 1997
Source of funding
The orginal study
was funded by the
National Institute on
Aging, the National
Institute of Nursing
research, and the
Office on Women's
Health of the
National Institutes of
Health

Participants

medication, radiotherapy, pregnancy or lactation,
or extreme weight change

who reported use of exogenous female hormones
in the past three months

who reported their race/ethnicity as mixed/other

Tests

occurred in the past 3 months
with no decrease in
predictability

Methods

Outcomes and results
(0.98 to 1.04)t

Hot flashes/night sweats in
previous 2 weeks to
distinguish postmenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 49
(46 to 51)*

Specificity, % (95% CI) 81
(79 to 82)*

Positive LR (95% CI) 2.52
(2.33t0 2.72)t

Negative LR (95% ClI) 0.64
(0.61 to 0.67)*

Heart pounding in previous 2
weeks to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% ClI) 20
(18 to 21)t

Specificity, % (95% Cl) 85
(84 to 86)*

Positive LR (95% CI) 1.33
(1.18 to 1.49)

Negative LR (95% Cl) 0.94
(0.92 to 0.97)*

Hot flashes/night sweats in
previous 2 weeks to
distinguish postmenopausal
women from all other women
Sensitivity, % (95% CI) 49
(46 to 51)*

Specificity, % (95% ClI) 71
(70 to 72)t

Positive LR (95% CI) 1.67
(1.58 to 1.77)t

Negative LR (95% CI) 0.72
(0.69 to 0.76)*

Heart pounding in previous 2
weeks to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% CI) 20
(18 to 21)t

Specificity, % (95% CI) 83
(82 to 83)t

Comments

without knowledge of
the results of the
reference standard?
Yes

If a threshold was
used, was it pre-
specified? n/a

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW
CONCERN
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Participants

Tests

Methods

Outcomes and results
Positive LR (95% CI) 1.13
(1.01 to 1.25)*

Negative LR (95% CI) 0.97
(0.95 to 1.00)

Hot flashes/night sweats in
previous 2 weeks to
distinguish perimenopausal
women from
postmenopausal women
Sensitivity, % (95% CI) 40
(38to 41)t

Specificity, % (95% CI) 51
(49 to 54)t

Positive LR (95% CI) 0.82
(0.77 to 0.87)t

Negative LR (95% Cl) 1.17
(1.12 to 1.24)

Heart pounding in previous 2
weeks to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% CI) 20
(19 to 21)t

Specificity, % (95% CI) 80
(79 to 82)t

Positive LR (95% CI) 1.03
(0.92 to 1.16)t

Negative LR (95% CI) 0.99
(0.96 to 1.02)*

Hot flashes/night sweats in
previous 2 weeks to
distinguish perimenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 40
(38to 41)t

Specificity, % (95% CI) 81
(79 to 82)t

Positive LR (95% CI) 2.05
(1.91 to 2.20)t

Negative LR (95% CI) 0.75
(0.73 t0 0.77)1

Heart pounding in previous 2
weeks to distinguish
perimenopausal women from
premenopausal women

Comments

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes
Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK
Limitations

Other information
For the purposes of
this review data
reported for early
perimenopausal and
late perimenopausal
women was
combined into one
category of
perimenopausal.
Women with surgical
menopause (periods
ceased due to
hysterecomy and/or
oophorectomy) were
omitted from the
analysis for the
purposes of this
review.

HRT users were
excluded from the
study.
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Full citation
Henrich,J.B.,
Hughes,J.P.,
Kaufman,S.C.,
Brody,D.J.,
Curtin,L.R.,
Limitations of follicle-
stimulating hormone
in assessing
menopause status:

Participants

Sample size

N = 576 after exclusions (see below)
n = 304 premenopausal

n = 93 perimenopausal

n = 179 postmenopausal

Characteristics

Population based sample of women aged 35 to 60
years.

Mean age, total (SE) = 45.8 (0.4), range 35-60

Tests

Tests

Serum FSH level measured by
microparticle enzyme
immunoassay

Definitions used
Premenopausal: menses
occurred regularly, or were
"usually irregular" but had
occured within the last 12
months

Methods

Methods
Participants
completed a
reproductive health
questionnaire
administered as a

face to face interview.

Serum FSH and LH
were also collected.

Outcomes and results
Sensitivity, % (95% CI) 20
(19 to 21)t

Specificity, % (95% CI) 85
(84 to 86)t

Positive LR (95% CI) 1.37
(1.25 to 1.51)t

Negative LR (95% CI) 0.94
(0.92 to 0.95)t

Hot flashes/night sweats in
previous 2 weeks to
distinguish perimenopausal

women from all other women

Sensitivity, % (95% CI) 40

(38to 41)t

Specificity, % (95% CI) 72

(71to 73)t

Positive LR (95% Cl) 1.44

(1.36 to 1.52)1

Negative LR (95% CI) 0.83
(0.81 to 0.86)*

Heart pounding in previous 2

weeks to distinguish
perimenopausal women
from all other women
Sensitivity, % (95% CI) 20
(19 to 21)t

Specificity, % (95% Cl) 84
(83 to 85)t

Positive LR (95% CI) 1.26
(1.16 to 1.37)*

Negative LR (95% CI) 0.95
(0.93 t0 0.97)t

1 Calculated by the NCC
WCH technical team from
data reported in the article
Results

FSH level to distinguish
perimenopause from
reproductive stage: cut-point
13mlU/mL

Sensitivity, % (95% CI) 67
(50 to 81)

Specificity, % (95% CI) 88
(81 to 92)

Positive LR (95% CI) 5.72

Comments

Study quality -
QUADAS 2 checkilist
Patient selection

Was a consecutive or
random sample of
patients enrolled?
Yes

Was a case-control
design avoided? Yes
Did the study avoid
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findings from the
National Health and
Nutrition
Examination Survey
(NHANES 1999-
2000)*, Menopause,
13, 171-177, 2006
Ref Id

267109

Country/ies where
the study was
carried out

USA

Study type
Case-series

Aim of the study

To assess the
efficacy of FSH
levels in
distinguishing
among women in the
reproductive,
menopause
transition and
postmenopausal
stages.

Study dates
1999-2000

Source of funding
National Institute of
Child Health and
Human
Development, NIH
Centers for Disease
Control and
Prevention, National
Center for Health
Statistics

Participants

Mean age, premenopausal (SE) 41.4 (0.3), range
35-52

Mean age, perimenopausal (SE) 49.1 (0.7), range
38-60

Mean age, postmenopausal (SE) 53.4 (0.4) 40-60

Ethnicity: 67.2% non-hispanic white, 11.8% non-
hispanic black, 6.4% Mexican American

21.8% current smokers

Mean BMI (SE) 28.8 (0.5)

Inclusion Criteria

Women aged 35-60 years.

Exclusion Criteria

Pregnancy, breast feeding, current users of Depo-
Provera or oral contraceptive pill, surgical or
medical amenorrhoea, or could not provide useful
information about menstrual history.

Tests

Perimenopausal: menses had
been irregular in the past 12
months, with such irregularity
reportedly due to "going/gone
through the menopause”

Postmenopausal: last menstrual
period took place 212 months
earlier, was attributed to the
menopause and was not
surgically induced

Methods

Outcomes and results
(4.08 to 8.01)t

Negative LR (95% Cl) 0.37
(0.28 to 0.49)*

FSH level to distinguish
postmenopause from
perimenopause: cut-point
45mlU/mL

Sensitivity, % (95% ClI) 74
(60 to 84)

Specificity, % (95% CI) 71
(52 to 84)

Positive LR (95% CI) 2.54
(1.83 to 3.53)*

Negative LR (95% ClI) 0.37
(0.28 to 0.49)*

LR = likelihood ratio

L Calculated by the NCC
WCH technical team from
data reported in the article

Comments
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
the review question?
LOW CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Unclear - blinding of
investigators was not
described, but level of
FSH should

not depend

on subjective
interpretation.

If a threshold was
used, was it pre-
specified? No -
appropriate threshold
was deteremined
during the course of
the study.

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN
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Participants

Tests

Methods

Outcomes and results

Comments
Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW
CONCERN

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes
Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK
Limitations

Whether the index
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Full citation
Johnson,B.D.,
Merz,C.N.,
Braunstein,G.D.,
Berga,S.L.,
Bittner,V.,
Hodgson,T.K.,
Gierach,G.L.,
Reis,S.E., Vido,D.A.,
Sharaf,B.L.,
Smith,K.M.,
Sopko,G.,
Kelsey,S.F.,
Determination of
menopausal status
in women: the
NHLBI-sponsored

Participants

Sample size

N =515

n = 507 after exclusions (see below)

n = 186 after excluding women automatically
classed as pos menopausal (255 years and
amenorrhoea for a year or more) - these women
were not included in the populations for analysis
of diagnostic accuracy.

n = 122 premenopausal

n = 33 perimenopausal

n = 31 postmenopausal

Characteristics

Age range 21 to 55
Ethnicity: 72% white
50% obese

30% current smokers

Tests

Tests

Blood levels of estradiol and
FSH taken at any phase of the
menstrual cycle. Reproductive
status questionnaire completed
by participants.

Definitions used

Classification of women as pre,
peri and postmenopausal was
performed by expert consensus
opinion by the WISE hormone
committee, comprising two
reproductive endocrinologists,
two clinical cardiologists, a
statistician and a nurse, as
follows:

"Each member of the hormone

Methods

Methods
Menopausal status
(pre, peri or
menopausal) was
allocated by expert
consensus (as
described above)
after review of
individual patient data
by a committee of 6
experts. This was
then taken as the
reference standard,
against which the
diagnostic algorithms
were compared. Two
established

Outcomes and results

Results

Diagnostic accuracy
measures are presented
separately for women with
and without a hysterectomy.

Menstrual algorithm to
distinguish postmenopausal
women from all other women
(women with hysterectomy
excluded)

Sensitivity, % (95% CI) 90
(70 to 99)t

Specificity, % (95% CI) 98
(93 to 99)t

Positive LR (95% CI) 36.19
(11.74 to 111.58)*

Comments

test (FSH) was
interpreted without
knowledge of
menopausal status is
not clear. However,
the index test in this
study involved a
laboratory
measurment of FSH
level, and therefore
there is a low risk of
bias being introduced
due to a lack of
blinding.

No pre-specified
threshold for FSH
level was given.
Instead, the authors
determined the
optimum cut-point as
part of the study.

Other information
12.5% of participants
were current users of
HRT.

Women with surgical
menopause were
excluded.

Study quality -
QUADAS 2 checklist
Patient selection
Was a consecutive or
random sample of
patients enrolled?
Unclear - recruitment
not described in
detail, but all
individuals were
under investigation
for possible
myocardial
ischaemia.

Was a case-control
design avoided? Yes
Did the study avoid
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Women's Ischemia
Syndrome
Evaluation (WISE)
Study, Journal of
Women's Health, 13,
872-887, 2004

Ref Id

229576

Country/ies where
the study was
carried out

USA

Study type
Case-series

Aim of the study

To develop a new
algorithm for the
diagnosis of
perimenopause and
menopause, using
hormonal
measurements in
addition to menstrual
cycle regularity and
age.

Study dates

Not reported
Source of funding
National Heart Lung
and Blood Institute

Participants

27% known coronary artery disease

69% had at least two cardiac risk factors

24% had previous hysterectomy with ovarian
preservation.

Inclusion Criteria

Women undergoing clinically ordered angiogram
for suspected myocardial infarction. No current
use of oral contraceptive pill or hormone
replacement therapy.

Exclusion Criteria

Missing data on at least one relevant reproductive
variable (current HRT use, BSO, hysterectomy,
menstrual history)

Tests

committee examined the
complete data available for
each patient, including the
patient's age, BMI, smoking,
whether she had a
hysterectomy with or without
bilateral or unilateral
oophorectomy, whether the
cycles (if present) were regular
or irregular, months or days
since last menstrual period, and
levels of serum FSH, LH,
estradiol, estrone and
progesterone. Each member
then classified the patient into
premenopausal (follicular, luteal
or midcycle, if possible),
postmenopausal,
perimenopausal, or unclear,
including a group of women
were eventually classified as
having hypothalamic
hypoestrogenemia or
hypothalamic amenorrhoea or
both. Following these
preliminary classifications, the
committee as a group reviewed
and adjudicated menopausal
status for each of 186 individual
women who could not definitely
be classified as
postmenopausal”

Methods

algorithms were used
(menstrual and
historical), and a new
algorithm was
developed
(hormonal).

1. Menstrual
algorithm:
postmenopausal
defined as 12 months
amenorrhoea
perimenopausal
defined as
amenorrhoea for 3-12
months

all other women
defined as
premenopausal

2. Historical
algorithm:

post menopausal
defined as
amenorrhoea for 2 12
months plus a) known
bilateral
salpingoophorectomy
; b) age = 55 years; c)
age <55 years but
uterus intact.

All other women
(menstruation within
last 12 months, or no
menstruation within
12 months but
previous
hysterectomy with
ovarian conservation
and age <55 years)
defined as
premenopausal.

This algorithm was
unable to classify
women as
perimenopausal.

3. Hormonal
algorithm: two arms,

Outcomes and results
Negative LR (95% CI) 0.09
(0.03 to 0.37)*

Historical algorithm to
distinguish postmenopausal
women from all other women
(women with hysterectomy
excluded)

Sensitivity, % (95% CI) 90
(70 to 99)*

Specificity, % (95% CI) 98
(93 to 99)*

Positive LR (95% CI) 36.19
(11.74 to 111.58)*

Negative LR (95% CI) 0.09
(0.03 to 0.37)t

Hormonal algorithm to
distinguish postmenopausal
women from all other women
(women with hysterectomy
excluded)

Sensitivity, % (95% CI) 90
(70 to 99)*

Specificity, % (95% CI) 100
(97 - 100)*

Positive LR (95% CI) « (NC)?
Negative LR (95% Cl) 0.10
(0.03 to 0.36)t

Menstrual algorithm to
distinguish perimenopausal
women from all other women
(women with hysterectomy
excluded)

Sensitivity, % (95% CI) 96
(78 to 100)*

Specificity, % (95% CI) 98
(94 to 100)t

Positive LR (95% Cl) 56.43
(14.24 to 223.63)*

Negative LR (95% ClI) 0.04
(0.01 to 0.30)*

Hormonal algorithm to
distinguish perimenopausal
women from all other women
(women with hysterectomy
excluded)

Sensitivity, % (95% CI) 91

Comments
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
the review question?
HIGH RISK

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Unclear - however,
measurement of
hormone levels
should not be
influenced by
subjectivity, therefore
unlikely to introduce
bias.

If a threshold was
used, was it pre-
specified? No - an
appropriate hormonal
algorithm was
devised during the
course of the study
with thresholds for
allocation determined
as part of the
research.

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
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Participants

Tests

Methods

for women with last
menstrual period
(LMP) within 12
months, and LMP
more than 12 months
ago.

LMP within 12
months:
premenopausal if a)
regular periods and
LMP < 3 months, with
FSH < 20 or; b)
irregular periods or
LMP <6
months with FSH <
10 and estradiol <
200.
postmenopausal if
LMP > 6 months,
age > 50 and FSH
>30.
perimenopausal for
all other women -
including a) regular
periods and LMP <3
months with FSH 220
or; b) irregular
periods or LMP = 3
months with FSH <10
and either LMP > 6
months or estradiol =
200 or; c) irregular
periods or LMP = 3
months with FSH
210, but not yet
reaching criteria for
menopause (FSH >
30, plus age > 50,
plus LMP >6
months).

LMP more than 12
months ago:
premenopausal if
previous
hysterectomy and a)
FSH < 10 or; b) FSH

Outcomes and results

(72 to 99)t

Specificity, % (95% Cl) 98
(94 to 100)*

Positive LR (95% Cl) 53.87
(13.55 to 214.11)*

Negative LR (95% Cl) 0.09
(0.02 to 0.33)*

Menstrual algorithm to
distinguish postmenopausal
women from all other women
(including women with
hysterectomy)

Sensitivity, % (95% CI)

94 (79 to 99)3

Specificity, % (95% CI) 76
(69 to 83)3

LR+ (95% ClI) 3.92 (2.92 to
5.27)

LR- (95% Cl) 0.08 (0.02 to
0.32)t

Historical algorithm to
distinguish postmenopausal
women from all other women
(including women with
hysterectomy)

Sensitivity, % (95% CI) 59
(39 to 75)3

Specificity, % (95% CI) 97
(93 to 99)3

LR+ (95% CI) 18.00 (7.23 to
44.84)

LR- (95% Cl) 0.43 (0.29 to
0.66)*

Hormonal algorithm to
distinguish postmenopausal
women from all other women
(including women with
hysterectomy)

Sensitivity, % (95% CI) 85
(66 to 95)3

Specificity, % (95% CI) 99
(95 to 100)?

LR+ (95% CI) 65.00 (16.26
to 259.82)*

LR- (95% CI) 0.16 (0.07 to
0.36)*

Comments
interpretation differ
from the review
guestion? LOW
RISK

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW
CONCERN

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes
Were all patients
included in the
analysis? Yes
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Participants

Tests

Methods

= 10-20 with estradiol
250.
postmenopausal if a)
previous BSO or age
255 years or; b)
estradiol <50 and
FSH 220 or; c)
previous
hysterectomy and
FSH >30 and
estradiol <50.
perimenopausal if
previous
hysterectomy and a)
estradiol 2200 and
age >45 or; b) FSH =
10-20 and estradiol
<50 or; ¢) FSH = 20-
30 or; d) FSH >30
and estradiol 250.
This algorithm also
contained a branch
for "hand
classification" where
the individual patient
data and
circumstances

would need to be
scrutinised to allow
correct classification -
women were
assigned to this
category if they had
an LMP more than 12
months ago, no
hysterectomy but
estradiol 250 or FSH
<20.

Outcomes and results
Menstrual algorithm to
distinguish perimenopausal
women from all other women
(including women with
hysterectomy)

Sensitivity, % (95% CI) 6 (1
to 20)3

Specificity, % (95% CI) 99
(95 to 100)3

Positive LR (95% Cl) 4.64
(0.68 to 31.74)*

Negative LR (95% Cl) 0.95
(0.87 to 1.04)t

Hormonal algorithm to
distinguish perimenopausal
women from all other women
(including women with
hysterectomy)

Sensitivity, % (95% CI) 88
(72 to 97)3

Specificity, % (95% Cl) 97
(93 to 99)3

Positive LR (95% CI) 26.89
(11.25 to 64.27)t

Negative LR (95% Cl) 0.13
(0.05 to 0.31)*

LR = likelihood ratio
NC = not calculable

1 Calculated by the NCC
WCH technical team from
data reported in the article

2 Specificity 100%, therefore
positive LR = infinity and
95% CI not calculable.

3 Point estimate reported in
the paper. 95% ClI calculated
by the NCC WCH technical
team

Comments

4. A Could the patient
flow have introduced
bias? LOW RISK

Limitations
Recruitment not
described in detail -
only that all women
were undergoing
investigation for
possible myocardial
ischaemia.

This population may
therefore differ from
the general
population of women,
and there

is significant concern
that the included
patients do not match
the review question.
Knowledge of the
reference standard
during the conduct of
the index test is not
described. However,
the algorithm
presents fixed options
to determine
menopausal status
and therefore it is
unlikely that women
would be
misclassified because
of a lack of blinding.
A pre-determined
"threshold" was not
described. The
authors used the data
to produce a
hormonal algorithm to
classify women.
Other information

All women in study
population were
under investigation
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Full citation
Kapur,P., Sinha,B.,
Pereira,B.M.,
Measuring
climacteric
symptoms and age
at natural
menopause in an
Indian population
using the Greene
Climacteric Scale,
Menopause, 16,
378-384, 2009

Ref Id

267312
Country/ies where
the study was
carried out

India

Study type
Case-series

Aim of the study
To establish the age
at onset of natural
menopause and the
prevalence of
symptoms and
identify any socio-
demographic,

Participants

Sample size

N=129

Premenopause, n= 70;

Early post-menopause: n=33 (1-5 yr after last
menstrual cycle)

Late post-menopause: n=26 ( > 5 yr after last
menstrual cycle)

Characteristics

Age (range): 30-65 years

Menopausal group, n (%):

Premnopause: 70 (54.26)

Early postmenopause (1-5 yr): 33 (25.58)
Late postmenopause (>5yr): 26 (20.15)

BMI, n (%)
Underweight: 6 (4.65)
Normal: 87 (67.44)
Overweight: 30 (23.25)
Obese: 6 (4.65)

Socioeconomic status, n (%):
Poor: 29 (22.48)
Middle: 100 (77.5)

Inclusion Criteria
Not reported
Exclusion Criteria

Tests

Tests

-The Greene Climacteric Scale
was used to assess the nature
and severity of occurrence of
climacteric symptoms among
the selected participants;

Definitions used

Menopausal status of the
participants was defined using
World Health Organization
(WHO) criteria.
Premenopause: women who
had regular menstruation cycles
during the last 3 months
Postmenopause: women who
had no cycle in the previous 12
months

Early and late menopause
status was defined using the
STRAW staging system;

Methods

Methods

-Women self-related
their menopausal
symptoms using the
Greene Climacteric
Scale; prevalence of
symptoms was
documented in
groups.

Outcomes and results

Results

Symptoms of hot flushes to
distinguish early
Postmenopausal (1-5yr) from
pre-menopausal women:
Sensitivity: n/N, % (95%Cl):
19/33, 58 (40 to 74)
Specificity: n/N, %, (95%Cl):
58/70, 83 (74 to 92)
Positive LR (95% ClI):

3.36 (1.86 to 6.07)

Negative LR (95%Cl):

0.51 (0.34 to 0.77)

Symptoms of hot flushes to
distinguish late
Postmenopausal (>5 yr)
women from pre-
menopausal women:
Sensitivity: n/N, % (95%Cl):
12/26, 46 (27 to 64)
Specificity: n/N, %,
(95%Cl):
58/70, 83 (71 to 92)
Positive LR (95% CI):
2.69 (1.39t0 5.22)
Negative LR (95%ClI):
0.65 (0.44 to 0.94)

Comments

for possible
myocardial
ischaemia.

Separate analysis
was conducted for
classification of
women without a
hysterectomy, and
classification of all
women. This was
reported as due to the
"inherently low
agreement for women
with hysterectomy".
Users of HRT were
excluded from the
study.

Study quality -
QUADAS 2 checklist
Study quality -
QUADAS 2 checklist
Patient selection
Was a consecutive or
random sample of
patients enrolled?
Yes

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1.A Could the
selection of patients
have introduced bias?
LOW RISK OF BIAS
1.B Is there concern
that the included
patients do not match
the review question?
LOW CONCERN

Index Test

Were the index test
results interpreted
without knowledge of
the results of the
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physical, or other
factors that may
influence the onset
of menopause
among women in the
Haridwar district of
Uttarakhand, a state
located in northern
India.

Study dates

Not reported

Source of funding
The University
Grants Commission,
Government of
India

Participants

Women who

-1) had surgical menopause; 2) had serious illness
like hyptertension, fibroids, migranies, diabetes,
spondylitis; 3) were users of any type of
medication for menopause; 4) were unable to
understand the questionnaire; and 5) returned
forms with missing information.

Tests

Methods

Outcomes and results

Symptoms of night sweating
to distinguish early
Postmenopausal (1-5 yr)
women from premenopausal
women:
Sensitivity: n/N, % (95%Cl):
12/26, 46 (27 to 64)
Specificity: n/N, %,
(95%Cl):

64/70, 91.4 (85 to 98)
Positive LR (95% CI):

5.38 (2.25 to 12.85)
Negative LR (95%Cl):
0.59 (0.41 to 0.85)

Symptoms of night
sweating to distinguish
late Postmenopausal women
from Premenopausal women
(>5yr):
Sensitivity: n/N, % (95%Cl):
8/26, 31 (13 to 49)
Specificity: n/N, %,
(95%Cl):
64/70, 91.4 (85 to 98)
Positive LR (95% ClI):
3.59 (1.38 t0 9.36)
Negative LR (95%ClI):
0.76 (0.58 to 0.99)

(LR = likelihood ratio
Calculated by the NCC WCH
technical team from data
reported in the article)

Comments
reference standard?
Yes

If a threshold was
used, was it pre-
specified? N/A

2.A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK OF BIAS
2.B Is there concern
that the index test, its
conduct, or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference Standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3.A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3.B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW RISK

Flow and Timing
Was there an
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Full citation
Shin,S.Y., Lee,J.R,,
Noh,G.W., Kim,H.J.,
Kang,W.J.,
Kim,S.H.,
Chung,J.K., Analysis
of serum levels of
anti-Mullerian
hormone, inhibin B,
insulin-like growth
factor-I, insulin-like
growth factor binding
protein-3, and
follicle-stimulating
hormone with
respect to age and
menopausal status,
Journal of Korean
Medical Science, 23,
104-110, 2008

Ref Id

268528

Country/ies where
the study was
carried out

Korea

Study type
Case-control study
Aim of the study

To determine which

Participants

Sample size

N = 144 total

n = 33 postmenopausal (physiologic menopause
for at least one year)

n =111 pre-menopausal (regular menstrual cycles
of 24-35 days)

Characteristics

Mean age (range) of premenopausal women = 31
(20-49) years

Mean age (range) of postmenopausal women

= 56 (50-59) years

Inclusion Criteria

All required to have BMI of 19-26kg/m2, both
ovaries present, no use of hormonal medication,
no evidence of polycystic ovarian syndrome,
normal prolactin and thyroid stimulating hormone
levels and no medical or reproductive disorders
(including any history of subfertility).

Exclusion Criteria

None described

Tests

Tests

Serum levels of FSH measured
by immunoradiometric assay
and estrogen with
radioimmunoassay.

AMH and inhibin B measured
with ELISA.

Definitions used

Premenopausal: regular
menstrual cycles of 24-35 days

Postmenopausal: physiologic
menopause for at least one
year

Methods

Methods

Blood collected by
venepuncture on
cycle day 3 for
menstruating women,
or randomly for
postmenopausal
women.

Outcomes and results

Results

FSH cut-point
>22.3mlU/mL to distinguish
menopausal from
premenopausal women:
Sensitivity, % (95% CI) 99
(89 to 100)*

Specificity, % (95% Cl) 97
(92 to 99)*

Positive LR (95% CI) 33.04
(11.47 to 95.21)?

Negative LR (95% CI) 0.01
(0.00 to 0.33)2

AMH cut-point <0.5ng/mL to
distinguish menopausal from
premenopausal women
Sensitivity, % (95% CI) 92
(80 to 98)*

Specificity, % (95% CI) 97
(92 to 99)t

Positive LR (95% CI) 30.88
(10.62 to 89.83)2

Negative LR (95% ClI) 0.08
(0.03 to 0.26)?

Estradiol cut-point
<34.5pg/mL to distinguish
menopausal from
premenopausal women:
Sensitivity, % (95% CI) 84
(68 to 93)*

Comments
appropriate interval
between index test(s)
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4.A Could the patient
flow have introduced
bias? LOW RISK
Study quality -
QUADAS 2 checklist
Patient selection
Was a consecutive or
random sample of
patients enrolled?
Unclear - recruitment
not described clearly.
Was a case-control
design avoided? No
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
HIGH RISK

1. B Is there concern
that the included
patients do not match
the review question?
HIGH CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Unclear - but
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of several serum
markers best reflects
the reproductive
ageing process in
women, including
AMH, inhibin B,
estradiol and FSH.
Study dates

Not reported
Source of funding
Korean Science and
Engineering
Foundation, Seoul
National University
College of Medicine

Tests

Methods

Outcomes and results
Specificity, % (95% CI) 97
(92 to 99)*

Positive LR (95% CI) 28.23
(9.65 to 82.58)2

Negative LR (95% Cl) 0.17
(0.08 to 0.36)?

Inhibin B cut-point
<0.4pg/mL to distinguish
menopausal from
premenopausal women:
Sensitivity, % (95% CI) 91
(80 to 98)t

Specificity?, % (95% CI) 100
(97 to 100)t

Positive LR (95% CI) «
(NC)=

Negative LR (95% CI) 0.09
(0.03 to 0.27)2

LR = likelihood ratio

NC = not calculable

1 Point estimate presented in
paper, confidence intervals
calculated by the NCC WCH
technical team from data
reported in the article

2 Calculated by the NCC
WCH technical team from
data reported in the article

3 Specificity = 100%,
therefore positive LR =
infinity, and 95% CI not
calculable

3 specificity 100%, therefore
positive likelihood ratio =
infinity, and 95% CI not
calculable

Comments

objective testing of
serum markers
therefore unlikely to
be subject to
interpretation bias.

If a threshold was
used, was it pre-
specified? No - the
appropriate threshold
was determined in the
study.

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion?

LOW CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
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Participants

Tests

Methods

Outcomes and results

Comments
standard does not
match the review
guestion? LOW
CONCERN

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK

Limitations

No description of
recruitment in the
article.

The majority of
premenopausal
women in this study
were aged under 40
(81 of 111
premenopausal
women). Therefore
this population is
likely to be less
applicable to the
population in whom a
test for menopause or
perimenopause would
be used in clinical
practice.

Unclear if index test
was interpreted
without knowledge of
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Full citation
Sierra,B.,
Hidalgo,L.A.,
Chedraui,P.A.,
Measuring
climacteric
symptoms in an
Ecuadorian
population with the
Greene Climacteric
Scale, Maturitas, 51,
236-245, 2005

Ref Id

227336
Country/ies where
the study was

Participants

Sample size

N=385

Characteristics

Age, mean (SD):

47.6 (5.5)

Menopausal status in percentages:
Pre-menopausal: 38.9%
Peri-menopausal: 28.8%
Postmenopausal: 32.3%
Education:

Schooling < 12 years: 67.3%
Inclusion Criteria

Not reported;

Exclusion Criteria
-Hysterectomized women

-those who couldn't fill out the Greene Climacteric

Tests

Tests

Definitions used
Premenopause: women having
regular menses and >= 12
menses during the last 12
months

Perimenopause: irregular
menses, less than 12 menses
during the last 12 months;
Postmenopause: no more
menses in the last 12 months

Methods

Methods

Survey by
questionnaire using
the Greene
Climacteric Scale

Outcomes and results

Results

Symptoms of heart

beating to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% ClI): 64
(2 to 10)

Specificity, % (95% ClI): 95
(91 to 99)

Positive LR (95% CI): 1.44
(0.48 to 1.28)

Negative LR (95% ClI): 0.97
(0.92 to 1.04)

Symptoms of heart
beating to distinguish

Comments

the reference
standard, but
laboratory values are
reported for the index
tests, which should
not be at risk of
misinterpretation and
bias.

No predetermined
threshold was
reported; instead the
optimum cut-point for
the tests was
determined in the
study.

Other information
Only women with
regular cycles
included in
premenopausal
group. Mean age was
significantly different
between the two
groups.

HRT users were
excluded from the
study. Whether
women with surgical
menopause were
included is unclear.
Study quality -
QUADAS 2 checkilist
Patient selection
Was a consecutive or
random sample of
patients enrolled?
Yes

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

Sa|qe] 90uapIng

asnedousa|y



v
Yl[eaH S,usip(iyD PuUe S,uswo/\ 10} 81]udD) DUITRIOYE||0D [eUOEN

Bibliographic
details

carried out
Ecaudor

Study type
Case-series

Aim of the study

To measure
climacteric
symptoms in a low
socio-economic
Ecuadorian
population with the
Greene Climacteric
Scale and determine
risk factors involved
with higher scorings.
Study dates
November 2001 to
April 2002

Source of funding
the Foundation for
Health and Well
Being, Ecuador

Participants
Scale due to illiteracy

Tests

Methods

Outcomes and results
postmenopausal women
from premenopausal women
Sensitivity, % (95% Cl): 64
(2 to 10)

Specificity, % (95% Cl): 99
(98 to 100)

Positive LR (95% CI): 9.6
(1.21 to 75.8)

Negative LR (95% Cl): 0.94
(0.89 to 0.98)

Symptoms of heart
beating to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% Cl): 64
(2 to 10)

Specificity, % (95% Cl): 97
(95 to 99)

Positive LR (95% CI): 2.8
(0.99 to 7.9)

Negative LR (95% CIl): 0.95
(0.91 to 1.00)

Symptoms of heart

beating to distinguish peri
from postmenopausal
women:

Sensitivity, % (95% CI): 4 (0
to 8)

Specificity, % (95% ClI): 93
(89 to 97)

Positive LR (95% CI): 0.69
(0.23 to 2.05)

Negative LR (95% Cl): 1.02
(0.96 to 1.08)

Symptoms of heart

beating to distinguish peri
from premenopausal women
Sensitivity, % (95% CI): 4 (0
to 8)

Specificity, % (95% Cl): 99
(98 to 100)

Positive LR (95% Cl): 6.6
(0.78 to 56.1)

Comments

1. B Is there concern
that the included
patients do not match
the review question?
LOW CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
N/A

If a threshold was
used, was it pre-
specified? No -

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? N/A

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?

Sa|qe] 90uapIng

asnedousa|y



VA
Yl[eaH S,usip(iyD PuUe S,uswo/\ 10} 81]udD) DUITRIOYE||0D [eUOEN

Bibliographic
details

Participants

Tests

Methods

Outcomes and results
Negative LR (95% ClI): 0.96
(0.92 to 1.00)

Symptoms of heart

beating to distinguish peri
from all other women
Sensitivity, % (95% CI): 4 (0
to 8)

Specificity, % (95% CI): 0.96
(94 to 98)

Positive LR (95% CI): 1.35
(0.46 to 3.95)

Negative LR (95% Cl): 0.98
(0.94 to 1.03)

Symptoms of hot flashes to
distinguish post from
perimenopausal women:
Sensitivity, % (95% Cl): 45
(36 to 53)

Specificity, % (95% Cl): 45
(36 to 54)

Positive LR (95% ClI): 0.82
(0.64 to 1.07)

Negative LR (95% Cl): 1.20
(0.93 to 1.55)

Symptoms of hot flashes to
distinguish post from
premenopausal women:
Sensitivity, % (95% Cl): 45
(36 to 53)

Specificity, % (95% ClI): 50
(42 to 58)

Positive LR (95% ClI): 0.90
(0.70 to 1.17)

Negative LR (95% ClI): 1.08
(0.86 to 1.35)

Symptoms of hot flashes to
distinguish postmenopausal
from all other women:
Sensitivity, % (95% CI): 45
(36 to 53)

Specificity, % (95% ClI): 48
(42 to 54)

Comments

LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW
CONCERN

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK
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Participants

Tests

Methods

Outcomes and results Comments
Positive LR (95% CI): 0.87

(0.69 to 1.09)

Negative LR (95% Cl): 1.13

(0.9 to 1.39)

Symptoms of hot flashes to
distinguish perimenopausal
women from
postmenopausal women
Sensitivity, % (95% CI): 54
(45 to 63)

Specificity, % (95% Cl): 54
(46 to 63)

Positive LR (95% CI): 1.20
(0.93 to 1.56)

Negative LR (95% Cl): 0.83
(0.64 to 1.07)

Symptoms of hot flashes to
distinguish perimenopausal
from premenopausal women
Sensitivity, % (95% Cl): 54
(45 to 63)

Specificity, % (95% Cl): 50
(42 to 58)

Positive LR (95% CI): 1.09
(0.86 to 1.38)

Negative LR (95% Cl): 0.90
(0.96 to 1.17)

Symptoms of hot flashes to
distinguish perimenopausal
from all other women
Sensitivity, % (95% Cl): 54
(45 to 63)

Specificity, % (95% ClI): 52
(46 to 58)

Positive LR (95% CI): 1.14
(0.92 to0 1.41)

Negative LR (95% Cl): 0.86
(0.68 to 1.09)

Symptoms of night sweat

to distinguish
postmenopausal women
from perimenopausal women
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Participants

Tests

Methods

Outcomes and results Comments
Sensitivity, % (95% CI): 23

(15 to 30)

Specificity, % (95% CIl): 66

(57 to 74)

Positive LR (95% CI): 0.68

(0.45 to 1.03)

Negative LR (95% CI): 1.15

(0.98 to 1.36)

Symptoms of night sweat
to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% CI): 23
(15 to 30)

Specificity, % (95% CI): 80
(74 to 86)

Positive LR (95% CI): 1.20
(0.76 to 1.89)

Negative LR (95% CI): 0.95
(0.83 t0 1.07)

Symptoms of night sweat
to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% Cl): 23
(15 to 30)

Specificity, % (95% Cl): 74
(69 to 79)

Positive LR (95% CI): 0.91
(0.62 to 1.33)

Negative LR (95% ClI): 1.03
(0.91 to 1.16)

Symptoms of night sweat
to distinguish
perimenopausal from
postmenopausal women
Sensitivity, % (95% ClI): 33
(25 to 42)

Specificity, % (95% ClI): 76
(69 to 84)

Positive LR (95% ClI): 1.45
(0.92 to 2.18)

Negative LR (95% Cl): 0.86
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Full citation
Williams,R.E.,
Kalilani,L.,
DiBenedetti,D.B.,
Zhou,X.,
Granger,A.L.,
Fehnel,S.E.,
Levine,K.B.,
Jordan,J.,
Clark,R.V.,
Frequency and
severity of
vasomotor
symptoms among
peri- and
postmenopausal
women in the United
States, Climacteric,
11, 32-43, 2008

Participants

Sample size
N = 4402 after exclusions (see below)

n = 1267 premenopausal

n = 432 perimenopausal

n = 2703 postmenopausal
Characteristics

Age range: 40 to 65 years
Smoking status: 34.5%
Ethnicity:

* 77.8% White, non-Hispanic
* 11.3% Black/African-American, non-Hispanic
* 7.5% Hispanic

* 3.4% other non-Hispanic

Inclusion Criteria
Women aged between 40 and 65 years
Exclusion Criteria

Tests Methods

Tests Methods
The confidential self- Number of women
administered survey consisted with the symptom in

of 2 parts. Part 1 included each stage

baseline characteristics such as  (premenopausal,
participant characteristics, perimenopausal and
menstrual history, severity of postmenopausal)

premenstrual

symptoms, pregnancy

history, Menopause Quality of
Life Instrument (MENQOL) and
other symptoms.

Part 2 (completed by
perimenopausal and
postmenopausal women)
included detailed assessment of
menopausal symptoms,
healthcare seeking and
medication use.

Outcomes and results
(0.73 t0 1.01)

Symptoms of night sweat
to distinguish
perimenopausal from
premenopausal women
Sensitivity, % (95% CI): 33
(25 to 42)

Specificity, % (95% Cl): 80
(74 to 86)

Positive LR (95% CI): 1.74
(1.14 to 2.64)

Negative LR (95% Cl): 0.82
(0.70 to 0.95)

Symptoms of night sweat
to distinguish
perimenopausal from all
other women

Sensitivity, % (95% ClI): 33
(25 to 42)

Specificity, % (95% Cl): 78
(73 to 83)

Positive LR (95% CI): 1.59
(1.13 to 2.25)

Negative LR (95% CIl): 0.83
(0.72 to 0.97)

Results

Age 2 45 to distinguish
menopausal women from
perimenopausal women
Sensitivity, % (95% CI) 95
(94 to 96)t

Specificity, % (95% CI) 9 (7
to 12)t

Positive LR (95% CI) 1.04
(1.01 to 1.08)*

Negative LR (95% ClI) 0.55
(0.39t0 0.77)t

Age = 50 to distinguish
menopausal women from
perimenopausal women
Sensitivity, % (95% CI) 84
(83 to 85)t

Specificity, % (95% ClI) 47
(43 to 52)t

Comments

Study quality -
QUADAS 2 checkilist
Patient selection

Was a consecutive or
random sample of
patients enrolled?
Yes

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
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Ref Id

269042
Country/ies where
the study was
carried out

United States
Study type
Case-series

Aim of the study
The focus of this
paper (part of a
wider study) was to
describe frequency
and severity of
vasomotor
symptoms in detail
for peri- and
postmenopausal
women age 40 - 65
years.

Study dates

April 1st to April 20th
2005

Source of funding
GlaxoSmithKline
funded the study

Participants

Women were excluded due to unknown
menopausal status, missed periods for reasons
other than menopause or hysterectomy (such as
pregnancy in the last year, intrauterine device,
chemotherapy, strenuous exercise, anorexia, or
other medical condition that resulted in a lack of a
menstrual period).

Tests

Information on vasomotor
symptoms in the past 4 weeks
was obtained from several
questions as follows

Hot flushes or flashes in the
past month (yes/no)

Night sweats in the past month
(yes/no)

In the past 4 weeks, how often
did you have hot flashes (never,
1-3 days in the past month, 1-2
days a week, 3-4 days a week,
5-6 days a week, every day)

In the past 4 weeks, how often
did you have night

sweats (never, 1-3 days in the
past month, 1-2 days a week, 3-
4 days a week, 5-6 days a
week, every day)

Definitions used
Premenopausal: had a period
every month for the past 12
months

Perimenopausal: did not have a
period every month but at least
1 period in the past 12 months

Postmenopausal: did not have a
period in the past 12 months

Methods

Outcomes and results
Positive LR (95% CI) 1.60
(1.46 to 1.75)*

Negative LR (95% Cl) 0.34
(0.30 to 0.38)1

Age = 55 to distinguish
menopausal women from
perimenopausal women
Sensitivity, % (95% CI) 62
(60 to 64)t

Specificity, % (95% CI) 89
(85to 91)t

Positive LR (95% Cl) 5.44
(4.17 to 7.09)t

Negative LR (95% CI) 0.43
(0.41 to 0.46)*

Age 2 60 to distinguish
menopausal women from
perimenopausal women
Sensitivity, % (95% CI) 33
(31 to 35)t

Specificity, % (95% Cl) 98
(96 to 99)*

Positive LR (95% Cl) 15.84
(8.28 to 30.30)*

Negative LR (95% ClI) 0.68
(0.66 to 0.71)t

Occurrence of hot flashes or
night sweats in the past four
weeks to distinguish
menopausal women from
perimenopausal women
Sensitivity, % (95% CI) 60
(58 to 62)t

Specificity, % (95% CI) 25
(21 to 29)t

Positive LR (95% CI) 0.80
(0.75 to 0.85)*

Negative LR (95% CI) 1.60
(1.35to 1.90)t

Occurrence of night sweats
in the past four weeks to
distinguish menopausal
women from perimenopausal
women

Sensitivity, % (95% CI) 44
(42 to 46)*

Comments
the review question?
LOW CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Yes

If a threshold was
used, was it pre-
specified? Yes

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
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Participants

Tests

Methods

Outcomes and results
Specificity, % (95% CI) 44
(39 to 49)t

Positive LR (95% CI) 0.79
(0.72 to 0.86)t

Negative LR (95% ClI) 1.27
(1.14 to 1.42)

Age 2 45 to distinguish
menopausal women from
premenopausal women
Sensitivity, % (95% CI) 95
(94 to 96)t

Specificity, % (95% CI) 53
(50 to 56)*

Positive LR (95% CI) 2.03
(1.92 to 2.16)t

Negative LR (95% CI) 0.09
(0.08 to 0.11)*

Age = 50 to distinguish
menopausal women from
premenopausal women
Sensitivity, % (95% Cl) 84
(83 to 85)t

Specificity, % (95% CI) 88
(86 to 90)t

Positive LR (95% ClI) 6.92
(5.96 to 8.03)*

Negative LR (95% Cl) 0.18
(0.17 to 0.20)*

Age 2 55 to distinguish
menopausal women from
premenopausal women
Sensitivity, % (95% CI) 62
(60 to 64)t

Specificity, % (95% CI) 99
(98 to 99)*

Positive LR (95% Cl) 45.99
(28.66 to 73.81)*

Negative LR (95% CI) 0.39
(0.37 to 0.41)t

Age 2 60 to distinguish
menopausal women from
premenopausal women
Sensitivity, % (95% CI) 33
(31 to 35)t

Specificity, % (95% CI) 100
(99 to 100)*

Comments
condition as defined
by the reference
standard does not
match the review
guestion? LOW
CONCERN

Flow and timing

Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK
Limitations

Other information
Women with
hysterectomy were
included in this study.
It is unclear if current
users of HRT were
also included.
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Participants

Tests

Methods

Outcomes and results Comments
Positive LR (95% Cl) 69.69
(31.31 to 155.10)*

Negative LR (95% CI) 0.67
(0.65 to 0.69)t

Occurrence of hot flashes or
night sweats in the past four
weeks to distinguish
menopausal women from
premenopausal women
Sensitivity, % (95% CI) 60
(58 to 62)t

Specificity, % (95% CI) 60
(57 to 63)*

Positive LR (95% CI) 1.50
(1.39to 1.61)t

Negative LR (95% ClI) 0.67
(0.63t0 0.71)t

Occurrence of night sweats
in the past four weeks to
distinguish menopausal
women

from premenopausal women
Sensitivity, % (95% ClI) 44
(42 to 46)!

Specificity, % (95% CI) 70
(67 to 76)t

Positive LR (95% CI) 1.47
(1.33t0 1.61)t

Negative LR (95% CI) 0.80
(0.76 to 0.84)t

Age 2 45 to distinguish
menopausal women from all
other women

Sensitivity, % (95% CI) 95
(94 to 96)*

Specificity, % (95% ClI) 42
(40 to 44)1

Positive LR (95% CI) 1.64
(1.57 to 1.71)1

Negative LR (95% CI) 0.12
(0.10 to 0.14)*

Age 2= 50 to distinguish
menopausal women from all
other women

Sensitivity, % (95% CI) 84
(83 to 85)t
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Participants

Tests

Methods

Outcomes and results Comments
Specificity, % (95% CI) 78
(76 to 80)t

Positive LR (95% ClI) 3.75
(3.43t0 4.10)t

Negative LR (95% Cl) 0.21
(0.19 to 0.22)t

Age 2 55 to distinguish
menopausal women from all
other women

Sensitivity, % (95% CI) 62
(60 to 64)t

Specificity, % (95% Cl) 96
(95 to 97)*

Positive LR (95% CI) 15.89
(12.52 to 20.16)*

Negative LR (95% CI) 0.40
(0.38 to 0.42)*

Age = 60 to distinguish
menopausal women from all
other women

Sensitivity, % (95% CI) 33
(31 to 35)t

Specificity, % (95% CI) 99
(99 to 100)*

Positive LR (95% CI) 37.38
(22.52 to 62.04)t

Negative LR (95% Cl) 0.68
(0.66 to 0.69)*

Occurrence of hot flashes or
night sweats in the past four
weeks to distinguish
menopausal women from all
other women

Sensitivity, % (95% CI) 60
(58 to 62)*

Specificity, % (95% CI) 51
(47 to 53)*

Positive LR (95% CI) 1.23
(1.16 to 1.30)t

Negative LR (95% Cl) 0.78
(0.73 t0 0.84)*

Occurrence of night sweats
in the past four weeks to
distinguish menopausal
women from all other women
Sensitivity, % (95% ClI) 44
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Participants

Tests

Methods

Outcomes and results Comments
(42 to 46)t

Specificity, % (95% CI) 63
(61 to 66)*

Positive LR (95% CI) 1.20
(1.11 to 1.30)t

Negative LR (95% Cl) 0.88
(0.84 to 0.93)*

Age < 45 to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% Cl) 9 (7
to 12)t

Specificity, % (95% CI) 95
(94 to 96)*

Positive LR (95% CI) 1.82
(1.29 to 2.56)t

Negative LR (95% CI) 0.96
(0.93 to 0.99)t

Age < 50 to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% CI) 47
(43 to 52)t

Specificity, % (95% Cl) 84
(83 to 85)t

Positive LR (95% CI) 2.98
(2.61 to 3.40)t

Negative LR (95% CI) 0.62
(0.57 to 0.68)*

Age < 55 to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% CI) 89
(85 to 91)t

Specificity, % (95% CI) 62
(60 to 64)t

Positive LR (95% ClI) 2.32
(2.18 to 2.46)t

Negative LR (95% CI) 0.18
(0.14 to 0.24)

Age < 60 to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% CI) 98
(96 to 99)*

Specificity, % (95% CI) 33
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Participants

Tests

Methods

Outcomes and results Comments
(31 to 35)t

Positive LR (95% CI) 1.46
(1.42 to 1.51)*

Negative LR (95% CI) 0.06
(0.03 to 0.12)t

Occurrence of hot flashes or
night sweats in the past four
weeks to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% CI) 75
(71 to 79)*

Specificity, % (95% CI) 40
(38to 42)t

Positive LR (95% CI) 1.25
(1.17 to 1.33)t

Negative LR (95% ClI) 0.63
(0.53t0 0.74)t

Occurrence of night sweats
in the past four weeks to
distinguish perimenopausal
women from
postmenopausal women
Sensitivity, % (95% Cl) 56
(51 to 61)t

Specificity, % (95% ClI) 56
(54 to 58)t

Positive LR (95% CI) 1.27
(1.16 to 1.40)t

Negative LR (95% ClI) 0.79
(0.70 to 0.88)*

Age 2 45 to distinguish
perimenopausal women from
premenopausal women
Sensitivity, % (95% CI) 91
(88 to 94)t

Specificity, % (95% CI) 53
(50 to 56)*

Positive LR (95% CI) 1.95
(1.82 to 2.08)t

Negative LR (95% CI) 0.17
(0.13 to 0.23)1

Age = 50 to distinguish
perimenopausal women from
premenopausal women
Sensitivity, % (95% CI) 53
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Participants

Tests

Methods

Outcomes and results Comments
(48 to 57)t

Specificity, % (95% CI) 88
(86 to 90)*

Positive LR (95% ClI) 4.32
(3.64 to 5.14)t

Negative LR (95% Cl) 0.54
(0.49 to 0.60)*

Age = 55 to distinguish
perimenopausal women from
premenopausal women
Sensitivity, % (95% CI) 11 (9
to 15)1

Specificity, % (95% CI) 99
(98 to 99)*

Positive LR (95% ClI) 8.45
(4.92 to 14.52)t

Negative LR (95% CI) 0.90
(0.87 to 0.93)t

Age 2 60 to distinguish
perimenopausal women from
premenopausal women
Sensitivity, % (95% CI) 2 (1
to 4)t

Specificity, % (95% CI) 100
(99 to 100)*

Positive LR (95% ClI) 4.40
(1.58 to 12.29)*

Negative LR (95% CI) 0.98
(0.97 to 1.00)*

Occurrence of hot flashes or
night sweats in the past four
weeks to distinguish
perimenopausal women from
premenopausal women
Sensitivity, % (95% CI) 75
(71 to 79)t

Specificity, % (95% CI) 60
(57 to 63)*

Positive LR (95% CI) 1.87
(1.72 to 2.04)

Negative LR (95% CI) 0.42
(0.35 to 0.49)

Occurrence of night sweats
in the past four weeks to
distinguish perimenopausal
women from premenopausal
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Full citation
Maartens,L.W.,
Leusink,G.L.,
Knottnerus,J.A.,
Smeets,C.G.,
Pop,V.J., Climacteric
complaints in the

Participants

Sample size
Initial sample population, N = 5896
N = 2450 total after exclusions (see below)

n = 526 premenopausal
n = 1250 perimenopausal
n = 674 postmenopausal

Tests

Tests

Standard questionnaire sent to
all participants. Validated
guestionnaire covering 24
different possible complaints
(pins and needles, dizziness,
night-time sweating, day time

Methods

Methods

Frequency of
complaints recorded
for different
menopausal states.

Outcomes and results
women

Sensitivity, % (95% Cl) 56
(52 to 61)t

Specificity, % (95% CI) 70
(67 to 73)t

Positive LR (95% CI) 1.87
(1.66 to 2.10)t

Negative LR (95% Cl) 0.63
(0.56 to 0.70)*

Occurrence of hot flashes or
night sweats in the past four
weeks to distinguish

perimenopausal women from

all other women

Sensitivity, % (95% CI) 75
(71 to 79)t

Specificity, % (95% CI) 46
(45 to 48)t

Positive LR (95% Cl) 1.40
(1.31to 1.49)t

Negative LR (95% Cl) 0.54
(0.46 to 0.64)t

Occurrence of night sweats
in the past four weeks to
distinguish perimenopausal

women from all other women

Sensitivity, % (95% Cl) 56

(52 to 61)*

Specificity, % (95% CI) 60

(59 to 62)t

Positive LR (95% CI) 1.42

(2.29 to 1.55)t

Negative LR (95% ClI) 0.72
(0.65 to 0.81)*

LR = likelihood ratio

1 Calculated by the NCC
W(CH technical team from
data reported in the article
Results

Hot flushes to distinguish
postmenopausal women

from perimenopausal women

Sensitivity, % (95% CI) 66
(62 to 70)t
Specificity, % (95% CI) 51

Comments

Study quality -
QUADAS 2 checkilist
Patient selection

Was a consecutive or
random sample of
patients

enrolled? Yes
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Practice, 18, 189-
194, 2001

Ref Id

282180
Country/ies where
the study was
carried out

The Netherlands
Study type
Case-series

Aim of the study
To investigate the
relationship between
climacteric
complaints and the
menstrual pattern
during the transition.
Study dates
September 1994 to
September 1995
Source of funding
Dutch
Preventiefonds

Participants

Characteristics

76.4 % married

Inclusion Criteria

Women born between 1941 and 1947, living in the
city of Eindhoven.

Exclusion Criteria

Previous hysterectomy (n = 1117), previous
bilateral oophorectomy (n = 11), users of
oestrogens/progestagens (n = 1433).
Non-compliance with one or more items in the
questionnaire (n = 1622). Non-Dutch Causcasian
women excluded due to possible language
problems (n = 734).

Tests

sweating, muscle pain,
palpitations, vaginal itching,
vaginal discharge, burning on
micturition, loss of urine,
tiredness, shortness of

breath, flushing, agitation,
headache, tiredness on waking,
irritability, forgetfulness,
insomnia, depressed mood,
migraine, lack of energy,
restless legs, lack of self
confidence) and added vaginal
dryness, pain during intercourse
and waking at night.

Definitions used
Premenopausal: regular
menstrual pattern

Perimenopausal: irregular
menstrual cycle (at least one
period in the last year)

Postmenopausal: amenorrhoea
for one year prior to screening

Methods

Outcomes and results
(49 to 54)t

Positive LR (95% CI) 1.36
(1.26 to 1.47)*

Negative LR (95% ClI) 0.66
(0.59 to 0.74)t

Night sweats to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% Cl) 58
(54 to 61)*

Specificity, % (95% CI) 50
(47 to 52)t

Positive LR (95% CI) 1.14
(1.05 to 1.24)t

Negative LR (95% Cl) 0.86
(0.77 to 0.95)t

Palpitations to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% CI) 38
(35to 42)t

Specificity, % (95% CI) 66
(64 to 69)*

Positive LR (95% Cl) 1.14
(1.01 to 1.29)

Negative LR (95% CI) 0.93
(0.87 to 1.00)t

Hot flushes to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% CI) 66
(62 to 70)*

Specificity, % (95% CI) 88
(85 to 91)t

Positive LR (95% CI): 5.51
(4.35 to 6.99)t

Negative LR (95% Cl): 0.39
(0.35t0 0.43)*

Night sweats to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% CI) 58
(54 to 61)*

Specificity, % (95% ClI) 74
(70 to 78)t

Positive LR (95% ClI) 2.23

Comments

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
the review question?
LOW CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Yes

If a threshold was
used, was it pre-
specified? N/A

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
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Participants

Tests

Methods

Outcomes and results
(1.90 to 2.61)t

Negative LR (95% CI) 0.57
(0.52 to 0.63)*

Palpitations to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% CI) 38
(35to 42)t

Specificity, % (95% CI) 75
(71 to 79)*

Positive LR (95% CI) 1.53
(1.28 to 1.83)t

Negative LR (95% ClI) 0.82
(0.76 to 0.89)*

Hot flushes to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% Cl) 66
(62 to 70)*

Specificity, % (95% CI) 62
(60 to 65)!

Positive LR (95% CI) 1.75
(1.61 to 1.90)*

Negative LR (95% Cl) 0.55
(0.49 to 0.61)*

Night sweats to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% CI) 58
(54 to 61)t

Specificity, % (95% CI) 57
(54 to 59)t

Positive LR (95% CI) 1.33
(1.23 to 1.45)t

Negative LR (95% Cl) 0.75
(0.68 to 0.82)t

Palpitations to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% CI) 38
(35to 42)t

Specificity, % (95% CI) 69
(67 to 71)t

Positive LR (95% CI) 1.23
(1.09 to 1.39)t

Negative LR (95% CI) 0.89

Comments
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW
CONCERN

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes
Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK
Limitations

Other information
Women with
hysterectomy were
excluded, as were
those using HRT.
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Participants

Tests

Methods

Outcomes and results
(0.84 to 0.96)!

Hot flushes to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% CI) 49
(46 to 51)*

Specificity, % (95% Cl) 34
(30 to 38)t

Positive LR (95% CI) 0.74
(0.68 to 0.80)*

Negative LR (95% Cl) 1.51
(1.35 to 1.70)t

Night sweats to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% CI) 50
(48 to 53)t

Specificity, % (95% Cl) 42
(39 to 46)!

Positive LR (95% CI) 0.88
(0.81 to 0.95)t

Negative LR (95% CI) 1.17
(1.05 to 1.30)*

Palpitations to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% Cl) 34
(31 to 36)*

Specificity, % (95% CI) 62
(58 to 65)!

Positive LR (95% CI) 0.88
(0.78 to 0.99)*

Negative LR (95% ClI) 1.08
(1.00 to 1.16)t

Hot flushes to distinguish
perimenopausal women from
premenopausal women
Sensitivity, % (95% CI) 49
(46 to 51)t

Specificity, % (95% CI) 88
(85to 91)t

Positive LR (95% CI) 4.05
(3.19 to 5.15)*

Negative LR (95% CI) 0.58
(0.55 to 0.62)!

Night sweats to distinguish

Comments
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Participants

Tests

Methods

Outcomes and results Comments
perimenopausal women from
premenopausal women
Sensitivity, % (95% CI) 50
(48 to 53)t

Specificity, % (95% CI) 74
(70 to 78)t

Positive LR (95% CI) 1.96
(1.67 to 2.28)t

Negative LR (95% Cl) 0.67
(0.62 to 0.72)t

Palpitations to distinguish
perimenopausal women from
premenopausal women
Sensitivity, % (95% CI) 33
(31 to 36)t

Specificity, % (95% CI) 75
(71 to 79)t

Positive LR (95% CI) 1.35
(1.14 to 1.59)t

Negative LR (95% CI) 0.88
(0.83 t0 0.94)t

Hot flushes to distinguish
perimenopausal women from
all other women

Sensitivity, % (95% CI) 49
(46 to 51)*

Specificity, % (95% Cl) 58
(55 to 60)*

Positive LR (95% CI) 1.15
(1.05 to 1.25)t

Negative LR (95% CI) 0.89
(0.83 to 0.96)*

Night sweats to distinguish
perimenopausal women from
all other women

Sensitivity, % (95% CI) 50
(48 to 53)t

Specificity, % (95% Cl) 56
(53 to 59)t

Positive LR (95% CI) 1.16
(1.06 to 1.26)*

Negative LR (95% ClI) 0.88
(0.82 to 0.95)*

Palpitations to distinguish
perimenopausal women from
all other women
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Full citation
Stellato,R.,
Crawford,S.L.,
McKinlay,S.M.,
Long-cope,C., Can
follicle-stimulating
hormone be used to
define menopausal
status?, Endocrine
Practice, 4, 137-141,
1998

Ref Id

289730

Country/ies where
the study was
carried out

Study type
Case-series

Aim of the study

To assess the ability
of FSH levels to
distinguish between
premenopausal,
perimenopausal and
postmenopausal
women. Longitudinal
study following
premenopausal and
perimenopausal
women over the
course of 6 years.
Study dates

1986 to 1987.

Participants

Sample size
N = 345 after exclusions

n = 99 premenopausal

n = 179 perimenopausal

n = 67 postmenopausal

Characteristics

Mean age = 52 years.

Inclusion Criteria

Living within one hour's drive of Boston.

Intact uterus with at least one ovary.

No more than 11 consecutive months of
amenorrhoea at baseline.

50 - 60 years old.

Exclusion Criteria

Baseline menopausal status could not be
determined.

Blood samples collected more than one month
after the interview at which menopausal status
was assessed.

Estrogen users.

Tests

Tests

Serum FSH was measured at
baseline.

Definitions used
Premenopausal: recent
bleeding (0 to 3 months before
the baseline interview) and no
report of cycle irregularity.
Perimenopausal: less than 3
months of amenorrhoea but
increasing irregularity, or 3 - 11
months amenorrhoea.
Postmenopausal: 12 or more
months of amenorrhoea.

Methods

Methods

Data from the
baseline interview
was used to assess
the ability of serum
FSH levels to
diagnose the
perimenopause and
menopause.

Outcomes and results
Sensitivity, % (95% CI) 34
(31 to 36)t

Specificity, % (95% CI) 67
(65 to 70)t

Positive LR (95% CI) 1.04
(0.93to 1.16)t

Negative LR (95% Cl) 0.98
(0.93 to 1.04)t

LR = likelihood ratio

L Calculated by the NCC
WCH technical team from
data reported in the article
Results

Serum FSH cut-point = 38
IU/L to distinguish
postmenopausal from
perimenopausal women
Sensitivity, % (95% CI) 63
(50 to 74)t

Specificity, % (95% Cl) 64
(57 to 71)t

Positive LR (95% CI) 1.75
(1.34 to 2.30)2

Negative LR (95% Cl) 0.58
(0.42 to 0.81)2

Serum FSH cut-point = 24
IU/L to distinguish
perimenopausal from
premenopausal women
Sensitivity, % (95% CI) 65
(57 to 72)t

Specificity, % (95% CI) 69
(59 to 78)t

Positive LR (95% CI) 2.07
(1.52 to 2.82)2

Negative LR (95% CI) 0.51
(0.41 to 0.65)2

LR = likelihood ratio

1 Point estimate reported in
the article. 95% CI calculated
by the NCC WCH technical
team.

2 Calculated by the NCC
W(CH technical team from

Comments

Study quality -
QUADAS 2 checklist
Patient selection

Was a consecutive or
random sample of
patients enrolled?
Yes

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
the review question?
LOW CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Unclear, but level of
FSH is unlikely to be
subject to bias as
objectively recorded
as absolute value.

So|qe] 90uapIng

asnedousa|y



6G
Yl[eaH S,usip(iyD PuUe S,uswo/\ 10} 81]udD) DUITRIOYE||0D [eUOEN

Bibliographic

details Participants
Source of funding

The National

Institute of Aging of

the NIH.

Tests

Methods

Outcomes and results
data reported in the article.

Comments

If a threshold was
used, was it pre-
specified? No -
thresholds were
determined as part of
the study.

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW
CONCERN
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Full citation
Chompootweep,S.,
Tankeyoon,M.,
Yamarat,K.,
Poomsuwan,P.,
Dusitsin,N., The
menopausal age
and climacteric
complaints in Thai
women in Bangkok,
Maturitas, 17, 63-71,
1993

Ref Id

226320
Country/ies where
the study was
carried out
Thailand

Study type
Case-series

Participants

Sample size

N = 2354

n = 735 premenopausal

n = 292 perimenopausal

n = 1327 postmenopausal
Characteristics

Mean age (SD) = 51.4 (4.7) years
12.4% smokers

Inclusion Criteria

Women aged 45 to 59 years who live in Bangkok.

Exclusion Criteria
Not reported.

Tests

Tests

Prevalence of menopausal
symptoms (hot flushes, night
sweats and palpitations).
Definitions used
Premenopausal: regular
menstruation
Perimenopausal: irregular
menstruation
Postmenopausal: 2 12 months
amenorrhoea

Methods

Methods

A standardised
questionnaire was
administered through
interview with a
trained nurse, either
at a health centre or
on a home visit to
enquire about
climacteric
symptoms.

The timing of the
symptoms was not
described (i.e.
whether the symptom
had to have occurred
within a specific time
period, or at any
point).

Outcomes and results

Results

Hot flushes to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% CI) 6 (5
to 7)t

Specificity, % (95% CI) 78
(73 to 82)t

Positive LR (95% CI) 0.26
(0.19 to 0.35)t

Negative LR (95% Cl) 1.21
(1.14 to 1.29)t

Night sweats to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% CI) 5 (4
to 7)t

Specificity, % (95% CI) 83
(78 to 87)t

Positive LR (95% CI) 0.30

Comments

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK

Limitations

Other information
Women with surgical
menopause or HRT
use were excluded
from the study.

Study quality -
QUADAS 2 checklist
Patient selection

Was a consecutive or
random sample of
patients enrolled?
Yes

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
the review question?
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Aim of the study
To determine the
prevalence of
climacteric
symptoms of Thai
women in Bangkok.
Study dates
October 1987 -
January 1988
Source of funding
The Institute of
Health Research,
Chulalongkorn
University.

Tests

Methods

Outcomes and results
(0.21 to 0.42)1

Negative LR (95% CI) 1.15
(1.09 to 1.21)*

Palpitations to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% CI) 15
(13 to 17)t

Specificity, % (95% Cl) 66
(60 to 71)t

Positive LR (95% CI) 0.44
(0.36 to 0.54)t

Negative LR (95% CI) 1.29
(1.19 to 1.41)*

Hot flushes to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% Cl) 6 (5
to 7)t

Specificity, % (95% CI) 90
(87 to 92)t

Positive LR (95% CI) 0.55
(0.41 to 0.75)t

Negative LR (95% Cl) 1.05
(1.02 to 1.08)*

Night sweats to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% CI) 5 (4
to 7)t

Specificity, % (95% CI) 93
(91 to 95)*

Positive LR (95% CI) 0.80
(0.56 to 1.14)t

Negative LR (95% CI) 1.01
(0.99 to 1.04)t

Palpitations to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% CI) 15
(13to 17)t

Specificity, % (95% ClI) 77
(74 to 80)*

Positive LR (95% CI) 0.65
(0.54 to 0.78)1

Negative LR (95% CI) 1.11

Comments
LOW CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Yes

If a threshold was
used, was it pre-
specified? N/A

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition?
Unclear -
perimenopause
defined only as
irregular
menstruation.
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
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Participants

Tests

Methods

Outcomes and results
(1.06 to 1.16)t

Hot flushes to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% Cl) 6 (4
to 7)t

Specificity, % (95% CI) 86
(84 to 88)t

Positive LR (95% CI) 0.42
(0.32 to 0.54)*

Negative LR (95% Cl) 1.09
(1.06 to 1.12)t

Night sweats to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% CI) 5 (4
to 7)t

Specificity, % (95% CI) 90
(88 to 92)*

Positive LR (95% CI) 0.54
(0.40 to 0.73)t

Negative LR (95% CI) 1.05
(1.02 to 1.07)*

Palpitations to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% CI) 15
(13to 17)t

Specificity, % (95% ClI) 74
(71 to 76)t

Positive LR (95% CI) 0.57
(0.48 to 0.67)*

Negative LR (95% ClI) 1.15
(1.10 to 1.20)t

Hot flushes to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% CI) 22
(18 to 27)t

Specificity, % (95% Cl) 94
(93 to 95)t

Positive LR (95% Cl) 3.89
(2.86 to 5.28)*

Negative LR (95% CI) 0.82
(0.77 to 0.88)1

Night sweats to distinguish

Comments
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
maitch the review
guestion? UNCLEAR

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK

Limitations
Definition of
perimenopause
includes all women
with irregular cycles,
which may include
some women with
long standing cycle
irregularity (not
necessarily due to
perimenopause).
Other information
Unclear whether
women with surgical
menopause or users
of HRT were
included.
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Participants

Tests

Methods

Outcomes and results Comments
perimenopausal women from
postmenopausal women
Sensitivity, % (95% CI) 17
(13 to 22)t

Specificity, % (95% CI) 95
(93 to 96)t

Positive LR (95% ClI) 3.36
(2.39to0 4.71)t

Negative LR (95% Cl) 0.87
(0.82 to 0.92)*

Palpitations to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% CI) 34
(29 to 40)t

Specificity, % (95% CI) 85
(83 to 87)t

Positive LR (95% Cl) 2.28
(1.86 to 2.80)*

Negative LR (95% CI) 0.77
(0.71 to 0.84)t

Hot flushes to distinguish
perimenopausal women from
premenopausal women
Sensitivity, % (95% CI) 22
(18 to 27)t

Specificity, % (95% CI) 90
(87 to 92)*

Positive LR (95% CI) 2.15
(1.59 to 3.87)t

Negative LR (95% CI) 0.87
(0.81 to 0.93)*

Night sweats to distinguish
perimenopausal women from
premenopausal women
Sensitivity, % (95% CI) 17
(13 to 22)t

Specificity, % (95% CI) 93
(91 to 95)t

Positive LR (95% ClI) 2.67
(1.85to 3.87)*

Negative LR (95% ClI) 0.88
(0.83 t0 0.93)*

Palpitations to distinguish
perimenopausal women from
premenopausal women
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Participants

Tests

Methods

Outcomes and results Comments
Sensitivity, % (95% CI) 34
(29 to 40)t

Specificity, % (95% CI) 77
(74 to 80)t

Positive LR (95% CI) 1.48
(1.20 to 1.82)t

Negative LR (95% CI) 0.86
(0.78 to 0.94)t

Hot flushes to distinguish
perimenopausal women
from all other women
Sensitivity, % (95% CI) 22
(18 to 27)t

Specificity, % (95% CI) 93
(91 to 94)t

Positive LR (95% CI) 3.04
(2.34 to 3.96)*

Negative LR (95% Cl) 0.84
(0.79 to 0.89)*

Night sweats to distinguish
perimenopausal women
from all other women
Sensitivity, % (95% CI) 17
(13 to 22)t

Specificity, % (95% Cl) 94
(93 to 95)*

Positive LR (95% CI) 3.08
(2.27 to 4.18)*

Negative LR (95% CI) 0.88
(0.83 t0 0.92)t

Palpitations to distinguish
perimenopausal women from
all other women
Sensitivity, % (95% Cl) 34
(29 to 40)t

Specificity, % (95% CI) 82
(80 to 84)t

Positive LR (95% CI) 1.91
(1.59 to 2.30)t

Negative LR (95% CI) 0.80
(0.74 t0 0.87)*

LR = likelihood ratio

1 Calculated by the NCC
WCH technical team from
data reported in the article.
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Full citation
Punyahotra,S.,
Dennerstein,L.,
Lehert,P.,
Menopausal
experiences of Thai
women. Part 1:
Symptoms and their
correlates,
Maturitas, 26, 1-7,
1997

Ref Id

289733

Country/ies where
the study was
carried out
Thailand

Study type
Case-series

Aim of the study

To examine the
relationship between
menopausal
symptoms and
menopausal status
Study dates
January to February
1994

Source of funding
Not reported.

Participants

Sample size

N =268

N = 248 after exclusions (see below)
n = 127 premenopausal

n = 22 perimenopausal

n = 99 postmenopausal

Characteristics

Mean age (SD) = 49.35 (6.11) years

Inclusion Criteria

Women who accompanied patients to the Royal
Irrigation Hospital.

Exclusion Criteria

Previous hysterectomy and/or bilateral
oophorectomy.

Current users of HRT or OCP.

Tests

Tests

Prevalence of specific
symptoms at different stages of
the menopause.

Definitions used
Premenopausal: menses
occurred with usual regularity
during the year preceding the
survey.

Perimenopausal: menstrual
cycles have changed in
frequency during the previous
year.

Postmenopausal: no menses in
the previous 12 months.

Methods

Methods

A semi-structured
questionnaire was
conducted by
interview with a Thai
gynaecologist.
Participants were
asked whether they
suffered from a
variety of symptoms
during the previous 2
weeks.

Outcomes and results

Results

Hot flushes to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% CI) 33
(24to 44 1

Specificity, % (95% CI) 45
(24 to 68)t

Positive LR (95% CI) 0.61
(0.38 to 0.98)t

Negative LR (95% Cl) 1.47
(0.91 to 2.37)t

Night sweats to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% CI) 32
(23 to 42)t

Specificity, % (95% CI) 73
(50 to 89)t

Positive LR (95% CI) 1.19
(0.57 to 2.48)t

Negative LR (95% Cl) 0.93
(0.70 to 1.24)t

Rapid heart beat to
distinguish postmenopausal
women from perimenopausal
women

Sensitivity, % (95% CI) 41
(32to 52)t

Specificity, % (95% CI) 64
(41 to 83)t

Positive LR (95% CI) 1.14
(0.62 to 2.08)*

Negative LR (95% ClI) 0.92
(0.64 to 1.23)t

Hot flushes to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% CI) 33
(24 to 44

Specificity, % (95% CI) 83
(75 to 89)*

Positive LR (95% CI) 1.92
(1.20 to 3.08)t

Negative LR (95% CI) 0.81

Comments

Study quality -
QUADAS 2 checklist
Patient selection
Was a consecutive or
random sample of
patients enrolled? No
- a "convenience
sample” of patients
were enrolled.

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
HIGH RISK

1. B Is there concern
that the included
patients do not match
the review question?
LOW CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Yes

If a threshold was
used, was it pre-
specified? N/A

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
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Participants

Tests

Methods

Outcomes and results
(0.69 to 0.95)t

Night sweats to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% CI) 32
(23 to 42)t

Specificity, % (95% CI) 83
(75 to 89)t

Positive LR (95% CI) 1.87
(1.16 to 3.00)*

Negative LR (95% Cl) 0.82
(0.70 to 0.96)*

Rapid heart beat to
distinguish postmenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 41
(32to 52)t

Specificity, % (95% CI) 74
(65 to 81)*

Positive LR (95% CI) 1.59
(1.09 to 2.32)t

Negative LR (95% Cl) 0.79
(0.65 to 0.96)t

Hot flushes to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% CI) 33
(24 to 44)

Specificity, % (95% ClI) 77
(70 to 84)*

Positive LR (95% CI) 1.46
(0.97 to 2.19)t

Negative LR (95% CI) 0.86
(0.73 to 1.02)t

Night sweats to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% ClI) 32
(23 to 42)t

Specificity, % (95% CI) 81
(74 to 87)t

Positive LR (95% Cl) 1.72
(1.11 to 2.67)*

Negative LR (95% ClI) 0.83
(0.71 t0 0.97)*

Comments
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW
CONCERN

Flow and timing
Was there an
appropriate interval
between index test
and reesference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
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Participants

Tests

Methods

Outcomes and results
Rapid heart beat to
distinguish postmenopausal
women from all other women
Sensitivity, % (95% ClI) 41
(32 to 52)t

Specificity, % (95% CI) 72
(65 to 79)*

Positive LR (95% CI) 1.51
(1.06 to 2.14)t

Negative LR (95% ClI) 0.81
(0.67 to 0.98)t

Hot flushes to distinguish
perimenopausal women
from postmenopausal
women

Sensitivity, % (95% CI) 55
(32to 76)t

Specificity, % (95% CI) 67
(56 to 76)*

Positive LR (95% CI) 1.64
(1.02 to 2.62)t

Negative LR (95% CI) 0.68
(0.42 to 1.10)*

Night sweats to distinguish
perimenopausal women
from postmenopausal
women

Sensitivity, % (95% CI) 27
(11 to 50)*

Specificity, % (95% CI) 68
(58 to 77)t

Positive LR (95% CI) 0.84
(0.40to 1.77)t

Negative LR (95% CI) 1.07
(0.80 to 1.44)t

Rapid heart beat to
distinguish perimenopausal
women

from postmenopausal
women

Sensitivity, % (95% CI) 36
(17 to 59)*

Specificity, % (95% CI) 59
(48 to 68)*

Positive LR (95% CI) 0.88
(0.48 to 1.60)*

Comments
bias? LOW RISK

Limitations
Non-random
recruitment of
participants through
convenience
sampling approach
may introduce bias.
Other information
Women with surgical
menopause or HRT
use were excluded.
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Participants

Tests

Methods

Outcomes and results Comments
Negative LR (95% ClI) 1.09
(0.76 to 1.55)t

Hot flushes to distinguish
perimenopausal women
from premenopausal women
Sensitivity, % (95% CI) 55
(32 to 76)t

Specificity, % (95% CI) 83
(75 to 89)t

Positive LR (95% CI) 3.15
(1.84 to 5.39)t

Negative LR (95% Cl) 0.55
(0.35t0 0.87)*

Night sweats to distinguish
perimenopausal women
from premenopausal women
Sensitivity, % (95% CI) 27
(11 to 50)*

Specificity, % (95% CI) 83
(75 to 89)t

Positive LR (95% CI) 1.57
(0.72 to 3.44)

Negative LR (95% CI) 0.88
(0.67 to 1.15)1

Rapid heart beat to
distinguish perimenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 36
(17 to 59)t

Specificity, % (95% ClI) 74
(65 to 81)t

Positive LR (95% CI) 1.40
(0.75 to 2.62)t

Negative LR (95% CI) 0.86
(0.62 to 1.20)t

Hot flushes to distinguish
perimenopausal women
from all other women
Sensitivity, % (95% CI) 55
(32 to 76)*

Specificity, % (95% CI) 76
(70 to 82)t

Positive LR (95% ClI) 2.28
(1.46 to 3.57)1

Negative LR (95% CI) 0.60
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Full citation
Ho,S.C., Chan,S.G.,
Yip,Y.B., Cheng,A.,
Yi,Q., Chan,C.,
Menopausal
symptoms and
symptom clustering
in Chinese women,
Maturitas, 33, 219-
227, 1999

Ref Id

289734
Country/ies where
the study was
carried out

Hong Kong

Study type
Case-series

Participants

Sample size

N = 2125

N = 1900 after exclusions (see below)

n = 1258 premenopausal

n = 92 perimenopausal

n = 540 postmenopausal

Characteristics

Mean age (SD) premenopausal women 47.27
(3.22) years

Mean age (SD) perimenopausal women 49.26
(6.02) years

Mean age (SD) postmenopausal women 51 59
(5.30) years

Inclusion Criteria

Age 44 to 55 years.

Hong Kong Chinese residents.

Exclusion Criteria

Women who had stopped menstruating as a result

Tests

Tests

Prevalence of a variety of
symptoms during different
stages of the menopause
transition.

Definitions used
Premenopausal: still having
menses (regular or irregular).
Perimenopausal: cessation of
menstrual periods for at least
three months within the
previous 12 months, but not due
to hysterectomy, oophorectomy
or pregnancy.

Postmenopausal: cessation of
menstruation for at least 12
months.

Methods

Methods

A standardised
questionnaire was
conducted over the
telephone, to enquire
about specific
symptoms.
Presence of
symptoms was
recorded as "yes" or
"no" to experience of
the symptom during
the past two weeks.

Outcomes and results
(0.38 to 0.95)1

Night sweats to distinguish
perimenopausal women from
all other women

Sensitivity, % (95% CI) 27
(11 to 50)*

Specificity, % (95% CI) 77
(70 to 82)t

Positive LR (95% CI) 1.16
(0.57 to 2.39)t

Negative LR (95% Cl) 0.95
(0.73 to 1.24)t

Rapid heart beat to
distinguish perimenopausal
women from all other women
Sensitivity, % (95% Cl) 36
(17 to 59)t

Specificity, % (95% CI) 67
(61 to 73)t

Positive LR (95% CI) 1.11
(0.62 to 1.99)t

Negative LR (95% CI) 0.95
(0.68 to 1.31)t

LR = likelihood ratio
1Calculated by the NCC
W(CH technical team from
data reported in the article.
Results

Hot flushes to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% ClI) 12 (9
to 15)t

Specificity, % (95% CI) 78
(68 to 86)!

Positive LR (95% CI) 0.54
(0.34 to 0.84)t

Negative LR (95% ClI) 1.13
(1.01 to 1.26)*

Cold sweats to distinguish
postmenopausal women
from perimenopausal women
Sensitivity, % (95% CI) 6 (4
to 8)t

Specificity, % (95% Cl) 96

Comments

Study quality -
QUADAS 2 checkilist
Patient selection

Was a consecutive or
random sample of
patients enrolled?
Yes

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
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Aim of the study
To report the
prevalence of
symptoms in Hong
Kong Chinese
perimenopausal
women, and to
clarify whether
symptom groups are
associated with
menopausal status.
Study dates

1996

Source of funding
Health Services
Research
Committee.

Participants

of hysterectomy or radio/chemotherapy.
Menstrual status could not be determined due to
missing data.

Tests

Methods

Outcomes and results

(89 to 99)t

Positive LR (95% CI) 1.36
(0.49 to 3.76)*

Negative LR (95% CI) 0.98
(0.94 to 1.03)t

Rapid heart beat to
distinguish postmenopausal
women from perimenopausal
women

Sensitivity, % (95% CI) 12 (9
to 15)1

Specificity, % (95% CI) 84
(75 to 91)*

Positive LR (95% CI) 0.73
(0.43 to 1.22)t

Negative LR (95% CI) 1.05
(0.96 to 1.16)t

Hot flushes to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% CI) 12 (9
to 15)!

Specificity, % (95% CI) 91
(90 to 93)t

Positive LR (95% CI) 1.33
(1.00 to 1.79)t

Negative LR (95% Cl) 0.97
(0.93 to 1.00)*

Cold sweats to distinguish
postmenopausal women
from premenopausal women
Sensitivity, % (95% Cl) 6 (4
to 8)t

Specificity, % (95% CI) 96
(94 to 97)t

Positive LR (95% CI) 1.33
(0.87 to 2.03)*

Negative LR (95% CI) 0.98
(0.96 to 1.01)t

Rapid heart beat to
distinguish postmenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 12 (9
to 15)1

Specificity, % (95% CI) 86

Comments

patients do not match
the review question?
LOW CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Yes

If a threshold was
used, was it pre-
specified? N/A

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition?
Unclear -
premenopausal
women included
those with irregular
menstruation, who
may be
perimenopausal by
other definitions.
Were the reference
standard results
interpreted without
knowledge of the
results of the index
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Participants

Tests

Methods

Outcomes and results

(84 to 88)*

Positive LR (95% CI) 0.84
(0.64 to 1.10)*

Negative LR (95% CI) 1.03
(0.99 to 1.07)t

Hot flushes to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% CI) 12 (9
to 15)t

Specificity, % (95% CI) 90
(89 to 92)t

Positive LR (95% CI) 1.21
(0.91to 1.61)*

Negative LR (95% Cl) 0.98
(0.94 to 1.01)*

Cold sweats to distinguish
postmenopausal women
from all other women
Sensitivity, % (95% Cl) 6 (4
to 8)t

Specificity, % (95% CI) 96
(94 to 97)*

Positive LR (95% CI) 1.33
(0.88 to 2.02)*

Negative LR (95% CI) 0.98
(0.96 to 1.01)t

Rapid heart beat to
distinguish postmenopausal
women from all other women
Sensitivity, % (95% CI) 12 (9
to 15)t

Specificity, % (95% CI) 86
(84 to 88)*

Positive LR (95% CI) 0.83
(0.64 to 1.09)*

Negative LR (95% Cl) 1.03
(0.99 to 1.07)*

Hot flushes to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% ClI) 22
(14 to 32)*

Specificity, % (95% CI) 88
(85 to 91)*

Positive LR (95% CI) 1.86

Comments

test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
question? UNCLEAR

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes

Were all patients
included in the
analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK

Limitations
Premenopausal
women included
those with regular
and irregular
menstruation, whilst
perimenopausal
women were those
with at least 3 months
amenorrhoea.
Therefore there may
be overclassification
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Participants

Tests

Methods

Outcomes and results
(1.19 to 2.93)t

Negative LR (95% CI) 0.89
(0.79 to 0.99)*

Cold sweats to distinguish
perimenopausal women from
postmenopausal women
Sensitivity, % (95% CI) 4 (1
to 11)t

Specificity, % (95% Cl) 94
(92 to 96)*

Positive LR (95% CI) 0.73
(0.27 to 1.03)t

Negative LR (95% CI) 1.02
(0.97 to 1.07)t

Rapid heart beat to
distinguish perimenopausal
women from
postmenopausal women
Sensitivity, % (95% CI) 16 (9
to 25)t

Specificity, % (95% CI) 88
(85 to 91)*

Positive LR (95% CI) 1.38
(0.82 to 2.31)t

Negative LR (95% CI) 0.95
(0.86 to 1.04)t

Hot flushes to distinguish
perimenopausal women from
premenopausal women
Sensitivity, % (95% ClI) 22
(14 to 32)t

Specificity, % (95% CI) 91
(90 to 93)t

Positive LR (95% CI) 2.49
(1.62 to 3.81)t

Negative LR (95% ClI) 0.86
(0.77 to 0.96)*

Cold sweats to distinguish
perimenopausal women from
premenopausal women
Sensitivity, % (95% CI) 4 (1
to 11)t

Specificity, % (95% CI) 96
(94 to 97)*

Positive LR (95% CI) 0.98
(0.36 to 2.63)*

Comments

of some
perimenopausal
women as
premenopausal.
Other information
Women with
hysterectomy were
excluded. It is unclear
whether users of HRT
were included in this
study.
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Participants

Tests

Methods

Outcomes and results Comments
Negative LR (95% CI) 1.00
(0.96 to 1.05)*

Rapid heart beat to
distinguish perimenopausal
women from premenopausal
women

Sensitivity, % (95% CI) 16 (9
to 25)t

Specificity, % (95% Cl) 86
(84 to 88)*

Positive LR (95% CI) 1.16
(0.72 to 1.88)t

Negative LR (95% CI) 0.97
(0.89 to 1.07)t

Hot flushes to distinguish
perimenopausal women from
all other women

Sensitivity, % (95% CI) 22
(14 to 32)t

Specificity, % (95% CI) 90
(89 to 92)t

Positive LR (95% CI) 2.26
(1.50 to 3.41)t

Negative LR (95% Cl) 0.87
(0.78 to 0.97)*

Cold sweats to distinguish
perimenopausal women from
all other women

Sensitivity, % (95% ClI) 4 (1
to 11)1

Specificity, % (95% CI) 95
(94 to 98)t

Positive LR (95% CI) 0.89
(0.33t0 2.37)t

Negative LR (95% CI) 1.01
(0.96 to 1.05)t

Rapid heart beat to
distinguish perimenopausal
women from all other women
Sensitivity, % (95% CI) 16 (9
to 25)t

Specificity, % (95% CI) 87
(85 to 88)t

Positive LR (95% ClI) 1.22
(0.75 to 1.96)t

Negative LR (95% CI) 0.97
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Full citation
Dennerstein,L.,
Smith,A.M.,
Morse,C., Burger,H.,
Green,A., Hopper,J.,
Ryan,M.,
Menopausal
symptoms in
Australian women,
Medical Journal of
Australia, 159, 232-
236, 1993

Ref Id

255899

Country/ies where
the study was
carried out
Australia

Study type
Case-series

Aim of the study
To describe
Australian-born
women's experience
of symptoms during
the natural
menopause
transition.

Study dates

Not reported
Source of funding
Victorian Health
Promotion
Foundation.

Participants

Sample size
N = 1220

n = 316 premenopausal

n = 549 perimenopausal

n = 355 postmenopausal

Characteristics

Inclusion Criteria

Age 45 to 55 years.

Australian born women from the Melbourne
metropolitan region.

Exclusion Criteria

Use of oral contraceptive pill.

Using hormone replacement therapy.
Surgical menopause (hysterectomy and/or
bilateral oophorectomy).

Tests

Tests

Each subject was asked
whether she had been bothered
in the previous 2 weeks with a
variety of symptoms.
Definitions used
Premenopausal: no changes in
menstrual frequency of flow in
the prior 12 months.
Perimenopausal: changes in
menstrual frequency or flow in
the prior 12 months.
Menopausal: no menses in the
prior 12 months.

Methods

Methods

A 20 - 25 minute
telephone interview
was conducted by
trained interviewers
to enquire about
symptoms.

Outcomes and results
(0.88 to 1.06)!

LR = likelihood ratio
1Calculated by the NCC
WCH technical team from
data reported in the article
Results

Hot flushes to distinguish
between postmenopausal
and perimenopausal women
Sensitivity , % (95% CI) 39
(34 to 45)t

Specificity, % (95% CI) 68
(64 to 72)t

Positive LR (95% CI) 1.25
(1.05 to 1.50)*

Negative LR (95 % CI) 0.88
(0.80 to 0.98)t

Cold sweats to distinguish
between postmenopausal
and perimenopausal women
Sensitivity , % (95% CI) 1 (0
to 3)!

Specificity, % (95% CI) 90
(88 to 93)*

Positive LR (95% CI) 0.15
(0.06 to 0.36)t

Negative LR (95 % CI) 1.09
(1.06 to 1.12)t

Rapid heart beat to
distinguish between
postmenopausal and
perimenopausal women
Sensitivity , % (95% CI) 10
(7 to 13)1

Specificity, % (95% CI) 88
(85 to 90)*

Positive LR (95% CI) 0.80
(0.54 t0 1.17)t

Negative LR (95 % CI) 1.03
(0.98 to 1.08)t

Hot flushes to distinguish
between postmenopausal
and premenopausal women
Sensitivity , % (95% CI) 39
(34 to 45)t

Comments

Study quality -
QUADAS 2 checklist
Patient selection
Was a consecutive or
random sample of
patients enrolled?
Yes

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes

1. A Could the
selection of patients
have introduced bias?
LOW RISK

1. B Is there concern
that the included
patients do not match
the review question?
LOW CONCERN

Index test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
Yes

If a threshold was
used, was it pre-
specified? N/A

2. A Could the
conduct or
interpretation of the
index test have
introduced bias?
LOW RISK

2. B Is there concern
that the index test, its
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Participants

Tests

Methods

Outcomes and results
Specificity, % (95% CI) 90
(86 to 93)t

Positive LR (95% ClI) 4.02
(2.81 to 5.75)t

Negative LR (95 % CI) 0.67
(0.61 to 0.74)t

Cold sweats to distinguish
between postmenopausal
and premenopausal women
Sensitivity , % (95% CI) 1 (0
to 3)!

Specificity, % (95% Cl) 98
(95 to 99)*

Positive LR (95% CI) 0.64
(0.20 to 1.98)t

Negative LR (95 % CI) 1.01
(0.99 to 1.03)*

Rapid heart beat to
distinguish between
postmenopausal and
premenopausal women
Sensitivity , % (95% CI) 10
(7 to 13)1

Specificity, % (95% Cl) 93
(89 to 95)t

Positive LR (95% CI) 1.35
(0.82 to 2.24)t

Negative LR (95 % CI) 0.97
(0.93 to 1.02)t

Hot flushes to distinguish
between postmenopausal
and all other women
Sensitivity , % (95% CI) 39
(34 to 45)t

Specificity, % (95% CI) 76
(73 to 79)t

Positive LR (95% CI) 1.67
(1.40 to 1.99)t

Negative LR (95 % CI) 0.79
(0.72 t0 0.87)t

Cold sweats to distinguish
between postmenopausal
and all other women

Sensitivity , % (95% CI) 1 (0.

to 3)t
Specificity, % (95% CI) 93

Comments
conduct or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference standard
Is the reference
standard likely to
correctly classify the
target condition? Yes
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? Yes

3. A Could the
reference standard,
its conduct, or its
interpretation have
introduced bias?
LOW RISK

3. B Is there concern
that the target
condition as defined
by the reference
standard does not
maitch the review
guestion? LOW
CONCERN

Flow and timing
Was there an
appropriate interval
between index test
and reference
standard? Yes

Did all patients
receive a reference
standard? Yes

Did patients receive
the same reference
standard? Yes
Were all patients
included in the
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Participants

Tests

Methods

Outcomes and results
(91 to 95)t

Positive LR (95% CI) 0.20
(0.08 to 0.50)*

Negative LR (95 % CI) 1.06
(1.04 to 1.08)t

Rapid heart beat to
distinguish between
postmenopausal and all
other women

Sensitivity , % (95% CI) 10
(7 to 13)*

Specificity, % (95% CI) 89
(87 to 91)t

Positive LR (95% CI) 0.94
(0.65 to 1.36)t

Negative LR (95 % CI) 1.01
(0.97 to 1.05)t

Hot flushes to distinguish
between perimenopausal

and postmenopausal women

Sensitivity , % (95% CI) 32
(28 to 36)*

Specificity, % (95% CI) 61
(55 to 66)!

Positive LR (95% CI) 0.80
(0.67 to 0.96)*

Negative LR (95 % CI) 1.13
(1.02 to 1.25)*

Cold sweats to distinguish
between perimenopausal

and postmenopausal women

Sensitivity , % (95% CI) 10
(7 to 12)1

Specificity, % (95% CI) 99
(97 to 100)*

Positive LR (95% CIl) 6.85
(2.77 to 16.98)*

Negative LR (95 % CI) 0.93
(0.89 to 0.94)t

Rapid heart beat to
distinguish between
perimenopausal and
postmenopausal women
Sensitivity , % (95% CI) 12
(10 to 15)t

Specificity, % (95% CI) 90

Comments

analysis? Yes

4. A Could the patient
flow have introduced
bias? LOW RISK

Limitations

Other information
Women with surgical
menopause or using
HRT were excluded
from this study.
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Participants

Tests

Methods

Outcomes and results Comments
(87 to 93)t

Positive LR (95% CI) 1.26
(0.85to 1.85)*

Negative LR (95 % CI) 0.97
(0.93 to 1.02)t

Hot flushes to distinguish
between perimenopausal
and premenopausal women
Sensitivity , % (95% CI) 32
(28 to 36)*

Specificity, % (95% CI) 90
(86 to 93)t

Positive LR (95% CI) 3.21
(2.25 to 4.59)t

Negative LR (95 % CI) 0.76
(0.71 to 0.81)t

Cold sweats to distinguish
between perimenopausal
and premenopausal women
Sensitivity , % (95% CI) 10
(7 to 12)*

Specificity, % (95% CI) 98
(95 to 99)*

Positive LR (95% CI) 4.36
(2.01 to 9.47)t

Negative LR (95 % CI) 0.92
(0.89 to 0.95)t

Rapid heart beat to
distinguish between
perimenopausal and
premenopausal women
Sensitivity , % (95% CI) 12
(10 to 15)t

Specificity, % (95% CI) 93
(89 to 95)t

Positive LR (95% CI) 1.70
(1.08 to 2.67)t

Negative LR (95 % CI) 0.95
(0.90 to 0.99)t

Hot flushes to distinguish
between perimenopausal
and all other women
Sensitivity , % (95% CI) 32
(28 to 36)*

Specificity, % (95% CI) 75
(71 to 78)*
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Full citation

Bener, A., Falah, A.,
A measurement-
specific quality-of-life
satisfaction during
premenopause,
perimenopause and
postmenopause in
Arabian Qatari
women, Journal of
Mid-life Health, 5,
126-34, 2014

Ref Id

337335

Participants

Sample size

N=1158

n=334 perimenopausal
n=629 menopausal

n=195 postmenopausal
Characteristics

Age (years, mean, SD):
Perimenopausal: 50.6 (6.1)
Menopausal: 42.5 (1.9)
Postmenopausal: 51.9 (2.5)
Level of education (n)

(perimenopausal/menopausal/postmenopausal):

Elementary:66/120/44
Secondary:77/165/46

Tests

Tests

-Menopause-specific quality of

life questionnaire (MENQOL)
-Symptoms or problems

experienced were recorded on

the Likert scale (physical,

emotional (vasomotor), psycho-

social and sexual areas, and
additional socio-demographic
sections)

Definitions used
Peri-menopause: around the

Methods

Methods
-Cross-sectional
primary health care
centre based study
-MENQOL
questionnaire: the
data was collected
through the validated
questionnaire by
qualified nurses
between July 2012
and November 2013.
-Sample size of 1500
participants was

Outcomes and results
Positive LR (95% Cl) 1.24
(1.03 to 1.48)*

Negative LR (95 % CI) 0.92
(0.86 to 0.99)

Cold sweats to distinguish
between perimenopausal
and all other women
Sensitivity , % (95% CI) 10
(7 to 12)1

Specificity, % (95% CI) 98
(97 to 99)*

Positive LR (95% CI) 5.40
(2.91 to 10.00)*

Negative LR (95 % CI) 0.92
(0.89 to 0.95)1

Rapid heart beat to
distinguish between

perimenopausal and all other

women

Sensitivity , % (95% CI) 12
(10 to 15)t

Specificity, % (95% CI) 91
(89 to 93)t

Positive LR (95% CI) 1.43
(1.03 to 2.00)t

Negative LR (95 % CI) 0.96
(0.92 to 1.00)*

LR = likelihood ratio

1 Calculated by the NCC
WCH technical team from
data reported in the article.
Results

Symptoms of hot flushes to
distinguish post menopause
from all hot flushes
Sensitivity (%): 43 (36-50)
Specificity (%): 68 (65-71)
LR+: 1.39 (1.15-1.67)
LR-:0.82 (0.72-0.93)
Symptoms of hot flushes to
distinguish post menopause
from peri menopause
Sensitivity (%): 43 (36-50)
Specificity (%): 68 (64-72)
LR+: 1.38 (1.13-1.68)

Comments

Study quality -
QUADAS 2 checklist
Study quality -
QUADAS 2 checkilist
Patient selection
Was a consecutive or
random sample of
patients enrolled?
Unclear

Was a case-control
design avoided? Yes
Did the study avoid
inappropriate
exclusions? Yes
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Bibliographic
details

Country/ies where
the study was
carried out

Qatar

Study type

Nested case-control
study

Aim of the study

To use the
menopause -specific
quality of life
satisfaction in the
state of Qatar for the
premenopausal,
menopause and
postmenopausal
period.

Study dates

July 2012-November
2103

Source of funding
Qatar national
research fund

Participants

University:77/103/14

Occupation (n)
(perimenopausal/menopausal/postmenopausal):
Housewife: 167/337/123

Sedentary and professional: 63/75/17

Clerk: 71/119/34

Business/private: 17/49/11

Inclusion Criteria

Women aged 40-60 years who had not had a
hysterectomy , and who had not used hormone
replacement therapy during the preceding 6
months.

Exclusion Criteria

Women with contraindications to oestrogen use
and, women who had a current unstable medical
or social problem.

Tests

menopause (menopause
transition years, a span of time
both before and after the date of
the final episode of flow).
Post-menopause: women who
have not experienced any
menstrual flow for a minimum of
12 months, assuming they still
have a uterus, and are not
pregnant or lactating.

In women without a uterus,
menopause or post-menopause
can be identified by a blood test
for follicle stimulating hormone
levels.

Methods

determined a priori on
the assumption that
the prevalence rate of
postpartum
depression would be
similar to prevalence
rates in other eastern
Mediterranean
countries (20%,
95%Cl 2.5%).

-Data was analysed
using student t test to
ascertain significance
of differences
between mean values
of two continuous
variables and
confirmed by non-
parametric Mann-
Whitney test. Chi
squared test and
Fisher exact

test (two-tailed) were
performed to test for
differences in the
proportion of
categorical variables
between two or more
groups. Kruskal
Wallis ANOVA was
employed for
comparison of
several group
means. Spearman's
correlation coefficient
was used to evaluate
strength of
concordance
between

variables. For all
statistical tests, a P
value <0.05 was
considered
statistically
significant.

Outcomes and results
LR-: 0.82 (0.71-0.94)
Symptoms of hot flushes to
distinguish post menopause
from pre menopause
Sensitivity (%): 43 (36-50)
Specificity (%): 69 (64-74)
LR+: 1.41 (1.12-1.77)

LR-: 0.81 (0.70-0.94)
Symptoms of hot flushes to
distinguish perimenopause
from all hot flushes
Sensitivity (%): 31 (27-35)
Specificity (%): 64 (60-68)
LR+: 0.88 (0.75-1.04)

LR-: 1.06 (0.97-1.15)
Symptoms of hot flushes to
distinguish peri menopause
from post menopause
Sensitivity (%): 31 (27-35
Specificity (%): 56 (49-63)
LR+: 0.72 (0.59-0.87)

LR-: 1.21 (1.06-1.38)
Symptoms of hot flushes to
distinguish perimenopause
from pre menopause
Sensitivity (%): 31 (27-35)
Specificity (%): 69 (64-74)
LR+: 1.02 (0.83-1.24)

LR-: 0.99 (0.90-1.08)
Symptoms of sweating to
distinguish post menopause
from all sweating
Sensitivity (%): 72 (66-79)
Specificity (%): 34 (31-37)
LR+: 1.10 (1.00-1.21)
LR-:0.79 (0.62-1.02)
Symptoms of sweating to
distinguish post menopause
from perimenopause
Sensitivity (%):89 (86-92)
Specificity (%): 32 (28-35)
LR+: 1.31 (1.23-1.39)
LR-:0.33 (0.25-0.44)
Symptoms of sweating to
distinguish post menopause
from premenopause

Comments

1.A Could the
selection of patients
have introduced bias?
LOW RISK OF BIAS
1.B Is there concern
that the included
patients do not match
the review question?
LOW CONCERN

Index Test

Were the index test
results interpreted
without knowledge of
the results of the
reference standard?
N/A

If a threshold was
used, was it pre-
specified? N/A

2.A Could the
conduct or
interpretation of the
index test have
introduced

bias? UNCLEAR
RISK OF BIAS

2.B Is there concern
that the index test, its
conduct, or
interpretation differ
from the review
guestion? LOW
CONCERN

Reference Standard
Is the reference
standard likely to
correctly classify the
target condition? N/A
Were the reference
standard results
interpreted without
knowledge of the
results of the index
test? N/A
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Bibliographic
details

Participants

Tests

Methods

Outcomes and results
Sensitivity (%): 72 (66-79)
Specificity (%): 37 (32-42)
LR+: 1.16 (1.03-1.31)
LR-: 0.72 (0.55-0.94)
Symptoms of sweating to
distinguish peri menopause
from all sweating
Sensitivity: (%): 67 (64-71)
Specificity (%): 33 (29-37)
LR+: 1.02 (0.94-1.10)

LR-: 0.94 (0.80-1.11)
Symptoms of sweating to
distinguish perimenopause
from post menopause
Sensitivity (%): 62 (57-67)
Specificity (%): 27 (20-33)
LR+: 0.85 (0.25-0.96)

LR- :1.38 (1.06-1.81)
Symptoms of sweating to
distinguish perimenopause
from premenopause
Sensitivity (%): 67 (64-71)
Specificity (%): 37 (32-42)
LR+: 1.09 (0.98-1.20)

LR- :0.85 (0.71-1.01)

Comments

3.A Could the
reference standard,
its conduct, or its
interpretation have
introduced

bias? UNCLEAR
RISK

3.B Is there concern
that the target
condition as defined
by the reference
standard does not
match the review
guestion? LOW RISK

Flow and Timing
Was there an
appropriate interval
between index test(s)
and reference
standard? N/A

Did all patients
receive a reference
standard? N/A

Did patients receive
the same reference
standard? N/A

Were all patients
included in the
analysis? Yes

4.A Could the patient
flow have introduced
bias? UNCLEAR
RISK

Sa|qe] 90uapIng

asnedouap



T8
Yl[eaH S,usip(iyD PuUe S,uswo/\ 10} 81]udD) DUITRIOYE||0D [eUOEN

H.2 Classification systems for the diagnosis of menopause

H.3

Information and advice

H.3.1 What information about the menopause do women find helpful?

Study details

Full citation

Alfred,A., Esterman,A., Farmer,E.,
Pilotto,L., Weston,K., Women's
decision making at menopause - a
focus group study, Australian Family
Physician, 35, 270-272, 2006

Ref Id

302967

Country/ies where the study was
carried out

Australia

Study type

Qualitative (content)

Full citation

Andrist,L.C., The impact of media
attention, family history, politics and
maturation on women's decisions
regarding hormone replacement
therapy, Health Care for Women
International, 19, 243-260, 1998
Ref Id

302992

Country/ies where the study was
carried out

USA

Study type

Qualitative (content)

Summary of study

Aim of the study

To explore women's views about menopause
support needs

Characteristics

Aged 40 - 64

Inclusion criteria

Women with diverse demographic backgrounds.
Exclusion criteria

Women seeking medical support for menopause
issues.

Intervention

None

Data collection

4 focus groups of 31 women explored their
experience about menopause, its management
and decision support needs.

Data analysis

A phenomological, grounded theory approach
produced bullet-pointed themes with example-
quotations.

Aim of the study

An exploration of how women make decisions
about HRT for natural menopause.
Characteristics

21 Well-educated European Americans.

Characteristic: n

In favour of HRT: 6

Undecided: 10

Opposed to HRT: 5

Had college degrees: 17

Were healthcare professionals: 11

Had administrative, legal or consulting roles: 10
Pre-menopausal: 1

Peri-menopausal (cycle changes and VSM): 11
Menopausal (menses cessation during study): 4
Post-menopausal (Amenorhea >12 months): 5

Results

Results relevant to protocol

Women found the following things from their
doctors useful:

Comprehensive information on self-management
practices; alternative options; acknowledgement of
therapy risks and referral to reliable information
sources.

Acknowledgement of evidence uncertainty.
Adequate time for discussion.

Female practitioners for menopause issues.
Information on ‘natural’ treatments.

Information that was personalised to their own
'individual chemistry'.

Information about incontinence as it was
embarrassing to bring it up.

Aviodance of the 'myth of certainty around what is
inherently uncertain.'

GPs perceived as 'so busy' that women did not
want to ‘wear them out' with all the information
they required

Results relevant to protocol

An admin assistant said she needed 'more
education' to take fully informed decisions
regarding HRT. Another woman said she would
like her HCP to lay out options and help her make
a decision.

One woman said that "Risk reduction was a
compelling piece of information." Women favoured
balancing their own family histories with research
findings.

A professor of nursing said that even academic
HCPs feel confused because "I notice that some
people have very strong opinions on it when I've
asked professional people." One woman said she
felt 'intimidated' by reading because "What you
read you can turn it around in to something else."
Access to information is not enough on its own as

Other

Comments

Limitations

Themes were subjectively titled and not
enough examples quoted. The paper was
too short to adequately represent women's
voices.

Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies

Is a qualitative approach appropriate? Yes
How well was the data collection carried
out? Under-reported

Were the methods reliable? Yes

Are the data 'rich'? No

Is the analysis reliable? Yes

Is the role of the researcher clearly
described? No

Comments

Limitations

Possible bias in favour of not using HRT.
Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies

Is a qualitative approach appropriate? Yes
How well was the data collection carried
out? The role of focus group facilitator was
under-reported.

Were the methods reliable? Yes

Are the data 'rich'? No - they do not
adequately fit the aim of the study
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Study details

Full citation

Armitage,G.D., Suter,E., Verhoef,M.J.,
Bockmuehl,C., Bobey,M., Women's
needs for CAM information to manage
menopausal symptoms, Climacteric,
10, 215-224, 2007

Ref Id

303007

Country/ies where the study was
carried out

Canada

Study type

Quantitative. Content/method

Summary of study

Inclusion criteria

- Women with intact uterus and ovaries

- Aged 40-55

Exclusion criteria

Intervention

None

Data collection

A purposeful study consisting of semi-structured
and open-ended 1 hour interviews (one per
woman).

Data analysis

Interview tapes were transcribed and Content-
analysed (Field and Morse 1985).

Validity was maintained by sharing data and
‘checking in' with women and researchers over
time.

Fieldnotes and data-trails were kept with the
expectation of further interviews (not reported
here).

Aim of the study

To identify information needs of women regarding
complementary and alternative medicine (CAM)
Characteristics

Not reported

Inclusion criteria

Women using Calgary women's health centre.
Immigrant and ‘at-risk' women were particularly
encouraged to take part.

Exclusion criteria

None reported

Intervention

None

Data collection

A self-administered mail-out survey questionnaire.
Questions were informormed by qualitative results
of an earlier phase of the study.

Questionnaires were mailed out to 413 women
who were predominantly white and well educated
(despite efforts to recruit a diverse range).
Women were asked to choose a score of 1to 5 (1
= strongly disagree; 5 = strongly agree) regarding
statements about trustworthiness of information
and what ‘ideal' infomormation about CAM would
consist of.

Data analysis

Results

it is so confusing.

Some women did not want information that was
related to money-making (e.g. doctors with
interests or drug-manufacturers). "Women are
consumers now, and women need to be more
educated to see through it (vested interests in
keeping women on hormones).

The researchers' conclusions state that women
need help to understand aspects of ageing,
chronic disease and life-transitions in relation to
menopause.

Results relevant to protocol

Strongly disagree - strongly agree Lickert scale
answers (what good information consists of):
Good information is based on government/not-for-
profit information:

1=11 (2.7); 2 = 16 (4.0); 3=50 (12.3); 4=93 (23.0);
5=235 (58)

Good information includes views of doctors:
1=17 (4.2); 2=31 (7.7); 3=104 (25.7); 4=144 (35.6);
5=109 (26.9)

Good information includes personal accounts
women who have taken treatment:

1=9 (2.2); 2=33 (8.0); 3=74 (18.0); 4=114 (27.8);
5=180 (43.9)

Good information includes views of CAM
practitioners:

1=9 (2.2); 2=30 (7.3); 3=84 (20.5); 4=148 (36.1);
5=139 (33.9)

Not important - very important Lickert scale
(relevance of information topics):

Which treatments relate to which symptoms:
1=0 (0); 2=0 (0); 3=7 (1.7); 4=40 (9.9); 5=358

Other

Comments

Limitations

There was no hierarchy of how important
information information-topics in relation to
each other.

No women's characteristics list despite
researchers targeting vulnerable women to
achieve diversity.

Quality checklist

NICE appendix C methodology checklist
for RCTs:

A. Selection bias (systematic differences
between the comparison groups): Unclear
B. Performance bias (systematic
differences between groups in the care
provided, apart from the intervention under
investigation): Unclear

C. Attrition bias (systematic differences
between the comparison groups with
respect to loss of participants): Unclear

D. Detection bias (bias in how outcomes
are ascertained, diagnosed or verified):
The assessment was self-administered
and subjective.
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Study details

Full citation

Becker,H., Stuifbergen,A.K.,
Dormire,S.L., The effects of hormone
therapy decision support for women
with mobility impairments, Health Care
for Women International, 30, 845-854,
2009

Ref Id

303070

Country/ies where the study was
carried out

Texas

Study type

Quantitative RCT (methods)

Summary of study

Descriptive analysis was performed (frequencies
and means). Multivariate modeling was used to
determine if there were any significant differences
(p<0.05) among the preferred information
sources. Percentages were recorded alongside
frequency scores for each point on the Lickert
scale.

Aim of the study

To evaluate tailored HT decision support to
women with mobility impairments.
Characteristics

Ethnicity

African American 6%

White 87%

Other 7%

Mean age
53

At least a college degree
58%

HRT use at baseline %

Results
(88.4)

How a therapy works:
1=3 (0.7); 2=5 (1.2); 3=32 (7.8); 4=99 (24.2);
5=270 (66.0)

How long it takes to work:
1=2 (0.5); 2=6 (1.5); 3=41 (10.1); 4=122 (30.0);
5=235 (68.0)

How long should | take the treatment after seeing
results:

1=2 (0.5); 2=4 (1.0); 3=34 (8.3); 4=91 (22.2);
5=279 (68.0)

Side-effects:
1=0 (0); 2=0 (0); 3=4 (1.0); 4=16 (3.9); 5=388
(95.1)

Which treatments can be combined (e.g.
complementary and conventional):

1=2 (0.5); 2=1 (0.2); 3=11 (2.7); 4=49 (12.0);
5=344 (84.5)

A list of places | can get further information:
1=4 (1.0); 2=8 (2.0); 3=35 (8.6); 4=101 (24.9);
5=258 (63.5)

How to evaluate the quality of a therapy:

1=4 (1.0); 2=5 (1.2); 3=30 (7.4); 4=102 (25.2);
5=264 (65.2)

Results relevant to protocol

Time 1; time 2; time 3

Mean+SD

DCS total score

Tailored DS group (n=86): 2.68+0.78; 2.14+0.65;
2.13+0.70

NAMS booklet group (n=90): 2.49+0.83;
1.99+0.58; 1.94+0.73

Knowledge score

Tailored DS group (n=86): 9.44+4.62; 14.77+3.62;

12.42+4.13
NAMS booklet group (n=90): 10.17+3.98;
15.03+3.20; 13.28+3.47

Other

Comments

Limitations

Mean£SD baseline characteristics not
reported for each group.

Sample size calclation not reported.
Quality checklist

NICE appendix C methodology checklist
for RCTs:

A. Selection bias (systematic differences
between the comparison groups): None
B. Performance bias (systematic
differences between groups in the care
provided, apart from the intervention under
investigation): Unclear

C. Attrition bias (systematic differences
between the comparison groups with
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Study details

Summary of study Results
Never 47

Previous 30

Current 23

Inclusion criteria

- Aged 40 to 65

- Have at least two of four mobility limitations

identified in the National Health Interview Survey

or indicate that they used adaptive equipment

because of mobility limitations

(Not required to indicate they presently were
making a HT decision to participate)

Exclusion criteria

Only inclusion criteria reported

Intervention

Once baseline questionnaires were

returned, participants were randomly assigned
to one of the two interventions.

Tailored support decision booklet

Outlined risk factors associated with heart
disease, osteoporosis, and cancer prevention and
early detection strategies.

The booklet includes current guidelines (American
College of Obstetricians and Gynaecologists, US
Federal Drug Administration and North American
Menopause Society) as well as specialised
information for this population.

Provide information about the National Centre on
Physical Activity and Disability to help women with
disabilities to become more physically active.
Case studies describing women with physical
impairments are also provided.

North American Menopause Society (NAMS)
Menopause guidebook

Contains a general explanation of menopause,
latest clinical guidelines for menopause treatment,
and strategies for achieving optimal long-term
health.

Does not provide information specific to women
with mobility impairments.

Data collection

Participants were mailed materials for their group
and a questionnaire packet that included the DCS
and knowledge test.

Follow-up telephone calls were made if

Other

respect to loss of participants): Unclear
D. Detection bias (bias in how outcomes
are ascertained, diagnosed or verified):
None
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Study details

Full citation

Bravata,D.M., Rastegar,A.,
Horwitz,R.l., How do women make
decisions about hormone replacement
therapy?, American Journal of
Medicine, 113, 22-29, 2002

Ref Id

303163

Country/ies where the study was
carried out

USA

Study type

Qualitative (method)

Summary of study

questionnaires were not returned.

6 months after participants indicated they had
completed their second questionnaire packet, the
last questionnaire packet was mailed to them.
Data analysis

The DCS (O'Connor et al., 1998) is a 16-item
scale assessing uncertainty about the choice to
use HRT, values clarity, perceived support,
information and decision-making effectiveness.
Higher scores reflect greater decision conflict.

If a scale had missing data for less than 15% of
the items, the mean score for the individual on the
scale was imputed; otherwise, the entire scale
was treated as missing for the individual.

Aim of the study

An investigation into how patients make decisions
and the role clinicians can play in the process - in
the context of deciding about HRT.
Characteristics

Women contacted: N = 35 (10 excluded for not
meeting inclusion criteria; 2 refused informed
consent)

Women interviewed: N = 23

White: 96%

Professional/managerial: 74%

Age range: 35 - 72

Inclusion criteria

- Currently making medically complex decisions
regarding HRT.

- Menopausal (including surgical menopause).

- English speakers.

Exclusion criteria

Past experience of HRT.

Intervention

None

Data collection

23 women who were deciding on hormone
therapy, but not begun treatment, took part in
semi-structured interviews (in groups of 2 - 5).
They were either identified by their primary
healthcare providers or responded to posters in
community clinics.

Questions included:
"What role would you want your physician to play

Results

Results relevant to protocol

Helpful information from gynaecologist: "I would
have confidence in him, leading me in the direction
of what he thought was best from a physician's
point of view, but still leaving me to make up my
own mind."

"l would like the doctor to be strong one way or the
other. Not to waver too much. So | think scientific
data is important, but also the doctor should take a
position."

Women would have liked their doctors to be
mindful that they pay for prescriptions.

Other

Comments

Limitations

The coding was done by computerised
keyword-identification which is not as
accurate as manual coding which
recognises nuances and synonyms.
Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies

Is a qualitative approach appropriate? Yes
How well was the data collection carried
out? Unclear

Were the methods reliable? They were well
reported, but no citations given which
indicates the methods were not
standardised.

Are the data 'rich'? No

Is the analysis reliable? Unclear - it
appears to have been over-processed by
the analysts.

Is the role of the researcher clearly
described? No
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Study details

Full citation

Clinkingbeard,C., Minton,B.A.,
Davis,J., McDermott,K., Women's
knowledge about menopause,
hormone replacement therapy (HRT),
and interactions with healthcare
providers: an exploratory study,
Journal of Womens Health and
Gender-Based Medicine, 8, 1097-
1102, 1999

Ref Id

303318

Country/ies where the study was
carried out

USA

Study type

Quali/quanti (content)

Summary of study

in helping you to make the decision?"

"What kind of information would you like your
doctor to give you to help you make the
decision?".

Data analysis

Transcripts of interviews were converted into a
database using 'Folio VIEWS', and coded with
descriptive labels using women's language.
Labels were derived from key words, and checked
for completeness and accuracy by a

second researcher.

Patterns and common themes were developed by
identifying recurring categories and combinations
of themes.

Themes were organised into a model of patient
decision making.

Aim of the study

To elicit women's preferences for presentation
and framing of complex risk information.
Characteristics

All 665 women lived in Boise, Idaho.

Inclusion criteria

Peri and post-menopausal women recruited
through hospital advertising.

Exclusion criteria

Intervention

Data collection

The survey consisted of 22 items: checklist, open-
ended and multiple choice. Open-ended
responses were analysed using standard content
analysis (Kerlinger 1973).

Outcomes were Sources of information about
menopause; Knowledge of health risks associated
with menopause; Knowledge about HRT.

Data analysis

Results

Results relevant to protocol

% of women who endorsed menopausal
information from the following sources:
Magazines: 76%; Healthcare providers (HCP):
68%; Friends: 52%; TV: 44%; Mother: 44%; Public
lectures: 10%; Library: 7%.

Menopausal topics women wanted to discuss with
HCP: HRT: 37%; General symptoms: 33%; "Other
things": 12%.

Women who felt their questions were not
answered by HCP: 36%

Women who wished they had received better
information about alternative treatments for
symptoms: 10%

Women who preferred other sources of information
to HCP: 13%

Many women left doctor's appointments without
the information they needed due to short
consultations and verbal-only communication.
Others received denigrating comments such as
"It's not such a big deal", and "You're like an old
chicken that's not laying eggs anymore."

Questions women wanted their HCP to answer:
When will periods end with HRT?

Why do | feel so lousy when I'm taking hormones?
What does one believe with all the conflicting
reports one hears?

Will all my questions be answered?

Other

Comments

99% of women were Caucasian.
Limitations

Quality checklist

Is a qualitative approach appropriate? Yes
How well was the data collection carried
out? The number of unreturned
guestionnaires was not reported.

Were the methods reliable? Yes

Are the data 'rich'? Not enough direct
quotations from women.

Is the analysis reliable? Yes

Is the role of the researcher clearly
described? There is no report of how the
guestions were phrased.
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Study details

Full citation

Connelly,M.T., Ferrari,N., Hagen,N.,
Inui, T.S., Patient-identified needs for
hormone replacement therapy
counseling: a qualitative study, Annals
of Internal Medicine, 131, 265-268,
1999

Ref Id

303338

Country/ies where the study was
carried out

USA

Study type

Quantitative. Content/method

Full citation
Deschamps,M.A., Taylor,J.G.,
Neubauer,S.L., Whiting,S., Green,K.,

Summary of study

Aim of the study

To understand women's concerns and better align
the content of counselling with women
themselves.

Characteristics

Eligible: N = 114

Declined: n = 34

Interviewed: N = 26

Median age (range)
53 (42-70)

White
85%

Median household income
46,313%

Hysterectomised
31%

Inititiated HRT discussion with provider

54%

Inclusion criteria

Member of Harvard Pilgrim healthcare
maintenance organisation in Boston.

Exclusion criteria

Women excluded after saturation of N = 26.
Intervention

None

Data collection

At interview, women were asked to describe their
decision-making process and identify the factors
regarding HRT that were of greatest concern to
them.

Data analysis

The interviewer transcribed the interviews which
were checked for accuracy by two further
researchers. The panel then identified content
domains by a process of consensus.

Aim of the study
To compare the effects of pharmacist consultation
versus a decision aid (DA) on women's decision

Results

Reassurance was needed that:

Male doctors are well versed in women's issues.
Results relevant to protocol

Topics which women felt should be included in
guidelines for menopause counselling (ranked
by popularity) %:

Risk of breast cancer: 77

Medication: 73

Osteoporosis: 69

Prevention of heart disease: 58

Insomnia: 54

Living with medical uncertainty: 54
Genitourinary symptoms: 50

96% thought provider opinion was an important
part of information, 81% valued media reports,
77% found experiences and opinions of friends
useful (family: 60%).

A secondary outcome was which of these topics
(or 'domains') women would recommend to the
medical practices and medication-‘counsellors'.

Results relevant to protocol
DCS score including the "informed" subscale items
Baseline; survey 2

Other

Comments

Limitations

No copy of interview schedule is included
in the paper.

Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies

How well was the data collection carried
out? Well

Were the methods reliable? Yes

Are the data 'rich'? No

Is the analysis reliable? Yes

Is the role of the researcher clearly
described? Yes

Comments
Sample size: 64 women in each group
required to detect a 0.5 effect size in
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Study details

Impact of pharmacist consultation
versus a decision aid on decision
making regarding hormone
replacement therapy, International
Journal of Pharmacy Practice, 12, 21-
28, 2004

Ref Id

282884

Country/ies where the study was
carried out

Canada

Study type

Quantitative RCT (method)

Summary of study

conflict regarding the use of HRT and subsequent
satisfaction with the decision-making process.
Characteristics

n(%)

White
104(99.0)

Greater than high school education
85(35.2)

Employment
Technical: 37(35.2)
Professional: 37(35.2)

Pharmacist group (n=49); DA group (n=56)

HRT use

Current: 11(22.4); 9(16.1)
Previous: 4(8.2); 7(12.5)
Never: 34(69.4); 40(71.4)

Menopausal status

Peri: 32(65.3); 40(71.4)

Post: 12(24.5); 11(19.7)

Hysterectomy with at least one ovary: 4(8.2);
5(8.9)

Inclusion criteria

- Aged 48 to 52

- Recruited from a family medicine clinic

- English speaking peri- and post-menopausal
women regardless of current or previous HRT use
Exclusion criteria

© Already consulted the study pharmacist €
Premenopausal HRT contraindicated

Intervention

Pharmacist consultation

The pharmacist held a postgraduate Phar.D. with
several years’ experience in women's health; they
had access to the patient's medical chart.

The 40-minute private consultation reviewied the
risks and benefits of HRT and was based on the
prescribing guidelines produced by the Society of
Obstretricians and Gynaecologists of Canada.
Charts and graphs were used to visually represent
population data and to provide consistency
between patient encounters.

Results

"l am aware of the choices to reduce my risk of

heart disease and osteoporisis"
Pharmacist group: 2.7; 1.7
DA group: 2.7; 1.7

"I feel | know the benefits of HT"
Pharmacist group: 3.0; 1.8
DA group: 3.0; 1.7

"I feel | know the risks of HT"
Pharmacist group: 3.2; 1.8
DA group: 3.2; 1.8

Averge "informed" score
Pharmacist group: 3.0; 1.8
DA group: 3.0; 1.7

DSC score
Pharmacist group: 3.0; 2.0; p<0.05
DA group: 3.0; 1.9; p<0.05

Other
decision conflict with 80% power and
alpha=0.05.

Financial support by an unrestricted grant
from Eli Lilly.

Limitations

77 women randomised to the pharmacist
group and 61 to the DA group. 20 women
failed to make or keep appointments to
receive their intervention, 3 baseline
surveys were incomplete, 13 did not make
or attend appointments, 1 moved away, 3
saw their doctor too late to be included and
1 withdrew their consent.

DA not described in any detail.

DCS items not described.

Unclear when the second survey was
completed.

Quality checklist

NICE appendix C methodology checklist
for RCTs:

A. Selection bias (systematic differences
between the comparison groups):
Randomisation not decribed

B. Performance bias (systematic
differences between groups in the care
provided, apart from the intervention under
investigation): Unclear

C. Attrition bias (systematic differences
between the comparison groups with
respect to loss of participants): 91 out of
138 women completed the study

D. Detection bias (bias in how outcomes
are ascertained, diagnosed or verified):
None
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Study details

Full citation

Doubova,S.V., Infante-Castaneda,C.,
Martinez-Vega,l., Perez-Cuevas,R.,
Toward healthy aging through
empowering self-care during the
climacteric stage, Climacteric, 15,
563-572, 2012

Ref Id

266636

Country/ies where the study was
carried out

Mexico

Study type

Qualitative (content)

Summary of study

At the end of the consultation, the pharmacist and
patient agreed on a provisional plan regarding
HRT.

DA

Titled "Making Choices: hormones after
menopause” Ottawa Health Decision Centre.
Communicate the risks and benefits of therapies
to assist the patient in clarifying values and
expectations.

After each intervention, patients were instructed to
see their doctor within two to four weeks.

Data collection

The DCS contains 16 items measured on a scale
of 1 (strongly agree) to 5 (strongly disagree)
capable of discriminating between women making
or delaying decisions and between different
educational interventions. The three question
"informed" subscale of the DCS assessed the
perception of being informed.

Data analysis

Differences between the intervention groups were
analysed with t-tests of indepdendent means
while dependent means t-tests were used to
detect changes within groups.

Aim of the study

To identify the changes in women's discourse
regarding their concerns and needs about the
climacteric stage and self-care after they had
participated in an integrative women-centred
healthcare model with empowerment for self-care.
Characteristics

N =121

Mean age +SD
49.3+3.0

%:

Up to secondary school level: 39.6
Beyond secondary school level: 60.3
Professionals: 4.1

Low-skilled or craft workers: 30.5
Housewives: 60.3

Retired: 5.1

Results

Results relevant to protocol

Peer discussion as a way of learning how to
approach the menopause: Information which
women found empowering:

"l learnt that we do not have to leave everything up
to the doctor"

"For me (the menopause) is one more stage,
another stage of my life."

On groupwork: "We get to know ourselves through
others."

"It is very important to start working with ourselves:
taking care, exercising. (If) we are not aware of
this we will always continue living for others."
Learning to live for themselves, not just others.

"l am responsible for (my health)."

The importance of getting information from reliable
sources.

Motivation to transmit acquired knowledge of
menopause to others.

At the end of the sessions women were less

Other

Comments

Limitations

No citation for a standardised

analytical method.

Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies

Is a qualitative approach appropriate? Yes
How well was the data collection carried
out? Well

Were the methods reliable? Methodology
non-standardised and un-cited

Are the data rich'? Yes

Is the analysis reliable? Yes

Is the role of the researcher clearly
described? Yes
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Study details

Full citation

Forouhari,S., Khajehei,M.,
Moattari,M., Mohit,M., Rad,M.S.,
Ghaem,H., The Effect of Education
and Awareness on the Quality-of-Life
in Postmenopausal Women, Indian
Journal of Community Medicine, 35,
109-114, 2010

Ref Id

266790

Country/ies where the study was
carried out

Iran

Study type

Quantitative RCT (method)

Summary of study

Inclusion criteria

Women who had attended a consultation at family
medical practice.

Exclusion criteria

Intervention

Data collection

A research-based bio-psycho-social care model
for information provision by a doctor, a nurse and
a psychologist centred on women's information
needs, doubts and personal experiences
orientated towards the empowerment for self-care
and applicable in family clinics. (Described in full
in Doubrova 2011). Women's narratives were
analysed during the sessions.

Data analysis

4 mixed disciplinary researchers carried out
coding with continual iteration between complete
dataset and codified extracts.

Aim of the study

To evaluate the effect of an information-giving
course about menopause on women's quality of
life.

Characteristics

Age, mean+SD

50.63+2.7

Study group; control group
n(%)

Menopause status

Premenopause: 5(13.6); 5(13.6)
Perimenopause: 6(21.9); 7(25.1)
Postmenopause: 20(64.5); 19(61.3)

Occupation
Housewife: 25 (80.64); 24 (77.41)
Employed: 6 (19.36); 7 (22.59)

High school education

5 (15.8); 3 (13.1)

Inclusion criteria

- Healthy pre/peri/post-menopausal women were
selected by simple random sampling

- Aged 44 to 55

- Symptoms of moderate to severe hot flushes at

Results Other
concerned with the social and sexual stigma of
menopause. They found it a less taboo subject
which meant they were able to share ideas and
learn from each other.

The importance of limiting food.

"If | control my food, | control other's food. If | am
well emotionally we are all well." (speaking of the
advantages of self-care when one is the "nucleus"
of the family).

"By myself, | would not know what to do. Hearing
others, | have another perspective to do other
things."

Comments

The study took place in Shiraz which is a
wealthy area of Iran.

Limitations

Results relevant to protocol
Mean quality of life score
Before intervention; 3 months after intervention

Study group It is not reported whether the questionnaire
81.7; 75.3 was translated from English.

SD (within group change) = 6.4 Unable to calculate 95% Cls from the SDs
P=0.001 reported.

Quality checklist
Control group

74.8; 75.8 NICE appendix C methodology checklist
SD (within group change) = 1.4 for RCTs:
P=0.001 A. Selection bias (systematic differences

between the comparison groups): Unclear
exclusion criteria

B. Performance bias (systematic
differences between groups in the care
provided, apart from the intervention under
investigation): None

C. Attrition bias (systematic differences
between the comparison groups with
respect to loss of participants): Unclear

D. Detection bias (bias in how outcomes
are ascertained, diagnosed or verified):
Unclear - knowledge score is not described
in detail
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Study details

Summary of study

least once a day

- Not using any kinds of medication and/or HRT 6
months prior to the study

- Not completing ay physical exercise (<20
minutes/week)

- Married

- Lack of illnesses creating hot flash like
symptoms or impairing quality of life

Exclusion criteria

See inclusion criteria

Intervention

Randomised by assigning each participant a
number and then using a random table pointed a
finger in order to choose an arbitary and random
starting point, they were the first participant in the
study group.

Then moved across the row of numbers to select
the first participant in the control group.
Continued to assign every number to each of the
groups until there were two groups with 31
participants in each.

An educational intervention 45 to 60 minute
weekly sessions for 6 weeks in the form of 8-
person discussion groups.

Information about female organs, what
menopause is, symptoms and complications,
approaches to complications, exercise, relaxation
and their effect on symptoms.

The control group received no education and they
had no contact with the study personnel (or other
participants) beyond recruitment and data
collection.

Data collection

All women's scores for Quality of Life were
obtained using a 26-question questionnaire
(Hilditch 1996) before and 3 months after the
education course.

The quality of life questionnaire contained 4
domains including: vasomotor, psychosocial,
physical and sexual aspects.

Women made their responses via a Lickert Scale
from 1 (no problems) to 6 (problems causing
severe distress).

Results

Other
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Study details

Full citation

Fortin,J.M., Hirota,L.K., Bond,B.E.,
O'Connor,A.M., Col,N.F., Identifying
patient preferences for communicating
risk estimates: a descriptive pilot
study, BMC Medical Informatics and
Decision Making, 1, 2-, 2001

Ref Id

229300

Country/ies where the study was
carried out

USA

Study type

Qualitative and quantitative

Summary of study

Minimum score = 26 and highest = 156.

The higher the point score the more severe the
symptoms.

Data analysis

Powering (using pilot study): 31 women were
needed for each group (with at least 25
completing the study) for 95% power to detect at
least a 5% difference in quality of life.

Aim of the study

To elicit women's preferences for the presentation
and framing of complex risk information
Characteristics

Age

Mean (range): 51 (38-67)

<45: 6

45-55: 24

>55: 10

Race
Non-white: 20
White: 20

Income $

<25,000: 11
25,000 - 49,000: 13
>49,000: 16

Education

Low (<grade 13/vocational): 9

High (2-4 years of college/post-grad): 10
Inclusion criteria

Peri and post-menopausal women.

Exclusion criteria

Not reported

Intervention

None

Data collection

40 women were recruited via hospital advertising
in March - May 1999.

8 focus groups and 15 interviews were conducted
to assess women's preferences for menopausal
risk communication.

Women were shown different graphical formats,
metrics and time-horizons illustrating a fictional
patient's risk of coronoary heart disease, hip
fracture and breast cancer with and without HRT.
Women's preferences were assessed using

Results

Results relevant to protocol

Bar graphs were preferred by 83% of women over
line graphs, thermometer graphs, 100 faces and
survival curves.

Lifetime risk estimates were preferred over 10 or
20 year horizons.

Absolute risks were preferred over relative risks
and numbers needed to treat.

Preference of n+SD

Bar graph: 4+1; Linegraph: 3.1+0.9; Thermometer
chart: 2.6+1.1; "100 faces" (visual Lickert): 2.4+1.5;
Survival curves: 2.5+1.1

Preferences for Risk Information Presentations
(column boundaries marked by dashes):

a. Time Horizon: 1st Choice (n = 40) / 2nd Choice
(n=33)

10-year 23% / 12%

20-year 20% / 58%

Lifetime 55% / 27%

No response 3% / 3%

b. Multiple diseases and multiple time Preference:
Horizons (n = 40)

Set A: | disease over 3 time horizons 53%

Set B: 3 diseases over | time horizon 43%

No response 5%

c. Relative v absolute risk: Graph
Preference (n = 25) / (n 20)
Relative risk: 28% / 30%
Absolute risk: 72% / 65%

No response: 0% / 5%

d. NNT Preference (n-40) / Standard explanation (
1in x) 28%

Alternative explanation (x out of | 00) 45%

Neither 25%

No response 3%

Other

Comments

This paper is very graphically presented,
and is best understood by seeing it as it
presents the graphical reporting styles
being assessed.

Limitations

A pilot study.

Quality checklist

How well was the data collection carried
out? Well

Were the methods reliable? Yes

Is the role of the researcher clearly
described? This is under-reported,
especially the analysis which apprears to
be a mixture of qualitative and quantitative.
No inclusion of the "worksheet" format in
paper.
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Study details

Full citation

Fox-Young,S., Sheehan,M.,
O'Connor,V., Cragg,C., Del,Mar C.,
Women's perceptions and experience
of menopause: a focus group study,
Journal of Psychosomatic Obstetrics
and Gynecology, 16, 215-221, 1995
Ref Id

303556

Country/ies where the study was
carried out

Australia

Study type

Qualitative

Summary of study

Lickert scales, ranking and abstractions of
discussions. They indicated preferences via
individual ‘worksheets' prior to focus groups.
Data analysis

Descriptive statistics were performed on sub-
groups stratified according to race, income and
education.

Means for differences in preference were
assessed using a Wilcoxon signed-rank test.

Aim of the study

To investigate women's perception and
experience of HRT, osteoporosis and doctor-
patient relationships.

Characteristics

Volunteers: N = 260

Selected: N = 148

Dropouts were explained as failure to keep
appointments or inability to be contacted.

Focus groups: N = 40:

Aged 45 - 55 (mean: 48.4)

Highest secondary school education: 56.3%
Pre-menopausal: 22.5%

Perimenopausal: 20%

Post-menopausal: 17.5%

Hysterectomy: 40%

Have used HRT: 42.5%

Ceased HRT: 47.1%

Inclusion criteria

Results

Preferences for Risk Information Presentations

a. Time Horizon: 1st Choice (n = 40) / 2nd Choice
(n=33)

10-year 23% / 12%

20-year 20% / 58%

Lifetime 55% / 27%

No response 3% / 3%

b. Multiple diseases and multiple time: Preference
Horizons (n = 40)

Set A: | disease over 3 time horizons: 53%

Set B: 3 diseases over | time horizon: 43%

No response: 5%

c. Relative v absolute risk: Graph preference
(n=25) / Text preference (n=20)

Relative risk: 28% / 30%

Absolute risk: 72% / 65%

No response: 0% / 5%

d. NNT Preference (n=40)

Standard explanation ( 1 in x): 28%
Alternative explanation (x out of 100): 45%
Neither: 25%

No response 3%

Results relevant to protocol

Women needed information that was clear and
uncontradictory: "You hear such divergent
opinions."

Women felt that the menopause is a taboo subject
and not generally discussed, so therefore led to
fear. This led to a need for reassurance and
reassurance of not being alone.

Women's need for information of menopause was
inseparable from their loneliness and empathy with
their mothers' suffering with no HRT option.
Women wanted doctors to treat them as partners
in decision-making*.

They wanted to be told more about the pros and
cons of treatments.

Women who had been hysterectomised felt their
doctors had not prepared them for menopause
beforehand: "I was very angry about the lack of
preparation for the (menopausal) changes |
experienced after my operation."

Other

Comments

*This links to generic treatment guidelines.

Limitations

Very poor reporting of method.

It was not clear how many researchers
were involved in the data collection or
analysis.

No standardised analytical method was
reported.

In spite of the above limitation, thorough
descriptions of women's views are
reported.

Quality checklist
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Study details

Full citation

Hallowell,N., A qualitative study of the
information needs of high-risk women
undergoing prophylactic
oophorectomy, Psycho-Oncology, 9,
486-495, 2000

Ref Id

303722

Country/ies where the study was
carried out

UK

Study type

Qualitative (content)

Summary of study

Sample randomly selected from electoral role.
Focus group participants were selected to
proportionately represent different HRT statuses
(used successfully, used unsuccessfully, never
used, had changed doctors in serch of HRT).
Exclusion criteria

Intervention

None

Data collection

Allocation to 7 focus groups was based on
knowledge and experience of HRT to maximise
homogeity of groups.

The relevant semi-structured FG topic was
'‘Current access to information and recommended
improvements."

The FGs were facilitated two researchers:one
moderator and one scribe.

Data analysis

A summary of statements made during focus
groups were compiled by the scribe and checked
for completeness by the the moderator and other
members of the research team.

This data was then analysed for themes.

Aim of the study

To determine the information needs of women
who had undergone surgical menopause (bilateral
oophorectomy).

Characteristics

Mean (range) or n(%)

Age
44.4 (32 to 62)

Age at surgery
38.8 (31 to 45)

Time since surgery
5.5 (0.5 to 25)

School leaving age

15-16: 17 (74%)

17-18: 3 (13%)

Occupational diplomas/further education
2 (9%)

Degree

1 (4%)

Inclusion criteria

Results

Results relevant to protocol

6 women could not recall being told they would
need HRT before surgery. For instance, a doctor
gave a woman ‘a patch' to ‘change on Sunday’, but
did not tell her what it was.

Women needed to have known that their
oestrogen would fluctuate and they might have
menopausal symptoms following surgery as none
were told this. They also needed to have known
how long to take HRT for (some HCPs did not
know this). They would also like to have been
informed of the likely cost of prescriptions for HRT
as money was an issue and they had assumed it
would be free.

Although most women were informed that they
would have to take HRT following surgery, many
said this was the only information they received:
"My information from the hospital was about the
operation ...it just tells you what it does. That was
it. It didn't say - it said a bit about, you will be given
HRT, and that was it."

Other

Comments

Recommendations include gynaecology
nurses to be available for information-
provision both pre and post surgery.
Limitations

The authors note a potential for sample
bias in that women with issues about
information provision might have been
more likely to take up the offer of a
interview, (but this is similar in other
interview studies).

Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies

Is a qualitative approach appropriate? Yes
How well was the data collection carried
out? Well reported

Were the methods reliable? Yes,
standardised with citations.

Are the data 'rich'? Reasonably

Is the analysis reliable? Yes

Is the role of the researcher clearly
described? Yes
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Study details

Full citation

Hunter,M., O'Dea,l., An evaluation of
a health education intervention for
mid-aged women: five year follow-up

Summary of study

- Prophylactic bilateral oophorectomy before age
46

- Pre-menopausal prior to surgery

- No previous history of cancer

- 2 or more relations with ovarian cancer
Exclusion criteria

Not reported

Intervention

None

Data collection

Recruitment was conducted from the UK Co-
ordinating Committee for Cancer Research's
Familial Ovarian Cancer Register.

Invited to respond: N = 33

Recruited: N = 23

Recruitment ceased once saturation was reached
in the data analysis.

Women were asked, by interview, a series of
questions on their understanding of ovarian
function and menopause. They were also asked
for their understanding and recall of information
they received pre and post surgery, the sources of
this information and what further information they
wanted or needed.

Data analysis

Following transcription of interview tapes,
thematic analysis was undertaken.

The data were indexed on a case by case basis,
which allowed patterns and relationships between
codes to emerge within the dataset.

Coding was refined by comparing interviews and
identifying deviant cases (Silverman 1993).

The resulting set of categories were then
collapsed into higher order themes (including
Knowledge of the menopause and Information
needs).

The analysis was then validated by the
respondents.

Some frequency data were reorded, not to
indicate a hierarchy of import, but to summarise
the data.

Aim of the study

An evaluation of the long term impact of a
healthcare intervention in primary care for pre-
menopausal women.

Results

Only 1 woman recalled being given a choice about
the different forms of HRT. 3 women were not
given a choice about HRT, with 1 having a
hormonal patch inserted under anaesthetic.
Women wanted the information to make the
decision for themselves. Women with implanted
patches had to delay decision-making by 6
months.

There was a conflict between information given by
gynaecologists and information given by GPs.

The researchers compared a drop in HRT
compliance (after 18 months) with an American
study with a 100% compliance. They infered this
as being a result of poor information provision
regarding risks of surgically induced menopause
i.e. cardio-vascular incidents and osteoporosis
(Schrag et al., 1997).

Results relevant to protocol

Knowledge of menopause (mean * SD):
Intervention: 5.16+2.23; Control: 3.74+2.11
The intervention group had significantly greater

Other

Comments

Limitations

No measurement of pre-intervention
knowledge reported (this may be because
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of effects upon knowledge, impact of
menopause and health, Patient
Education and Counseling, 38, 249-
255, 1999

Ref Id

303830

Country/ies where the study was
carried out

UK

Study type

Quanti (RCT). Method

Full citation

Kiatpongsan,S., Carlson,K.,
Feibelmann,S., Sepucha,K., Decision
aid reduces misperceptions about

Summary of study

Characteristics

Post-intervention: n = 45

Post-control: n = 41

Peri-menopausal: 55%

Post-menopausal: 12%

Taking HRT: 29%

There were no significant group differences in
terms of socio-demographic/menopausal status.
All women had been pre-menopausal during the
intervention-phase of the study (as it was a
preventative intervention).

Inclusion criteria

Women aged 50. All women had been in the
study for 5 years, and had been exposed to either
the intervention or control in 1991.

Exclusion criteria

Pre-menopausal

Intervention

Two 90 minute workshops which included:

Health education (information about the
menopause, self-help and medical treatments)
Discussion of expectations and beliefs about
menopause

General health (reducing stress, exercise,
smoking and diet).

Data collection

Questionnaires sent: N = 86

Returned questionnaires: N = 78 (91% response
rate)

Sample: N = 68 (10 excluded for being pre-
menopausal).

4 questionnaires were self-administered: Socio-
demographic questions; knowledge about
menopause (Hunter and Liaho 1994); Menopause
Representation Questionnaire (O'Dea and Hunter
19?), and Women's Health Questionnaire (Hunter
1992), and an evaluation of study-participation.
Data analysis

Mean questionnaire scores (with SDs) were
calculated for each group. The significance of
differences in outcome between groups was
measured with t-tests and chi-square tests.

Aim of the study

To evaluate the role of an up-to-date decision aid
(DA) a 44-minute DVD and booklet in improving
women's knowledge of menopausal symptom

Results
knowledge than the control group (t=2.57; df=65;
p<0.01)

Influene of study on experience of the menopause:
Intervention: 4.15+0.83; Control: 3.38+1.36

The intervention group said study-participation had
influenced their experience of the menopause to a
significantly greater extent than the control group
(t=2.46; df=66; p<0.01)

% of intervention group who rated the course as
follows:

Helpful: 88; Informative: 92; Optimistic: 86.5;
Supportive: 96; Helped deal emotionally with
menopause: 75; Helped deal with practical aspects
of menopause: 87

Results relevant to protocol
Knowledge scores
Mean difference (95% CI) between the two arms

Other

women were pre-menopausal then).

No overall quality-of-life score.
Ambiguous outcome = 'influence' of
menopause (no % given for the extent to
which this was positive.

Quality checklist

NICE appendix C methodology checklist
for RCTs:

A. Selection bias (systematic differences
between the comparison groups): None.
Good response rate from the original
women.

B. Performance bias (systematic
differences between groups in the care
provided, apart from the intervention under
investigation): Unclear

C. Attrition bias (systematic differences
between the comparison groups with
respect to loss of participants):

None (though a 4:1 ratio of women were
peri-menopausal (compared with post-
menopausal)

D. Detection bias (bias in how outcomes
are ascertained, diagnosed or verified):
Seriously biased because it is not known
what other events had taken place over the
5 years since the study started. The
researchers analysing the data were not
reported as blinded. The researchers had a
strong interest in both the intervention and
the questionnaires. Outcomes were often
ambiguous (see Limitations).

Comments

Sample size: 100 participants required in
each of the four arms to detect a difference
in total knowledge of 6% assuming a
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Study details

hormone therapy: a randomized
controlled trial, Menopause, 21, 33-38,
2014

Ref Id

303976

Country/ies where the study was
carried out

USA

Study type

Quantitative RCT (method)

Results

Total knowledge score

5.8 (2.310 9.3)

P=0.001

DA arm: Mean 63.3% (SD 18.4%)
Control arm: Mean 57.5% (SD 16.4%)
Age P=0.001

51+5.1; 51+5.5

Summary of study

management, benefits of HT and risks of HT.
Characteristics

Control arm (n=213); DA arm (n=188)
Mean+SD or n(%)

Risks of HT subscore
Race 2.1(-3.0t07.2)
White: 131(61.5); 120(64.5) P=0.422
Black: 58(27.2); 47(25.3) Benefits of HT subscore
Other: 15(8.1); 21(9.9) 4.2 (0.03 to 8.5)

Unkown: 4(2.2); 4(1.4) P=0.048
General menopausal symptom managment
Education subscore
Higher than college graduate: 34(16.0); 28(14.9) 11.0 (5.3 t0 16.6)
College graduate: 44(20.7); 40(21.3) P<0.001

Some college: 74(34.7); 84(44.7)

High school or less: 49(23.0); 28(14.9) The DA arm had greater knowledge of
menopausal symptom management than the
control arm.

Scores on knowledge about HT risks were not

different between arms.

Income US$

<30,000: 89(41.8); 71(37.8)

>60,000: 54(25.4); 59(31.4)

Inclusion criteria

- Aged 40 to 60

- Menopausal symptoms

- Discussed symptom management with their
healthcare providers within the past 12 months or
had taken any medicine or supplements to
manage their menopausal symptoms

Exclusion criteria

Prior diagnosis of breast cancer Surgically or
medically induced menopause (ovaries removed)
Intervention

Used a 2x2 factorial design.

Participants were assigned to one of four arms
(with DA or without DA; telephone survey
administered either by an interviewer or by an
automated voice recognition system).

All participants were suryed by telephone 2 weeks
after enrolling or receiving the DA.

Assigned to one of four arms in blocks of four, in
sequential order with the blocks, until all eligible
participants had been assigned to an arm.

DA
44-minute DVD and booklet "Managing

Other
common SD of 20% with 80% power.

Assignment:

- Control & interviewer n=128

- Control & voice recognition n=127
- DA & interviewer n=130

- DA & voice recognition n=130

Analysed:

- Control & interviewer n=115

- Control & voice recognition n=98
- DA & interviewer n=102

- DA & voice recognition n=86

Participants received a small incentive
payment for participation (US$10 to
US$20).

Limitations

The study staff were not blinded to
assignment arms.

Reasons for comparing a survey
administered by an interview or automated
voice recognition system appear irrelevant
to the aim of the study.

Quality checklist

NICE appendix C methodology checklist
for RCTs:

A. Selection bias (systematic differences
between the comparison groups): None
B. Performance bias (systematic
differences between groups in the care
provided, apart from the intervention under
investigation): None

C. Attrition bias (systematic differences
between the comparison groups with
respect to loss of participants): Yes: 42
participants lost to follow-up in the control
arm and 72 participants lost to follow-up in
the DA arm.

D. Detection bias (bias in how outcomes
are ascertained, diagnosed or verified):
None
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Study details

Full citation

Legare,F., Stacey,D., Dodin,S.,
O'Connor,A., Richer,M., Griffiths,F.,
LeBlanc,A., Rousseau,J.L., Tapp,S.,
Women's decision making about the
use of natural health products at
menopause: a needs assessment and
patient decision aid, Journal of
Alternative and Complementary
Medicine, 13, 741-749, 2007

Ref Id

227793

Country/ies where the study was
carried out

Summary of study

Menopause: Choosing Treatments for Menopause
Symptoms" (2008 Health Dialog, Informed
Medical Decisions Foundation).

Provides evidence based information about
symptoms of menopause, treatment options
including HT, nonhormone prescription
medications, herbal remedies and lifestyle
changes, the benefits and risks of each treatment
option, and vignettes about how women with
menopause symptoms made decision about
treatment options.

This DA scored 23 out of 25 points in the IPDAS
quality criteria.

Data collection

The knowledge test included 13 questions
covering general menopausal symptoms and the
benefts and risks associated with HT.

Data analysis

Calculated the total knowledge score by summing
up the number of correct responses, dividing by
the total number of items.

Missing items were considered incorrect.

Any respondent who had more than half of the
knowledge items missing was not given a score.
Student t-test was used to compare mean scores
in the control and DA arms.

For missing items from responders, calculated
knowledge scores using nonskipped items only
and reran the analysis.

For nonresponders, used a conservative estimate
of mean knowledge score for the control arm and
reran the analysis.

Aim of the study

To identify the decision-making needs of women
about the use of natural health products (NHP)

Characteristics
N = 40

Median age (range)
56 (44-67)

Education, %
Secondary education or less: 12.5
Post-secondary education: 87.5

Results

Results relevant to protocol

Women were ambivalent regarding doctors as
sources of information: sometimes women were
given all the information they needed from their
physician, but they did not understand it.

Women wanted information from doctors to be free
from the doctor's own strong opinions.

They wanted information to be objective, reliable
and credible.

Internet not considered a useful source of
information because women needed help to
distinguish what information is science from
information that is marketing (especially re

Other

Comments

Limitations

Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies

Is a qualitative approach appropriate? Yes
How well was the data collection carried
out? Unclear how 'informants' were
involved in the process.

Were the methods reliable? Yes

Are the data 'rich'? No

Is the analysis reliable? Yes
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Study details
Canada

Study type
Qualitative (method)

Full citation

Legare,F., Dodin,S., Stacey,D.,
Leblanc,A., Tapp,S., Patient decision
aid on natural health products for
menopausal symptoms: randomized
controlled trial, Menopause

Summary of study

Decision making, n

Preferred role in decision:

Prefer to make decision alone: 12.5

Make decision with advice from doctor: 55
Share decision with doctor: 25

Prefer doctor to make decision alone: 0

Inclusion criteria

- Aged 45 to 64

- Peri or postmenopausal women from 2 cities in
Ottawa

- Considering the use of NHP for menopausal
reasons

A purposeful sampling stratergy sought to recruit
15 key informants representing groups of
individuals who may advise and/or guide women
on use of NHPs (e.g. physicians, nurses,
pharmacists etc). To recruit these a snowball

approach was used by asking "well suited people"

in each group to identify potential individuals.

Exclusion criteria

Not reported.

Intervention

N/A

Data collection

Women were recruited by local media (radio,
newspapers, notice boards) and word of mouth.
6 focus groups and individual interviews with
semi-structured guestions.

The questions were from a standardised
schedule: OSDF (Cranny 2002).

Data analysis

Content analysis was carried out on the
transcripts of interviews and focus groups.
Women were sent their transcripts with a
summary of the themes in order to verify the
accuracy.

Resulting categories were tabulated alongside
illustrative quotations.

Aim of the study

To evaluate the impact of a patient decision aid
(PDA) regarding the use of natural health
products (NHPs) at menopause on decision
conflict, knowledge of NHPa, congruence
between values and choice, persistence with an

Results
internet).

3/6 focus groups agreed they wanted education
sessions (with a telephone information line).

2/5 focus groups agreed they wanted a trustworthy
website as a way of providing information.

Difficult decisions about the use of NHPs at
menopause identified by focus groups:
What to take and which product?

Whether or not to take NHPs

Take nothing at all?

HRT or NHP?

NHP in combination with HRT?

Who to consult

Changing from HRT to NHP

Information sources focus groups said they
needed:

- Education sessions

- Telephone line

- More time with doctor

- Trustworthy website.

Results relevant to protocol

Pre intervention; post intervention; p value
Mean+SD

Control group n=41

PDA group n=43

Other

Is the role of the researcher clearly
described? Yes

Comments

Sample size: 35 women in each group
required to detect a 0.4 improvement in the
DCS with a power of 80% and alpha=0.05.
Taking into account possible dropouts
(30%) aimed at recruiting 100 women.
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Study details

International, 14, 105-110, 2008
Ref Id

304075

Country/ies where the study was
carried out

France

Study type

Quantitative RCT (method)

Summary of study

option, intention to disclose the use of NHPs to a
physician or a pharmacist and intention to use
decision support interventions in the future.
Characteristics

Control group (n=41); DA group (n=44)
Mean+SD or n(%)

Age
53.4+3.9; 54.3+4.7

Education

No high school diploma: 2(5); 9(20)

High school diploma: 21(51); 19(44)
College/university diploma: 18(44); 16(36)

Personal or household income, CAN$
<30,000: 4(10); 5(11)
260,000: 23(56); 20(45)

Curent use
HT: 13(32); 11(25)
NHPs: 20(49); 25(57)

Menopausal

30(73); 32(73)

Inclusion criteria

- Aged 45 to 64 years

- Suffering from symptoms of the menopause
- Considering NHPs for their menopausal
symptoms

- Able to read, understand and write French at
grade 8 level

- Capable of giving free, informed consent for their

participation

(Did not exclude women who reported using
NHPs because they can reconsider their choice)
Exclusion criteria

€ Women who reported symptoms for which

there was no precise diagnosis € Owners and/or

managers of natural health food stores €
Pharmaceutical companies or pharmacies €
Women with a close relationship with a study
investigator

Intervention

Randomisation

A biostatistician used computer generated

Results

DCE score

Total score

Control group: 2.60+0.84; 2.08+0.61; p<0.0001
PDA group: 2.47+0.69; 1.92+0.57; p<0.0001
Uncertainty subscore

Control group: 2.93+1.10; 2.33+1.01; p<0.0001
PDA group: 2.68+1.04; 2.06+0.92; p<0.0001
Inadequate knowledge subscore

Control group: 2.98+1.16; 2.37+1.04; p=0.0022
PDA group: 2.71+1.00; 2.19+0.91; p=0.0060

Improvement in knowledge test
Control group: 0.86+1.77 p=0.002
PDA group: 0.51+1.47 p=0.031
Difference between groups: p=0.162

Other

Limitations

The six stage process described in the DA
intervention describes how the DA works
but does not describe the content.

43 participants had a personal or
household income 260,000 CANS$.

45 participants were already using NHPs.
Quality checklist

NICE appendix C methodology checklist
for RCTs:

A. Selection bias (systematic differences
between the comparison groups): None

B. Performance bias (systematic
differences between groups in the care
provided, apart from the intervention under
investigation): Unclear

C. Attrition bias (systematic differences
between the comparison groups with
respect to loss of participants): 45
particpants in each group were enrolled, 41
completed the study in the control group
and 43 completed the study in the DA
group

D. Detection bias (bias in how outcomes
are ascertained, diagnosed or verified):
None
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Study details

Summary of study Results
unequal blocks.

Sealed envelopes containing one of the two

interventions were prepared by another individual

external to the study.

The investigators and research assistants

involved in data collection and analysis were

blinded to the participants' assignment.

Paper-based PDA

Developed by their research team using
International PDA standards and the Ottawa
Decision Support Framework.

It consisted of a six stage process: be clear about
the decision made, get the facts based on the
best evidence avaliable, identify the avaliable
questions, clarify what is important, select the role
in making the decision and the next steps.

Control group

Paper-based general information brochure
distributed by a community-based women's group.
Focued on the physcological aspects on a diverse
range of ways to manage these.

It did not focus on making a decision regarding
the use of NHPs for menopausal symptoms, but
mentioned a few aspects regarding a smaller
number of NHPs than the PDA.

It did not assess risks and benefits regarding
NHPs that had been identified.

It did not address the lack of presence of evidence
regarding the NHPs.

Women were given two weeks to use their
intervention, as a reminder women were given a
call after the first week.

Data collection

The DCS comprised of 16 items divided into
subscales: uncertainty, inadequate knowledge,
unclear values, lack of support and ineffective
choice.

Each item is measured on a Likert scale from 1
(strongly agree) to 5 (strongly disagree).

The total DCS score was obtained by summing up
the 16 items and dividing by 16, resulting in a
score which ranged from 1 (low decision conflict)
to 5 (high decision conflict).

Other
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Study details

Full citation

Liao,K.L., Hunter,M.S., Preparation for
menopause: prospective evaluation of
a health education intervention for
mid-aged women, Maturitas, 29, 215-
224, 1998

Ref Id

304101

Country/ies where the study was
carried out

UK

Study type

Quantitative RCT (method)

Summary of study

Knowledge of NHPs was assessed with a 10 item
test on a response scale of yes (correct answer),
no and unsure (wrong answer).

The knowledge score was obtained by summing
up the 10 items: 0= no correct answers to 10= all
correct answers.

The last data collection was preformed at the end
of the second week, during a telephone interview
conducted by a research assistant who was
blinded to the intervention group.

Data analysis

A paired t-test was used to compare the results
within each group.

intention-to-treat analysis was performed.
Analysis of covariance (ANCOVA) was used to
compare results between each group while
controlling for baseline scores.

Aim of the study

To assess the effects of a health education
intervention on knowledge of menopause 3
months and 15 months later, and to assess
whether the intervention would modify overly
negative beliefs and menopause and health
related behaviours.

Characteristics

Education group (n=45); control group (n=41);
second control group (n=44)

White British, %
76; 78; 79

Employed, %

89; 88; -

Inclusion criteria

45 year old women (born 1946) registered at 5
general practices in south London

Exclusion criteria

€© Taking HRT € Post-menopausal
Intervention

50 women were randomly allocated to a second
control group to be contacted at a later phase of
the study to control for the effects of completing
questionnaires by the original control group.

Intervention
The preparation intervention consisted of two

Results

Results relevant to protocol
Knowledge score

Mean+SD

Baseline; 3 months; 15 months

Education group: 2.58+1.80; 5.56+2.60 ab;
5.19+2.06 ab

Control group: 2.71+2.05; 3.05+2.08; 3.03+1.91 b
Second control group: -; -; 3.52+2.04

a Significant within-group difference p<0.000
b Significant between-group difference p<0.001

Other

Comments

106 out of 178 returned questionnaires
giving a response rate of 60%.

11 of the 106 were excluded based on the
criteria.

Sample size at: baseline; 3 months; 15
months

Education group: 45; 44; 43

Control group: 41; 3; 35

Second control group: -; -; 44

Limitations

Knowledge score not described in detail.
Control intervention and randomisation not
described.

Few baseline demographics are reported.
Unclear if pre and peri menopausal women
are included.

Quality checklist

NICE appendix C methodology checklist
for RCTs:

A. Selection bias (systematic differences
between the comparison groups): Unclear
B. Performance bias (systematic
differences between groups in the care
provided, apart from the intervention under
investigation): Unclear

C. Attrition bias (systematic differences
between the comparison groups with
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Study details

Summary of study Results
educational sessions.

Every 15 minute talk was followed by a 10 to 15

minute question and discussion session by the

group.

Group sizes varied between 4 and 8.

The two sessions each lasted 1.5 hours.

Workshop 1

- Warm-up exercise where each woman talked
briefly about her concerns

- "Menopause: facts and myths" talk on the
menstrual cycle, hormonal and menstrual
changes, hot flushes and vaginal changes, birth
control and health issues in the post menopause
(e.g. osteoporosis)

- "Preparing for menopause" talk with particular
attention to diet, exercise, smoking, alcohol,
managing tension and stress

- Homework: read handout, note questions and
consider a health behaviour target

Workshop 2

- Feedback and queries on the last session and
handout

- "Self-help and treatment at menopause" talk on
self-help for hot flushes, relaxation, vaginal
remedies, peer support, alternative therapies, the
facts and myths of HRT

- "Changing lifestyle" talk on goal-planning,
sustaining effort and what to do if we lose interest
- 20 minute practice session on goal-planning with
example targets from participants

Handout

- Information on topics discussed in greater detail
- Audio-cassette on stress and relaxation

- Worksheets to aid goal-planning

- List of useful addresses and telephone numbers

Data collection

Knowledge was assessed using 10 mulitple
choice items chosen from Hunter et al., 1994 &
Liao et al., 1995. A score of 1 was given to each
correct response and 0 for each incorrect
response resulting in a total score from 0 to 10.
Data analysis

For related samples t-tests were used to examine

Other

respect to loss of participants): 6
participants in the control group were lost
at the 15-month follow-up

D. Detection bias (bias in how outcomes
are ascertained, diagnosed or verified):
None
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Study details

Full citation

Mahon,S.M., Williams,M., Information
needs regarding menopause. Results
from a survey of women receiving
cancer prevention and detection
services, Cancer Nursing, 23, 176-
185, 2000

Ref Id

295079

Country/ies where the study was
carried out

USA

Study type

Quanti. Method & Content

Summary of study

within-group differences in the knowledge score.
Independent t-tests (post-hoc sheffe) and analysis
of variance (ANOVA) examined between-group
differences.

Aim of the study

To describe women's information needs at
menopause, and evaluate an education brochure.

Characteristics

N =161

Age range: 26 -69 (mean 48)

Self-identified menopause (or might have
menopause): n = 86 (55%)

Pre-menopausal: n = 69 (45%).

Inclusion criteria

Women attending a cancer screening and
wellness centre who were given a copy of the
brochure to read (questionn.

Exclusion criteria

Intervention

The brochure, Understanding menopause and
beyond was developed as an adjunct to patient-
education regarding menopause (rather than a
sole source).

The manual was developed by 4 doctors (different
specialties), a psychologist and a nurse.

The brochure contained information on
menopause-definition, symptoms & risk factors,
HRT (benefits and side-effects), community-
resources, suggested reading, and information to
share with 'my"' doctor.

Data collection

The brochure was evaluated by self-administered
questionnaire.

The women were a convenience sample of
women seeking wellness services and education
from a nurse-managed cancer screening centre in
an urban mid-western city.

Women were asked to spend 5 minutes
completing 10 multiple-choice questions which
had been slotted into brochures given out at the
centre.

Questionnaires distributed: N = 200

Returned questionnaires: N = 161

Data analysis
Percentages of the women who found each topic

Results

Results relevant to protocol

Proportions of women who found the the brochure-
information valuable in the following ways N (%)
Risk factors for osteoporosis: 70 (45)

Risks of HRT: 45 (71)

Benefits of HRT: 54 (35)

Expected tests at menopause: 29 (19)

Risk factors for breast cancer: 24 (15)

Physical and emotional changes at

menopause: 19 (12)

Self-management techniques: 28 (18)

Risk factors for uterine cancer: 15 (24)

Risk factors for heart disease: 10 (6)

Definition of menopause: 11 (7)

Information about VSM was not seen as important
by the women, which the authors noted as a
departure from previous interviews.
Pre-menopausal women were more likely to prefer
information on 'natural' remedies to HRT. Post-
menopausal women were more likely to prefer
HRT information. Pre-menopausal women were
more likely to discuss the risks and benefits of
HRT, osteoporosis, BMD and heart disease. In
contrast, post-menopausal women seemed more
focused on discussing these and non-hormonal
treatments.

Women felt the information in the brochure would
motivate a discussion with a healthcare provider.
Nearly 1/3 of post-menopausal women still had
guestions and concerns related to the risks of
HRT.

Other

Comments

The brochure was intended to promote the
seeking of further information from
clinicians rather than be a standalone
intervention.

The population was women receiving a
cancer detection service.

Limitations

No objective assessment of women's
knowledge pre and post intervention.
Women's level of knowledge pre-
intervention was self-judged subjectively
and retrospectively.

Informal methodology, e.g. no powering,

no comparator, minimal characteristics-list.

Strong risk of bias.
Quality checklist
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Study details

Full citation

Mingo,C., Herman,C.J., Jasperse,M.,
Women's stories: Ethnic variations in
women's attitudes and experiences of
menopause, hysterectomy, and
hormone replacement therapy,
Journal of Women's Health and
Gender-Based Medicine, 9, S27-S38,
2000

Ref Id

304293

Country/ies where the study was
carried out

USA

Study type

Qualitative

Full citation

Murray,E., Davis,H., Tai,S.S.,
Coulter,A., Gray,A., Haines,A.,
Randomised controlled trial of an
interactive multimedia decision aid on
hormone replacement therapy in
primary care, BMJ, 323, 490-493,

Summary of study

important were calculated and tabulated.

Aim of the study

To increase understanding of women's midlife
changes

Characteristics

N = 165 (49 white, 75 non-white)

Mean age

Non-Hispanic white (n=29): 49
Hispanic (n=70): 50

Navajo (n=57): 59

Menopause status

Pre/peri: 139

Natural: 89

Surgical: 182

Pending surgical: 11

Inclusion criteria

Women who self-identified as peri, post or
currently menopausal recruited between Jan 1996
and March 1997.

Exclusion criteria

Intervention

None

Data collection

Bilingual (Spanish, English and Navajo)
researchers ran 23 focus single-ethnicity focus
groups using open-ended ethnographic
techniques. The diversity of cultures meant that
structured questions would have been culturally
biased.

They were asked: "Tell me about your
menopause/hysterectomy experience". This was
because 'story-telling' was considered the natural
way in which women communicate.

Data analysis

QSR NUD*IST (non-numerical unstructured data
indexing searching and theorizing) was used to
code, identify and explore relationships and
patterns, and compare/contrast

Aim of the study

To determine whether a decision aid on hormone
replacement therapy influences decision-making
and health outcomes.

Outcome measures included decisional

conflict scores, menopausal symptoms and
perception of who made decisions.

Results

Results relevant to protocol

The women felt health professionals (HPs)
'ligitimised' a very limited number of their
perimenopausal concerns. Symptoms which
women felt were menopausal were disregarded as
ageing. Women felt they needed information on
more than the 'core' symptoms of menpause
(change in menstrual pattern, hot flushes, vaginal
dryness, urinary incontinence). They would like
HPs to give them information on memory loss,
changes in skin, ‘feeling blue', tender breasts,
metalic taste, hot feet, burning head, mental
lapses, formication (‘bugs crawling'), chills, shape-
changing, weight-gain, moodiness (‘hating your
husband'), change in libido and muscle pain
(including waist).

"I want to get the names of all these people who
would actually give (HRT) out."

Women in some ethic populations (e.g. Mexican)
benefited from learning about the menopause in
peer groups: "The idea was to develop leaders, so
the group is led by women of the area. When we
spoke about sexuality, everyone was very quiet,
everyone looked around to see who would speak
first. What's worked for us is that we tell our story
to the rest. Then everyone opens up and builds
trust and confidence. Then they realise that
(friends) have the same problem, but they never
talked about it. The thing is (non white) women are
more submissive...we have many taboos. We
haven't woken up."

Women found it helpful to have a gynaecologist
who gave information about coming off HRT.
Some did not give information on discontinuing
and some did.

Results relevant to protocol

Acceptability of decision aid to women

n = 101 (%)

Effect on difficulty of decision making:
Easier to decide 56 (54)

Neither easier nor harder to decide 37 (36)
Harder to decide 8 (8)

Other

Comments

Limitations

No citation for women-as-story-tellers
evidence.

Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies

Is a qualitative approach appropriate? Yes
How well was the data collection carried
out? Well, though no evidence for
elicitation method.

Were the methods reliable? Yes

Are the data 'rich'? Yes

Is the analysis reliable? Yes, though
translating from different languages may
have affected accuracy.

Is the role of the researcher clearly
described?

Comments

Funded jointly by BUPA and King's Fund.
Limitations

Researchers not blinded and
randomisation unclear.

Quality checklist

A. Selection bias (systematic differences
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Study details

2001

Ref Id

256774

Country/ies where the study was
carried out

UK

Study type

Quantitative RCT (method)

Summary of study

Characteristics

Referred by GPs: N = 259

Randomised: N = 205 (n = 102 in each arm)

Intervention group; control group

Mean age (years)
50.75; 50.11

Ethnicity, white
95 (92); 93 (93)

Educated to secondary level

40 (39); 24 (24)4340

Educated beyond secondary level
63 (61); 78 (77)

Mean (SD) decisional conflict score:
Uncertainty: 3.61 (0.73); 3.69 (0.87)

Factors contributing to uncertainty: 2.70 (0.45);
2.65 (0.46)

Inclusion criteria

Women on lists of GPs in two urban (Oxford and
London) areas and one suburban (Harrow)

and one semi-rural (Thame and the Chilterns).
Peri-/menopausal and needing to make a decision
to start, stop or continue using HRT.

Good knowledge of English.

Exclusion criteria

Women with contraindication to hormone
replacement therapy or if they had breast or pelvic
cancer, severe visual or hearing impairment, or
severe learning difficulties or mental illness.
Intervention

An interactive multimedia programme, with
booklet and printed summary.

16 information comprised quantified probabilities
of the risks and benefits of hormone replacement
therapy taken from systematic reviews and other
published data available in 1996 and updated in
1998.

Topics discussed were menopausal symptoms,
mood changes, skin changes, changes in energy,
vaginal dryness, changes in libido, heart disease,
osteoporosis, breast cancer, and

endometrial cancer.

Results

Effect on understanding of issues around hormone
replacement therapy:

Understand more 88 (87)

Understand same 13 (13)

Understand less O

Decisional conflict scores at three months
Mean(SD) and mean difference

Uncertainty

Intervention group 3.1 (1.0)
Control group 3.4 (1.1)

MD (95% Cl) -0.3 (-0.7 to -0.04)

Factors contributing to uncertainty
Intervention group 2.4 (0.5)
Control group 2.8 (0.6)

MD (95% CI) -0.4 (-0.5 to -0.2)

Perceived effective decision making
Intervention group 2.2 (0.6)

Control group 2.5 (0.7)

MD (95% Cl) -0.3 (-0.5 to -0.2)

Total decisional conflict score
Intervention group 2.5 (0.5)
Control group 2.8 (0.6)

MD (95% ClI) -0.3 (-0.5 to -0.2)

Other

between the comparison groups): None
B. Performance bias (systematic
differences between groups in the care
provided, apart from the intervention under
investigation) Uncertain

C. Attrition bias (systematic differences
between the comparison groups with
respect to loss of participants) None

D. Other bias: Uncertain - Possible bias
from part-private funding. Subjective data
collection. Non-blinded study.
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Study details

Full citation

Roberts,P.J., The menopause and
hormone replacement therapy: views
of women in general practice receiving
hormone replacement therapy, British
Journal of General Practice, 41, 421-
424, 1991

Ref Id

304622

Country/ies where the study was
carried out

UK

Study type

Quali and quanti. (method)

Summary of study

After viewing the programme the patients

were given a summary of the information; a copy
was also sent to their general practitioners.

Data collection

Data collected from women at baseline and at 3
months after randomisation, by self-administered
questionnaire.

Data analysis

A retrospective calculation showed that the power
to determine the observed difference in decisional
conflict score between the two groups at the final
assessment was 95% at the 5% significance
level.

Comparison were made of the change in scores
from baseline to final assessment for the MenQol
and Spielberger scales between study groups,
and comparison of decisional conflict score was
made between the two groups at three and nine
months.

Data was based on intention to treat. Sample
powering reported.

Aim of the study

To explore women's expectations of the
menopause and their attitudes towards it, and
women's sources of information about HRT, their
accuracy of knowledge, and their expectations of
HRT.

Characteristics

Questionnaires returned: N = 64

Mean age (range)
50 (34-65)

Hysterectomies, n(%)
26 (41)

Class (based on the 1981 census)

A smaller proportion of women in this study were
found to be in social classes 1 and 2 as compared
with the north west region (16% versus 24%).
61% of women were in social class 3N and 3M
compared with 41% identified in the census in the
north west region.

Inclusion criteria

- Aged 40 - 65

Results

Results relevant to protocol

37% of women wanting information would like to
have known the long term effects of HRT, and
26% would have liked information about the
optimal duration of therapy.

When asked what worries about HRT they had (in
an information-receiving context), 2% said Weight
gain. No other specific worries were mentioned.

The largest proportion of women (61%) sourced
information from the Media (TV, magazines,
newspapers etc). The authors concluded

that women often find this innacurate, and that
doctors should be aware of what women are
reading.

Surgically menopausal women had not received
information from their gynaecologists during
surgery-contact. This was in spite of 81% of
women saying they would like to have received
information before the onset of menopause.

Other

Comments

Questionnaires were given to 95 women
and 64 replies were received giving a
response rate of 67%.

This authors had a keen consciousness of
the influence of class on their population
sample and survey-responses. However,
this was compromised by their use of a
non-standardised social demographic
nomenclature with no citations.

Limitations

This study had good data on

different sources of knowledge, but did not
stratify the women's knowledge-gained
data accordingly, this meant the amount of
knowledge gained could not be linked to its
source.

No analysis of variance.

Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies

Is a qualitative approach appropriate? Yes
How well was the data collection carried
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Study details

Full citation

Rostom,A., O'Connor,A., Tugwell,P.,
Wells,G., A randomized trial of a
computerized versus an audio-booklet
decision aid for women considering
post-menopausal hormone
replacement therapy, Patient
Education and Counseling, 46, 67-74,
2002

Ref Id

304651

Country/ies where the study was
carried out

Canada

Study type

Quantitative RCT (method)

Summary of study Results
- Using HRT

- Registered with one named GP practice in

Wigan

Exclusion criteria

Not reported.

Intervention

None

Data collection

Data was collected over six months in 1990.
Demographic and 'views' data were collected by
self-administered questionnaires which consisted
of open and closed questions.

The first set of questions asked for background
information. The second set asked about the
women's expectations of the menopause, whether
she would have liked more information about the
menopause, and whether she had received any
other advice or treatments before commencing
HRT. The third set concentrated on HRT asking
the perceived reason for commencing it,
expectations, her sources of information and
accuracy of knowledge.

Data analysis

Means, ranges and percentages for
characteristics and survey data were calculated
and tabulated.

Aim of the study
To compare the efficacy of an interative
computerised decision aid (DA) for women

considering long-term hormone replacement

therapy, to that of a validated audio-booklet
version of the same intervention
Characteristics

Computer DA group (n=25); audio-booklet DA

(n=26)
MeanzSD or n(%), (95% CI)

Age

50.6+7.67, (47.6 to 53.6); 53.8+8.13, (50.0 to

56.9)

High school degree
6(24.0), (7.3 to 40.7); 7(26.9), 9.5 to 43.9)

University of college degree

Results relevant to protocol

Knowledge score

Computer DA group (n=25); audio-booklet DA
(n=26)

MeanzSD (95% ClI)

Pre-intervention

76.4+14.9 (70.2 to 82.5); 78.7+£16.7 (72.0 to 85.4)
Post-intervention

93.849 (90.1 to 97.5); 87.1+11.8 (82.3 t0 91.8)
Difference

17.5+13.4 (11.9 to 23.0); 8.4+13.3 (3.0 to 13.8)

Opinions on computerised DA

Formats participants felt would be best suited to
inform women about menopause and HRT:

- Booklet with or without audio 43.1% (29.5 to
57.6)

- Videotape 25% (14.4 to 39.4)

Other

out? Appropriate

Were the methods reliable? Yes
Are the data 'rich'? No

Is the analysis reliable? Unclear

Is the role of the researcher clearly
described? Unclear

Comments

Sample size estimate based on the
realistic expectations score (not extracted
for this protocol): 50 patients required to
achieve 80% power to detect a difference
of 20% in the expectations score between
the two groups

Limitations

Questions asked in the knowledge

score are not described.

Interventions may be repeated by
participants since no restrictions on the
number of times they can be completed is
described.

Follow-up time for post data collection not
described.

Quality checklist

NICE appendix C methodology checklist
for RCTs:
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Study details

Summary of study
19(76.0), (56.8 to 91.2); 19(73.1), (56.1 to 90.1)

Currently not using HRT
19(76.0), (59.3 to 92.7); 13(50.0), (30.8 to 69.2)

Menses

16(64.0), (45.2 to 82.8); 7(26.9), (9.9 to 43.9)
Inclusion criteria

- Aged 40 to 70

- Peri- and post-menopausal period

- Fully fluent in spoken and written English

- No evidence of cognitive impairment or overt
psychiatric illness

Exclusion criteria

Only inclusion criteria reported

Intervention

Randomisation was performed using a table of
random numbers and allocation concealment was
maintained through the use of consecutively
numbered sealed envelopes.

Audio DA

The HRT audio-booklet DA is a self-administered
self-paced, 40 minute audio-tape that guides a
women through a 32-page ilustrated booklet.
Provides detailed information (including their risk
factors and functional impact) about coronary
heart disease, osteoporosis, endometrial cancer
and breast cancer.

The risks and benefits of HRT are presented
along with the probabilities of disease both with
and without HRT, tailored to the individual's ris of
disease and hysterectomy status.

Computerised DA

Designed to present the validated HRT DA in a

format that is intuitive and appealing to patients,
while maintaining the exact factual content and

visual "feel" of the audio-booklet.

Presents a self-test and feedback module after

each section for participants to complete.

Data collection

Participants were recruited from various medical
clinics of the Ottawa Hospital.

Knowledge was assessed by an 11-item multiple
choice questionnaire designed to determine the

Results
- Computer/Internet 23.5% (13.2 to 37.8)
- Formats are equally effective 7.8% (2.5 to 19.7)

Other

A. Selection bias (systematic differences
between the comparison groups): None

B. Performance bias (systematic
differences between groups in the care
provided, apart from the intervention under
investigation): Unclear

C. Attrition bias (systematic differences
between the comparison groups with
respect to loss of participants): None

D. Detection bias (bias in how outcomes
are ascertained, diagnosed or verified):
Unclear - knowledge score is not described
in detail
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Full citation

Rothert,M.L., Holmes-Rovner,M.,
Rovner,D., Kroll,J., Breer,L.,
Talarczyk,G., Schmitt,N., Padonu,G.,
Wills,C., An educational intervention
as decision support for menopausal
women, Research in Nursing and
Health, 20, 377-387, 1997

Ref Id

232971

Country/ies where the study was
carried out

USA

Study type

Quantitative RCT (method)

Summary of study

patient's understanding of the symptoms and risks
of menopause and the risks and benefits of HRT.
All post-study questionnaire data were collected
within a single contact.

Data analysis

The pre- and post-changes in the knowledge
score between the two intervention groups were
analysed with an independent sample t-test with
two-sided alpha=0.05.

Statistically significant group differences were
maintained after re-analysing the data using a
non-parametric test, and after adjusting for
baseline characteristics.

Aim of the study

To develop and test a decision support
intervention to assist women to make and act on
informed decisions that are consistent with their
values in the area of menopause and HRT
Characteristics

Age

40 to 45: 37%

46 to 50: 46%

White
94%

College educated
49%

Income $
15,000 to 49,000: 40%
50,000 to 99,000: 46%

Inclusion criteria

Not reported.

Exclusion criteria

Not reported.

Intervention

Group A - brochure

Three-part brochure addressing the physiology of
menopause and self-care, the pros and cons of
HRT and communication with health care
professionals.

Group B - lecture
Three one and a half hour sessions using a
lecture/discussion combined with a question and

Results

Results relevant to protocol
Group: A; B; C
Mean=SD

Decision conflict

Time 1: not reported

Time 2: (n=89) 3.0£1.00; (n=80) 2.7+0.90; (n=83)
2.6+0.98

Time 3: (n=75) 2.6+0.91; (n=65) 2.6+0.89; (n=63)
2.7£0.97

Time 4: (n=74) 2.5+1.00; (n=65) 2.6+0.78; (n=62)
2.5+0.83

Satisfaction with provider

Time 1: (n=89) 3.5+0.68; (n=78) 3.4+0.86; (n=83)
3.4+0.77

Time 2: not reported

Time 3: (n=75) 3.6+0.76; (n=65) 3.7£0.80; (n=63)
3.5+0.68

Time 4: (n=74) 3.6x0.76; (n=65) 3.7+£0.70; (n=62)
3.6+0.75

Other

Comments

A raffle for cash prizes ($25, $50 and $75)
was offered to participants.

Limitations

Demographics not reported for each group.
Randomisation not described.

Non standardised tests used for measuring
outcomes.

Decision support 3-item subscale not
described in detail.

Quality checklist

NICE appendix C methodology checklist
for RCTs:

A. Selection bias (systematic differences
between the comparison groups): Unclear
B. Performance bias (systematic
differences between groups in the care
provided, apart from the intervention under
investigation): Unclear

C. Attrition bias (systematic differences
between the comparison groups with
respect to loss of participants): 208 out of
238 participants completed the study until
time 4

D. Detection bias (bias in how outcomes
are ascertained, diagnosed or verified):
None
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Study details

Summary of study
answer. Programme content was parallel to the
brochure.

Group C - additional activities

Personalised decision intervention which provided
information and experience in an active
involvement format. Parallel in programme B to
time and parallel to A and B in content. They were
assisted to assess their risks and values using a
Personal Risk Assessment form and a Problem
Significance Assessment form. Asked to
aggregate and combine risks and values as a
basis of their decision making using a Relevance
Chart. Given practical information and strategies
for a health care visit.

Programme instructors were members of the
Decision Making in Menopause Study research
team. Two instructors team-taught each
intervention session for programmes B and C and
attended the data collection sessions for
programme A. The clinicians were a physician
and three nurses and non clinicians were two
psychologists and a health services researcher.
Data collection

Information/knowledge of menopause was
measured using a 24-item multiple choice and
true/false scale developed for the study. Content
was taken from the interventions and included
physiological process of menopause, changes in
risk factors postmenopause, common symptoms
and their treatments, and pros and cons of HRT.
The instrument was reviewed by a panel of
experts (nurses and physicians) for content
validity and a group of lay women for face validity.

Decision conflict was measured using a 3-item
subscale of O'Connor's 1995 DCS.

Time 1 = preintervention

Time 2 = end of intervention / week 3

Time 3 = 6 months

Time 4 = 12 months

Data analysis

Missing data were handled by taking the mean of
the nonmissing values if greater than 50% of the
items were present.

Results

Other
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Full citation

Theroux,R., Women's decision making
during the menopausal transition,
Journal of the American Academy of
Nurse Practitioners, 22, 612-621,
2010

Ref Id

304938

Country/ies where the study was
carried out

USA

Study type

Qualitative

Summary of study

(The longitudinal data were analysed using
multiple regression for repeated measures, to test
differences among the three intervention groups.
Nominal variables were dummy coded).

Aim of the study

To develop a rich understanding of decision
making during or after menopause as constructed
by women.

Characteristics

Seven European women aged 48 to 58.

All participants had health insurance and were
well educated.

Inclusion criteria

- Recruited participants via brochures placed in 10
NPs offices

- Spoke English

- Experiencing changes of menopause

- Postmenopausal

- Recently made a decision about menopause
management and had discussed the decision with
an NP

Exclusion criteria

Not reported

Intervention

Qualitative interview

Data collection

The initial interviews were tape recorded and
lasted approximately 1 hour using a semi-
structured guide with several open ended
questions.

Data analysis

Audio tapes were transcribed verbatim, the
transcripts were then compared with the
auditotape for accuracy.

After each interview, the data was coded line by
line using quantitative content analysis (Downe-
Wambolt 1992) and constant comparison (Glaser
& Strauss 1967).

Similar groups were coded into categories.

After each interview new codes were compared
with previous codes across all categories to
explore new and emerging issues with
subsequent participants.

The initial 25 categories that emerged from the
data were subsumed into four major categories:
experiencing changes, searching for answers,

Results

Results relevant to protocol

Sources of information

- Women sourced information from written
materials (newspapers, magazines and books) by
popular physicians, celebrities and herbalists.

- Women who decided for or against HRT received
relevant information from the following sources:
WHI findings, Current clinical guidelines, and
Interactions with a healthcare practitioner.

- Women could not make the decision about what
information was useful and what was not because
they were unable to judge its quality.

This was particularly the case with online
information where search engines retrieved
"millions of hits on menopause".

"You need to narrow down your search, but it's
difficult when you don't know what you're looking
for."

For this reason the internet was not a primary
resource.

- All participants had heard about the findings of
the Women's Health Initiative (WHI) through media
reports, which highlighted their concerns about
HRT safety:

"I can remember when the WHI first came out,
hearing how women were running from HT. | had
the feeling that it was unsafe to go on HT, so |
needed to know more about that...| think that fear
is a huge thing for women around this whole
issue.”

- All participants reported that the NP's focus on
helping them figure out the best option for their
situation was "empowering". They valued being
treated by the NP as partners in the healthcare
process:

"It's a matter of having someone listen to you and
put all the pieces together. Women need a
comfortable place to share experiences."

Other

Comments

In this study menopause and HRT
information was only part of the issues
involved in decision-making, emotions and
family played a significant part as well.

This study seems to show that American
lay-women are familiar with the WHI and
use it as a useful resource for HRT
information.

Limitations

Results may not be generalizable from this
single NP practice.

Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies

Is a qualitative approach appropriate? Yes
How well was the data collection carried
out? Appropriate for study

Were the methods reliable? Yes

Are the data 'rich'? Yes

Is the analysis reliable? Yes

Is the role of the researcher clearly
described? Yes
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Full citation

Thewes,B., Meiser,B., Rickard,J.,
Friedlander,M., The fertility- and
menopause-related information needs
of younger women with a diagnosis of
breast cancer: a qualitative study,
Psycho-Oncology, 12, 500-511, 2003
Ref Id

304939

Country/ies where the study was
carried out

Australia

Study type

Qualitative. Content & sources

Summary of study
making the decision and womens' needs.

Aim of the study

Identify degree of satisfaction among younger
breast cancer patients with menopause
information. Identify what information they seek
and their preferred communication strategies.
Characteristics

N = 36 (invited)

N = 24 (66% participation rate)

Reasons for not taking part were busyness, lack
of interest or pain at addressing fertility issues.
Number of women with no children: 14

Inclusion criteria

18-45 years old with fluent English.

Early stage breast cancer in past 5 years and pre-
menopausal at time of diagnosis.

Exclusion criteria

Intervention

Commenced or completed chemo/radio/hormone
therapy for cancer causing early menopause,
menopausal symptoms or potential menopause.
Data collection

Focus groups, or telephone interviews if too ill to
attend FG.

Data analysis

Transcripts were thematically analysed

using ‘transcendental realism' (Miles and
Huberman 1994). This method was considered
comprehensive, explicit and protective against
threats to validity.

Results

Useful content

Women thought the information on the following
were important: Lifestyle changes to manage
symptoms; Safety of menopausal treatments
(especially HRT); Explanation/translation of recent
research results about HRT and help with
decision-making.

Results relevant to protocol

Women without children wanted information on the
impact of treatment on fertility. Fertility became a
bigger issue for women as over time (a year was
mentioned). This was because the cancer took
priority until it was abated.

Women wanted more menopause information than
they were currently getting. The biggest

concerns were not having had this information at
the right time and receiving conflicting information:
"The information didn't come until | was about to
start my chemo, or it was scattered."

"Nobody handed you anything; you had to go and
look for it."

Women wanted clarity about their fertility and
menopause status following treatment: "There was
no clear answer on anything." They wanted to
know if tests could be performed to establish these
parameters: "Even if there are no answers to my
questions, well then | want to read information
which says at this stage we don't know x,y, z."
Women wanted doctors to take seriously their
need for fertility and menopause information. They
had experienced 'discord’ with doctors over this
issue. "Aggressive" and "blase" were adjectives
used: "They (doctors) have their priorities in curing
you buth they just thought it (fertility/menopause)
wasn't that important.”

Women wanted menopause information prior to
treatment.

Most women had been given information orally
which left them feeling 'bombarded' and
‘overwhelmed' when it was immediately after
diagnosis. They felt 'something in writing' would
have made it easier to digest.

Questions which women thought were important
on reflection after treatment

Will my periods stop? How will that affect my life?
How do | know if I'm menopausal or not?

What tests diagnose menopause?

Other

Comments

Limitations

Quality checklist

Is a qualitative approach appropriate? Yes
How well was the data collection carried
out? Quite well

Were the methods reliable? Yes

Are the data 'rich'? Yes

Is the analysis reliable? Yes

Is the role of the researcher clearly
described? Fairly well
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Full citation

Walter,F.M., Britten,N., Patients'
understanding of risk: a qualitative
study of decision-making about the
menopause and hormone
replacement therapy in general
practice, Family Practice, 19, 579-586,
2002

Ref Id

305047

Country/ies where the study was
carried out

UK

Study type

Qualitative

Summary of study

Aim of the study

Uses risk discussions about the menopause and
HRT to explore women's understanding of risk
issues. The aim is to inform our comprehension of
the meaning of specific risks to the primary care
patient, and thereby to enhance risk
communication in the consultation.
Characteristics

N =40

Education, n

Some secondary education: 10

Completed O levels: 6

Completed A levels: 9

University graduate: 15

Inclusion criteria

- Recruited from two Cambridge practices

- Aged 50 to 55

- The practice computers randomly selected 30
patients from each HRT usage group (current,
never or previous) who were invited to participate
in a focus group

Exclusion criteria

GP excluded all patients with psychological,
psychiatric or chronic medical conditions
Intervention

N/A

Data collection

Using 6 focus groups including 5 to 8 participants

Results

How do | manage symptoms?

What does 'menopause’ mean?

How will treatment affect my bone density?
What does a hot flush feel like?

Can | have children during menopause?

What effect does menopause have on my body?
Who do | talk to about sexuality issues?
Preferred method of information (in order of rank):
1 most preferred, 9 least preferred

Information video: 3.61 (2.35)

Decision aid: 4.09 (2.27)

Talks and information sessions by experts: 4.70
(2.46)

Support groups: 5.61 (2.19)

Internet: 6.09 (2.09)

Question prompt sheet: 6.30 (1.84)

Leaflet: 6.35 (2.53)

CD-Rom: 6.48 (2.25)

Results relevant to protocol

Regarding risk-education, women...

viewed their family history as 'unique and
individual'.

found it useful to ignore "statistics on other people
and just go from my own experience."

found it confusing when experts changed their
minds about what is good for you.

understood information presented in words and
numbers (some preferred words, some preferred
numbers).

saw numbers as being abstract and scientific.
Some felt numbers to be ‘truthful', and some saw
statistics as always changeable.

liked words and numbers to be ranked in their
order of magnitude.

needed context to give meaning and
comprehension.

interpreted presentation of risk as binary: "We turn
it into acceptable or not acceptable really."
wanted truth and knowledge rather than opinions
(but added that is probably not possible).

(some) felt the opinions of others could take their
own risk-judgement away*.

"In order to get a correct perception, you've got to
have both numbers and your verbal interpretation
of what those numbers mean."

"I think by saying that it's one in a million, you're

Other

Comments

Limitations

Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies

Is a qualitative approach appropriate? Yes
How well was the data collection carried
out? Well - focus group process was well
reported. Not all data recorded in the same
way though (some women interviewed).
Were the methods reliable? Yes

Are the data rich'? Yes

Is the analysis reliable? Yes

Is the role of the researcher clearly
described? It was not reported how many
field-workers facilitated focus groups. If just
one, field notes could be biased.
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Study details

Full citation

Walter,F.M., Emery,J.D., Rogers,M.,
Britten,N., Women's views of optimal
risk communication and decision
making in general practice
consultations about the menopause
and hormone replacement therapy,
Patient Education and Counseling, 53,
121-128, 2004

Ref Id

305048

Summary of study

(n=36) or semi-structured interviews (n=4)
participants could complete at home.

A risk game derived from Kitzinger aimed to
develop a friendly atmosphere and familiarise
participants with some of the key concepts. The
game lasted 15 minutes and involved 16
laminated cards, each of which bore a single
legend of a phrase or figure for the group to
dicsuss.

The ensuing discussion lasted up to one hour, the
facilitator asked three questions to initiate the
discussion, sometimes using probes to elucidate
participants' idea, redirect the discussion or
summarise:

1) "How do you view your personal risks of
general risk factors such as smoking, alcohol,
diet, exercise or family history of breast cancer?"
2) "How do you view your personal risks of the
disorders that the menopause might bring, or HRT
might prevent, such as osteoporosis,
cardiovascular disease, Alzheimer’s disease,
breast cancer or uterine cancer?"

3) "How do you view the risks and benefits of
different menopausal options?"

Data analysis

All patient contacts were audio-taped,
professionally transcribed in full, and usbjected to
"Framework" analysis (Ritchie 1994).

The transcripts were read repeatedly, and an
iterative process followed, involving the stages of
familiarisation with the data, identification of a
thematic framework, and coding using ATLAS Ti
software.

Aim of the study

To gain insight into the range of women's views
on risk and decision-making in GP consultations
about menopause/HRT.

Characteristics

30 women (with a diversity of HRT status)

were selected from GP lists.

First language (English:non-English): 34:6

Pre O level education: 10

Completed O levels: 6

Completed A-levels: 9

Results
able to make up your own mind rather than

someone having made it up for you by saying, 'this

is a minimal risk."..."In other words you feel as if
you're trying to be talked into something."

"l associate numbers with personal experiences.
When | heard '1 in 100" | immediately thought of
my twins (1 in 100 chance)."

"I think it's increased knowledge and increased
awareness that makes you more averse to risk."

Women's perceptions of risk was largely informed

by experiences of their own families. Personal
experience was often given more weight than
expert opinion*.

Life events (such as bereavement and
unemployment) were seen as risk factors.

Results relevant to protocol

Women found it useful to have an expert to
summarise information for them as otherwise it
was just a list of 'opinions'. This was useful in
making the decision to use HRT or not.

They needed something to take away from the
surgery as otherwise they would forget the
information straight away.

Women wanted assurance that information given
to them was the "full truth" i.e. "applicable to
themselves, unbiased and trustworthy."

Other

Comments

This study has common results to other
papers re peer-information-sharing and the
menopausal years as being socially
vulnerable.

Limitations

No number of study-decliners was
reported.

Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies
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Study details

Country/ies where the study was
carried out

UK

Study type

Qualitative (content)

Full citation

Wathen,C.N., Health information
seeking in context: how women make
decisions regarding hormone
replacement therapy, Journal of
Health Communication, 11, 477-493,
2006

Ref Id

305060

Country/ies where the study was
carried out

Summary of study

Graduate: 15

Inclusion criteria

30 women (with a diversity of HRT status)
were selected from 2 Cambridge general
practices, and were aged 50 - 55.

The practices were in contrasting areas of
Cambridge, one of which was under-privileged
(Jarman Area Index J1).

Exclusion criteria

Intervention

None

Data collection

Women were divided into 7 focus groups with a
variety of HRT statuses in each group to promote
optimal discussion.

Individual views were then explored in-depth
through interviews.

Data analysis

Interviews and FGs were transcribed, then codes
were used to categorise key issues, concepts and
themes.

This was an iterative process using Framework
Analysis (Ritchie and Spencer 1994).

Aim of the study

To examine women's information behaviour and
decision making regarding HRT, and in particular
decision to start and stop HRT and use
complementary and alternative approaches.
Characteristics

Characteristics for the interview sample (n=20)

Mean age
55.4

Results

It was appreciated when GPs presented both sides
of 'the story' regarding HRT.

Women wanted their risk information to be
individualised and personalised as they perceived
every woman's body and menopause was unique.
Other approaches were seen as 'blunderbuss'.
Women who received information about their own
bone density or blood tests felt that the information
they were given contained more 'truth’.

Women felt they did not have enough ‘dedicated
time' to discuss information with their GPs. As the
women were 'not urgent and not ill' they felt their
GPs were too busy with ill people to prioritise
explaining HRT to them.

Women felt the most helpful information came
from Menopause Clinics as they gave 'more up-to-
date' information. They were seen as more
informed with higher expertise than GPs. It was felt
this led to more individualised risk information. "A
special clinic...whereby you're not mixed in with the
general things."

Women felt that listening was a big part of
information-giving, and wanted information-giving
to be twinned with reassurance.

Young male doctors were seen as more ignorant
and less sympathetic information-givers than
female doctors: "'Oh your hormones! It's all in the
head."

Women wanted a peer-group for women to meet
and exchange information on HRT. This was partly
due to feeling unsupported and isolated during
their menopausal years: "l think a group would be
quite a nice way of doing it. Having it set up so
people could talk to each other, to get you into the
idea of seeing other people's experiences, before
you say 'Yes, it's what I'll do.”

Results relevant to protocol

The vast majority of women (n=17) (including
those "put on" HRT by their physician without
specific consultation) felt that their doctor was the
most influential source of information when they
decided to start HRT. The remaining (n=3) had
been convinced of the need to take HRT prior to
consulting their physicians sourcing information
from formal sources (books, seminars), media and
informal sources.

Other

Is a qualitative approach appropriate?
How well was the data collection carried
out? Well

Were the methods reliable? Yes

Are the data rich'? Yes

Is the analysis reliable? Yes

Is the role of the researcher clearly
described? Fairly well described.

Comments

Women received a $40 honorarium for
participating.

Another sample of participants received a
questionnaire, this has not been extracted
because it is not relevant to this protocol.
Limitations

Quality checklist

NICE Appendix H: Methodology checklist
for qualitative studies

Is a qualitative approach appropriate? Yes
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Study details
Canada

Study type
Qualitative (methods)

Summary of study

Education

Completed high school: 95%

Some college or university: 30%
Completed college or university: 20%

Caucasian, n

19

Inclusion criteria

- Aged 45 to 65

- Self-identified as being peri or postmenopausal,
current or former HRT users

Exclusion criteria

Not reported.

Intervention

N/A

Data collection

Interviews averaged 60 minutes in length, and
were tape recorded. The qualitative interview
guide addressed a number of areas to determine
women's experiences with menopause, HRT, and
use of CAM therapies to manage menopausal
symptoms.

Data analysis

The data sources for the interview were verbatim
transcripts of interview tapes and a synthesis of
written notations made during the interview with
expanded summary notes made immediately
following each interview.

A blended inductive/deductive coding scheme
was used, consistent with the pre-identified key
questions derived from the existing literature and
pilot interviews conducted prior to the main study,
and with the categories and themes emerging
from the data during an initial process of open
coding.

Results Other
Medical sources were the most influential in terms How well was the data collection carried
of decision making, women did consult a number out? Self-administered questionnaire
of other sources including books, libraries, or local ~ Were the methods reliable? Yes
information sessions (n=9), media stores or the Are the data 'rich'? Yes
Internet (n=8). Is the analysis reliable? Yes

Is the role of the researcher clearly
Informal sources and often the media, were not described? No
particularly helpful compared with medical sources
and books etc.:
"I read things and | get frustrated when | hear
things on the YV and then see it in the paper and
it's twisted around or you don't get all, you never
get all the facts"

The internet was seen as untrustworthy,
inaccurate and contradictory:

"l did a few times go into the Internet but not
knowing how reliable the sites were that | was
looking at... and there's so much contradiction.”

Some women found the medical perspective from
a doctor troubling because of the many related
diseases to consider: "Well, maybe we shouldn't
be doing this... the breast cancer problems are
minor compared to the other things that might
develop if you didnt take it"

Women were affected by the WH1 news:

"If | stop taking estrogen, because of the possibility
after what | saw in the news report on the
television last night"

but they were also annoyed by the news:

"People will quote half of it you know, and the
same with television, they only have so much time
and you do not have all those factors that have
gone into these studies"

Women felt they needed to be self-reliant
regarding information-sourcing.

Women did not view doctors as appropriate
sources for information on
complementary/alternative therapies, even though
such therapies were seen as slightly more useful
than HRT.

Women were suspicious that information they
received was about people who did not have the
‘'same factors' as themselves.
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H.3.2

Study details

Information needs of women with menopause

Study details

Full citation

Kernohan,A.F., Sattar,N.,
Hilditch,T., Cleland,S.J.,
Small,M., Lumsden,M.A.,
Connell,J.M., Petrie,J.R.,
Effects of low-dose continuous
combined hormone
replacement therapy on
glucose homeostasis and
markers of cardiovascular risk
in women with type 2 diabetes,
Clinical Endocrinology, 66, 27-
34, 2007

Ref Id

202962

Country/ies where the study
was carried out

UK

Study type

Randomised, double-blind
placebo controlled trial

Summary of study

Participants

Sample size

N=30 randomised (n=15 in HRT
group, n=15 in placebo group)
N=28 analysed (n=14in HRT
group, n=14 in placebo group
Characteristics

HRT/placebo

Mean age, year (SD)

62.2 (5.8)/62.1 (3.8)

Years since menopause, mean year
(SD)

13.0 (1.4)/14.0 (4.7)

Weight, mean kg (SD)

82.0 (16.4)/80.5 (20.3)

BMI, mean kg/m2 (SD)

34.0 (6.3)/33.0 (8.9)
Hypertension, %

78.6/78.6

Mean number of antihypertensive
drugs

1.6/1.9

Results

Usefulness %
Where women went for information about CAM
alternatives to HRT

Doctor
Very: 38

Somewhat: 43

Not: 17

Other health professional

Very: 46

Somewhat: 43

Not: 11
Internet

Very: 47.5
Somewhat: 47.5

Not: 5

Magazines and news media

Very: 27

Somewhat: 69

Not: 4

Interventions
Interventions

Oral 17 oestradiol (1mg)
and norethisterone (0.5mg)
Matching placebo tablet

Methods

Details

Setting

Diabetes centres of North
Glasgow University
Hospitals NHS trust
Randomisation method
Participants were randomly
assigned to HRT or placebo
in blocks of six, stratified for
presence or absence of
hypertension, method not
clearly reported

Statistical methods
Baseline and after
treatment data were
reported as means and
SDs, or median and
interquartile range for
parameters not exhibiting
normal distribution

Results after treatment

Other

Outcomes and
Results

Results

HbAlc

Reported as mean
percentage (SD)
HRT/placebo
Baseline: 7.4 (1.1)/
7.6 (0.9)

3 months treatment
(final): 7.4 (1.3)/ 8.1
(1.1)

P=0.11

Fasting glucose
Reported as mean
mmol (SD)
HRT/placebo
Baseline: 8.1
(1.9)/8.5 (2.1)

3 months treatment
(final): 7.2 (1.9)/ 8.9
(1.6)

Comments

Limitations

NICE guidelines manual 2012:
Appendix C: Methodology
checklist: randomised controlled
trials

A Selection bias

Al - Was there appropriate
randomisation - Yes, reported,
but method of randomisation
not reported

A2 - Was there adequate
concealment -

Unclear, methods of
concealment not reported

A3 - Were groups comparable
at baseline - Yes

Level of bias: Moderate

B Performance bias
B1 - Did groups get same level
of care - Yes
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Study details

Aim of the study

To assess the effects on
glucose homeostasis and
cardiovascular risk factors of
continuous oral 17b oestradiol
(1mg) and norethisterone
(0.5mg) in postmenopausal
women with type 2 diabetes
Study dates

Not reported

Source of funding

British Heart Foundation

Full citation

Darko,D.A., Dornhorst,A.,
Kennedy,G., Mandeno,R.C.,
Seed,M., Glycaemic control

Participants
Inclusion criteria

Postmenopausal women, >1 year

from last menstrual period
Age <70 years and had type 2
diabetes according to national
guidelines

Women on stable oral anti-diabetic

therapy and/or diet for at least 3

months prior to entry and regular
medication was not changed during

the study

Exclusion criteria

Poor glycaemic control, (glycated

haemoglobin (HbAlc) >10%),

severe hypertriglyceridaemia (>70

mmol/l), serum creatinine
>120pmol/l, blood pressure

>160/110 mmHg, HRT use within 2

years, insulin therapy, or other

standard contraindication to HRT

Sample size

N=41 recruited, N=33 completed
study

Characteristics

Interventions

Interventions

Three cycles were taken
continuously for 12 weeks
Oral preparation: 28 day

Outcomes and
Results
P=0.02

Methods

expressed as mean (or
median) and as percentage
change from

baseline. Between group
differences assessed by
two-sample t test or Mann-
Whitney U test

P value of <0.05 was
considered significant
Pearson's correlation
coefficients (r) were
calculated using Minitab

A priori power calculation
based on previous studies
in subjects with type 2
diabetes estimated that a
sample size of n=15 in each
group would give 80%
power to detect a 10-15%
change in EGP, fasting
plasma glucose, HbAlc and
total cholesterol (a=0.05,
two-sided)

Results

HbAlc

Reported as mean
percentage (SD)

Details

Randomisation method
At visit one, participants
were randomised and

Comments

B2 - Were participants blinded
to treatment allocation- Yes
B3 - Were individuals
administering care blinded to
treatment allocation- Yes
Level of bias: Low

C Attrition bias

C1 - Was follow-up equal for
both groups - Yes

C2 - Were groups comparable
for dropout - Yes

C3 - Were groups comparable
for missing data - Unclear, not
reported

Level of bias: Low

D Detection bias

D1 - Was follow-up appropriate
length - Yes

D2 - Were outcomes defined
precisely - Yes

D3 - Was a valid and reliable
method used to assess
outcome - Yes

D4 - Were investigators blinded
to intervention - Unclear, not
reported

D5 - Were investigators blinded
to confounding factors -
Unclear, not reported

Level of bias: Moderate

Indirectness

Does the study match the
review protocol in terms of
Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no

Other information

Limitations

NICE guidelines manual 2012:
Appendix C: Methodology
checklist: randomised controlled
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Study details

and plasma lipoproteins in
menopausal women with Type
2 diabetes treated with oral and
transdermal combined hormone
replacement therapy, Diabetes
Research and Clinical Practice,
54, 157-164, 2001

Ref Id

203073

Country/ies where the study
was carried out

UK

Study type

Randomised open parallel
study

Aim of the study

To compare the effect of a fixed
combination of an oestrogen
(17b-oestradiol) with cyclical
progestogen (norethisterone)
on glycaemic control, plasma
lipoproteins and haemostatic
factors in women with type 2
diabetes

Study dates

Not reported

Source of funding

Coronary Thrombosis Trust at
Charing Cross Hospital

Participants

HRT (oral)/HRT
(transdermal)/control

BMI, mean kg/m2 (SD)

28.2 (6.8)/33.5 (8.0)/33.5 (9.1)
Fasting plasma glucose, mean
mmol (SD)

8.2 (1.6)/11.2 (5.5)/8.7 (3.9)
HbA1c, mean percentage (SD)
7.4 (1.4)7.8 (1.7)/7.4 (1.2)
Inclusion criteria

Postmenopausal women (cessation
of menses for >1 year in the
presence of climacteric symptoms,
or biochemically, follicular
stimulating hormone >25IU with
serum oestradiol <100pmol-1) with
type 2 diabetes (diagnosed after
age of 40 years and treated with
either diet alone or diet and oral
hypoglycaemic agents) recruited
from outpatient clinics from hospital
or from local GPs

Exclusion criteria

Women taking insulin or lipid
lowering therapy within the last 6
months or HRT within the last 3
months

Women consuming >20 units of
alcohol a week or had significant
medical co-morbidity

Interventions

cycle of 173 oestradiol
2mg for 16 days followed
by norethisterone 1 mg for
12 days

Transdermal preparation:
patch releasing 178
oestradiol 50ug per 24
hours transdermally for 14
days followed by a second
patch releasing both 17
oestradiol 50ug and
norethisterone 170ug per
24 hours for 14 days
Control group: no
treatment

Methods

allocated to one of the three
study groups, and
biochemical, demographic
and clinical data was
recorded

At visit two (at 12 weeks),
all measurements were
repeated

Samples were obtained at
start of HRT use and also at
the second visit for future
analysis

Statistical methods

All values were expressed
as mean (SD)

ANOVA was used to
analyse paired data and P
value of <0.05 as significant

Outcomes and
Results

Oral
HRT/transdermal
HRT/control

At 12 weeks: 6.8
(2.2)/7.8(1.8)/ 7.4
(1.6)

Control P value at
baseline and 12
weeks: not
significant

Oral HRT P value at
baseline and 12
weeks: <0.005
Transdermal HRT P
value at baseline
and 12 weeks: not
significant

Fasting plasma
glucose

Reported as mean
mmol/l (SD)

Oral
HRT/transdermal
HRT/control

8.4 (2.4)/ 10.7 (3.0)/
9.2 (4.2)

P value for all
treatment groups at
baseline and 12
weeks: not
significant

Comments
trials
A Selection bias
A1l - Was there appropriate
randomisation -

Yes, randomisation by
drawing of lots into one of three
treatment groups
A2 - Was there adequate
concealment - No. The study
was an open parallel study
A3 - Were groups comparable
at baseline - Unclear, not
reported
Level of bias: High

B Performance bias

B1 - Did groups get same level
of care - Yes

B2 - Were participants blinded
to treatment allocation-

No. The study was an open
trial

B3 - Were individuals
administering care blinded to
treatment allocation- No, the
study was an open trial

Level of bias: High

C Attrition bias

C1 - Was follow-up equal for
both groups - Yes

C2 - Were groups comparable
for dropout - Yes

C3 - Were groups comparable
for missing data - Unclear, not
reported

Level of bias: Low

D Detection bias

D1 - Was follow-up appropriate
length - Yes

D2 - Were outcomes defined
precisely - Yes

D3 - Was a valid and reliable
method used to assess
outcome - Yes
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Study details

Full citation

Ferrara,A., Karter,A.J.,
Ackerson,L.M., Liu,J.Y.,
Selby,J.V., Northern California
Kaiser Permanente Diabetes
Registry., Hormone
replacement therapy is
associated with better glycemic
control in women with type 2
diabetes: The Northern
California Kaiser Permanente
Diabetes Registry, Diabetes
Care, 24, 1144-1150, 2001
Ref Id

323433

Country/ies where the study
was carried out

USA

Study type

Cross sectional study of cohort
from the Kaiser Permanente
Diabetes Registry

Aim of the study

To examine whether HbAlc
levels varied by current HRT
among women with type 2
diabetes

Study dates

Diabetes registry was started in

Participants

Sample size Interventions

N=15,435 women with T2DM Current HRT (oestrogen
Characteristics and/or progestin)
Characteristics during 2 year study No current HRT

period

HRT/no HRT

Mean age, years (SD)
61.2 (7.6)/65.9 (8.8)
BMI, mean kg/m2 (SD)
30.7 (6.5)/30.4 (6.8)
HbAlc, mean %, SD
8.1 (1.7)/8.4 (2.0)
Ethinicity, %
Non-Hispanic: 60.9/53.2
African-American: 9.4/15.0
Hispanic: 12.9/12.3
Asian/Pacific Islanders: 9.4/11.5
Other/unknown: 7.4/8.0
Therapy, %

Diet: 13.9/12.2

OHA: 51.5/53.4

Insulin: 34.6/34.4
Diabetes duration, %
<5 years: 38.0/36.2

5-9 years: 23.9/21.6
210 years: 38.1/42.2
SMBG practice, %
Never: 19.9/26.4
<l/week: 18.2/17.1

Interventions

Methods

Details

Setting

Kaiser Permanente Medical
Care Programme of
Northern California, group
practice pre-paid health
plan

Statistical methods

Two sample t test was used
to compare current HRT
and no current HRT use for
continuous variables and
X2 for categorical variables
HbAlc and BMI means
were age-

adjusted (ANOVA)
Generalised estimating
equation model was
constructed to assess
association between HRT
and HbAlc level (after
taking into account
clustering of patients
characteristics treated by
the same physician and
adjusting for age, ethnicity,
education, BMI,
hypoglycaemic therapy,
diabetes duration, SMBG,

Outcomes and
Results

Results

Age adjusted mean
(SE) HbA1lc

(%) during 2 year
study

HRT/no HRT

7.9 (0.03)/8.5 (0.02)
P=0.0001

Regression
coefficient for HRT
in predicting HbAlc:
HRT use/HbAlc: B
coefficient=-0.475
(SE 0.04), P=0.0001

Comments

D4 - Were investigators blinded
to intervention - Unclear, not
reported

D5 - Were investigators blinded
to confounding factors -
Unclear, not reported

Level of bias: High

Indirectness

Does the study match the
review protocol in terms of
Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no

Other information

Limitations

NICE guidelines manual 2012:
Appendix D: Methodology
checklist: cohort studies

1 Objectives

1.1 Are the objectives of the
study clearly stated? Yes

2 Design

2.1 Is the research design
clearly specified and
appropriate for the research
aims? Yes

2.2 Were the subjects recruited
in an acceptable way? Yes
2.3 Was the sample
representative of a defined
population? Yes

Risk of bias: Low

3 Measurement and
observation

3.1 Is it clear what was
measured, how it was
measured and what the
outcomes were? Yes

3.2 Are the measurements
valid? Partly. Duration of HRT
use prior to study was not
reported.

3.3 Was the setting for data
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Study details

1993, patients included in study
from 1995 to 1997

Source of funding

American Heart Association
and SmithKline Beecham
Pharmaceuticals

Participants
>1/week: 61.8/56.5
Smoking,%
Current: 9.7/8.9
Former: 36.0/31.6
Never: 54.3/59.5
Exercise, %
52.4/46.9

Inclusion criteria

Women aged =50 years age who
were members of the diabetes
registry, Women who filled an HRT
prescription, women who were
continuously enrolled in the health
plan (without gaps), confirmed type
2 diabetes, HbAlc measured at
least once

Exclusion criteria

Women not continuously enrolled in
the health plan, women who stated
that they did not have diabetes on
the survey, women with type 1
diabetes or unclassified for type of
diabetes

Interventions

Outcomes and

Methods Results
and exercise

Confounders were included
in the GEE models if their
inclusion resulted in
appreciable changes in the
HRT coefficient or if the
variable was shown by
previous scientific
publications to be
associated with both
outcome and exposure

All P values were for two-
tailed tests with statistical
significance defined as
P<0.05

Comments

collection justified? Yes

3.4 Were all important
outcomes/results considered?
Partly. Only HbA1c was
considered, not blood glucose
levels.

Risk of bias: Low

4 Analysis

4.1 Are tables/graphs
adequately labelled and
understandable? Yes

4.2 Are the authors' choice and
use of statistical methods
appropriate, if employed? Yes,
they want to see the correlation
of HbAlc in women currently
taking HRT

4.3 Is there an in-depth
description of the analysis
process? Yes

4.4 Are sufficient data
presented to support the
findings? Partly. Thisis a
cross-sectional study, but the
HbAlc results are reported at
an unknown time point during
the 2 year study

Risk of bias: Low

5 Discussion

5.1 Are the results discussed in
relation to existing knowledge
on the subject and study
objectives? Yes, other studies
are also discussed

5.2 Can the results be
generalised? Yes

Risk of bias: Low

Indirectness

Does the study match the
review protocol in terms of;
Population:Yes

Outcome: Yes
Indirectness: None

Other information
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Study details

Full citation

McKenzie,J., Jaap,A.J.,
Gallacher,S., Kelly,A.,
Crawford,L., Greer,l.A.,
Rumley,A., Petrie,J.R.,
Lowe,G.D., Paterson,K.,
Sattar,N., Metabolic,
inflammatory and haemostatic
effects of a low-dose
continuous combined HRT in
women with type 2 diabetes:
potentially safer with respect to
vascular risk?, Clinical
Endocrinology, 59, 682-689,
2003

Ref Id

203263

Country/ies where the study
was carried out

Scotland, UK

Study type

Double-blind, randomized
placebo-controlled trial.

Aim of the study

To assess the metabolic effects
of a continuous combined HRT
containing 1 mg oestradiol and
0-5 mg norethisterone or
matching placebo

Study dates

Study only stated women with
type 2 diabetes aged under 70
years of age were recruited
between December 1998 to
September 2000

Source of funding

Not reported

Participants

Sample size

n=50

Active n=25 randomized/22
completed trial/19 demonstrated
compliance

Placebo n=25 randomized/23
completed trial

Characteristics

Active/placebo

Mean age, year (SD): 60.7
(5.5)/61.3 (4.8)

BMI (kg/m2) (SD): 30.5
(6.5)/29.8(5.61)

Waist circumference,cm (SD): 93.9
(11.3)/93.7 (13.6)

Years postmenopausal (SD): 14.6
(8.5)/14.2(6.3)

Inclusion criteria

-women with type 2 diabetes aged
under 70 years of age

-clinically and biochemically
postmenopausal, i.e. at least 1
year since last menses and a FSH
concentration of greater than 20
1U/I. Menopause could be either
natural or surgically induced
Exclusion criteria

-poor glycaemic control

-severe hypertriglyceridaemia (> 10
mmol/ 1)

-moderate to severe hypertension
(systolic > 160 mmHg, diastolic >
110 mmHg)

-renal impairement (serum
creatinine greater than twice the
upper limit of normal range)

-liver disease (serum transaminases
and bilirubin greater than twice the
upper limit of normal range)
-established cardiovascular,
cerebrovascular, or peripheral
vascular disease

-subjects with either a personal
history of — or first-degree relative
with — breast cancer

Interventions
Interventions

Active medication (1 mg

oestradiol plus 0-5
mg norethisterone) or

identical placebo daily for 6

months

Methods

Details

Setting

General diabetic clinics in
Glasgow Hospitals

Randomisation method
In blocks of four using
computer-

generated number

Statistical methods

Mean differences in
changes from baseline
between the two treatment
groups were compared
using the unpaired t-test;
95% confidence interval for
change in active group data
relative to change in
control group data are
presented. Adjustment for
baseline

concentrations was made
by linear regression.
Baseline data are
presented as mean and SD
or median and interquartile
range (IQR) for parameters
exhibiting skewed
distribution.

Outcomes and
Results

Results

Glycaemic control
-HbAlc (%)
Reported as mean
(SD)

Active/Placebo
Baseline: 10.2 (1.8) /
10.2 (1.3)

Mean change: -
0.37/0.22

Mean difference for
change active
relative to change
placebo (95%Cl) / p:
-0.59 (-1.45 to 0.27)/
0.17

-Blood glucose
Reported as
Glycaemia glucose
(mmol/l), mean (SD)
Active/Placebo
Baseline: 12.4 (4.2) /
11.3 (3.2)

Mean change: -
1.74/0.42

Mean difference for
change active
relative to change
placebo (95%Cl) / p:
-2.16 (-4.06 to -
0.28)/ 0.026

Health related
quality of life
Not reported

Mortality
Not reported

Adverse events
(complications
resulting from
diabetes)

Not reported

Comments

Limitations

NICE guidelines manual 2012:
Appendix C: Methodology
checklist: randomised controlled
trials

A Selection bias

Al - Was there appropriate
randomisation - Yes

A2 - Was there adequate
concealment -

Unclear, methods of
concealment not reported

A3 - Were groups comparable
at baseline - Yes

Level of bias: Low

B Performance bias

B1 - Did groups get same level
of care - Yes

B2 - Were participants blinded
to treatment allocation- Unclear,
methods of blinding

not reported

B3 - Were individuals
administering care blinded to
treatment allocation-

Unclear, methods of blinding
not reported

Level of bias: High

C Attrition bias

C1 - Was follow-up equal for
both groups - Yes

C2 - Were groups comparable
for dropout - Yes

C3 - Were groups comparable
for missing data - Unclear, not
reported

Level of bias: Low

D Detection bias

D1 - Was follow-up appropriate
length - Yes

D2 - Were outcomes defined
precisely - Yes

D3 - Was a valid and reliable
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Study details

Full citation

Perera,M., Sattar,N.,
Petrie,J.R., Hillier,C., Small,M.,
Connell,J.M.C., Lowe,G.D.O.,
Lumsden,M.A., The effects of
transdermal estradiol in
combination with oral
norethisterone on lipoproteins,
coagulation, and endothelial
markers in postmenopausal
women with type 2 diabetes: A
randomized, placebo-controlled
study, Journal of Clinical
Endocrinology and Metabolism,
86, 1140-1143, 2001

Ref Id

311478

Country/ies where the study
was carried out

Scotland, UK

Study type

Randomised placebo-controlled
trial

Aim of the study

Participants

Sample size

Continuous combined HRT
[transdermal oestradiol (80-ug
patches) in combination with oral
norethisterone (1 mg daily; n = 22]
or identical placebos (n = 21)
Characteristics

HRT/Placebo

Mean age, year (SD): 61.2
(3.7)/62.8(4.9)

Duration of diabetes, median year
(ranges): 2 (1-20)/4 (1-14)

Mean BMI (kg/m2), (SD): 31
(7.8)/31.6(4.3)

Inclusion criteria

Not reported

Exclusion criteria

Not reported

Interventions

Interventions

Continuous transdermal
oestradiol (80-ug patches)
in combination with oral
norethisterone (1 mg daily)
or identical placebos for 6
months

Methods

Details

Setting

Diabetes Centers in
Glasgow

Randomisation method
Not reported

Statistical methods

The adequacy of the
randomization process was
checked by comparing the
baseline values in the two
groups (unpaired t test or
Mann-Whitney U test as
appropriate). Differences in
changes from baseline
between the two treatment
groups were compared
using t tests if the changes
were normally distributed.
Baseline values in
parameters of interest and
in age, smoking status, and

Outcomes and
Results

Results
Glycaemic control
-HbAlc (%):
Reported as mean
(SD)
HRT/placebo
Baseline:
6.6(1.3)/6.4(1.3)
6 months (final):
6.6(1.2)/6.8(1.6)
p value change
(differences in
changes from
baseline between
groups): 0.35

-Blood glucose:
Reported as mean
fasting blood
glucose (mmol/L)
(SD)

HRT/placebo
Baseline:

8.1 (1.7)/8.5(2.7)

Comments

method used to assess
outcome - Unclear, not reported
D4 - Were investigators blinded
to intervention - Unclear, not
reported

D5 - Were investigators blinded
to confounding factors -
Unclear, not reported

Level of bias: High

Indirectness

Does the study match the
review protocol in terms of
Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no

Other information

Study does not report the
sample size analysed for each
treatment outcome.

Limitations

NICE guidelines manual 2012:
Appendix C: Methodology
checklist: randomised controlled
trials

A Selection bias

Al - Was there appropriate
randomisation - Unclear, not
reported

A2 - Was there adequate
concealment - Unclear, not
reported

A3 - Were groups comparable
at baseline - Yes

Level of bias: High

B Performance bias

B1 - Did groups get same level
of care - Yes

B2 - Were participants blinded
to treatment allocation- Unclear,
not reported

B3 - Were individuals
administering care blinded to
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Study details

To assess the effect of
transdermal oestradiol (80-ug
patches) in combination with
continuous oral norethisterone
(1 mg daily) on conventional
anthropometric parameters,
lipoprotein concentrations,
coagulation (fibrinogen, factor
VII, and fibrin D dimers), and
endothelial factors [tissue
plasminogen activator (t-PA),
and von Willebrand factor
(VWEF)] in postmenopausal
women with type 2 diabetes.
Study dates

Not reported

Source of funding

Not reported

Full citation

Sutherland, W. H., Manning, P.

J., de Jong, S. A, Allum, A. R,,
Jones, S. D., Williams, S. M.,

Hormone-replacement therapy
increases serum paraoxonase

Participants

Sample size
N=47
HRT group=28

Placebo group=19

Characteristics

Age (years, mean, SD):

Interventions

Interventions

HRT: conjugated equine
oestrogen (Premarin
0.625mg) and
medroxyprogesterone
acetate (Provera 2.5 mg)

Methods

diabetes duration were
adjusted for using linear
regression. Correlation
analysis was performed
using the Spearman rank
correlation. Data are
presented as the mean and
SD for normally distributed
data and as the median and
range for data with a
nonparametric distribution.

Details

Treatment:

Written informed consent
obtained from participants
HRT was titrated upward

over a 4-week period to

Outcomes and
Results

6 months (final):
8.6(2.5)/8.6(2.6)
p value change
(differences in
changes from
baseline between
groups): 0.57

Health related
quality of life
Not reported

Mortality
Not reported

Adverse effects
(complications
resulting from
diabetes)

Not reported

Results
Glycaemic control
-HbA1c (%)
Reported as mean
(SD)
HRT/Placebo

Comments

treatment allocation- Unclear,
not reported

Level of bias: High

C Attrition bias

C1 - Was follow-up equal for
both groups - Yes

C2 - Were groups comparable
for dropout - Unclear, not
reported

C3 - Were groups comparable
for missing data - Unclear, not
reported

Level of bias: High

D Detection bias

D1 - Was follow-up appropriate
length - Yes

D2 - Were outcomes defined
precisely - Yes

D3 - Was a valid and reliable
method used to assess
outcome - Unclear, not reported
D4 - Were investigators blinded
to intervention - Unclear, not
reported

D5 - Were investigators blinded
to confounding factors -
Unclear, not reported

Level of bias: High

Indirectness

Does the study match the
review protocol in terms of
Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no

Other information

Limitations

NICE guidelines manual 2012:
Appendix C: Methodology
checklist: randomised controlled
trials

A Selection bias
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Study details

arylesterase activity in diabetic
postmenopausal women,
Metabolism: Clinical &
ExperimentalMetabolism, 50,
319-24

Ref Id

325988

Country/ies where the study
was carried out

New Zealand

Study type

Randomised placebo-
controlled, cross-over study
Aim of the study

To test the effect of HRT on
plasma concentrations of lipids,
lipoproteins, and
apolipoproteins in
postmenopausal diabetic
women

Study dates

Recruitment of participants
ended in 1996

Source of funding

Health Research Council of
New Zealand

Participants

64+8

BMI (kg/mg2, mean, SD):

32.3#5.7

HbAlc (%, mean, SD):

7.5+1.9

Fasting glucose (mmol, mean, SD):
10.2+3.9

Inclusion criteria

Postmenopausal women with type 2
diabetes (postmenopausal defined
as absence of menstrual periods for
more than 2 years

Cardiovascular disease was present
in 14% of the diabetic women
Exclusion criteria

Poorly controlled diabetes
(glycosylated [HbAlc] >10%)
Concomitant significant medical
disorder

Contraindications to HRT (history of
breast or endometrial cancer)
Undiagnosed vaginal bleeding
Uncontrolled hypertension

Severe liver dysfunction or they met
the current national criteria for lipid-
lowering therapy with statins

Interventions
combined in a single
capsule

Placebo (single capsule
identical to HRT)

Methods

minimise acute side

effects. At end of 4 weeks
women were taking either
HRT or placebo treatment
(1 capsule/daily)Patients
were seen at 3 month
intervals to check for
adverse effects (reaction to
medication, suffered
serious concurrent iliness
contraindicating HRT or
receiving lipid-lowering
therapy), compliance
(capsule counting: defined
as tablet count >80%),
record body weight,
measure blood lipids
Laboratory methods:
Plasma gluocose was
measured enzymatically by
automated methods using a
commercial kit

HbAlc was measured using
a commercial kit

Statistics:

Values expressed as
means+SD

Multivariate linear
regression analysis with
final (6 month) and baseline
values to test for
differences between HRT
and placebo treatment
Paired t test was used to
estimate treatment effect if
significant difference was
observed between HRT and
placebo treatments
Two-tailed tests of
significance were used,

and a P value of <0.05 was
considered statistically
significant

Outcomes and
Results

Baseline: 7.3 (1.6)
/7.8 (2.3)

6 months: 7.9 (1.6) /
8.5 (2.1)

-Blood glucose
Reported as glucose
(mmol/l), mean (SD)
HRT/Placebo
Baseline: 9.97
(3.30) / 10.66 (4.69)
6 months: 8.37 (2.1)
/10.38 (4.1)

Comments

Al - Was there appropriate
randomisation - Yes

A2 - Was there adequate
concealment - Yes

A3 - Were groups comparable
at baseline - Yes

Level of bias: Low

B Performance bias

B1 - Did groups get same level
of care - Yes

B2 - Were participants blinded
to treatment allocation- Unclear,
methods of blinding

not reported

B3 - Were individuals
administering care blinded to
treatment allocation- Yes
Level of bias: Moderate

C Attrition bias

C1 - Was follow-up equal for
both groups - Yes

C2 - Were groups comparable
for dropout - No. 13
participants (40%) in the
placebo group dropped out
compared with 1 in the

HRT group

C3 - Were groups comparable
for missing data - Unclear, not
reported

Level of bias: High

D Detection bias

D1 - Was follow-up appropriate
length - Yes

D2 - Were outcomes defined
precisely - Yes

D3 - Was a valid and reliable
method used to assess
outcome - Yes

D4 - Were investigators blinded
to intervention - Unclear, not
reported

D5 - Were investigators blinded
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Outcomes and

Study details Methods Results Comments
to confounding factors -
Unclear, not reported

Level of bias: High

Participants Interventions

Indirectness

Does the study match the
review protocol in terms of
Population: yes

Intervention: yes

Outcomes: yes

Indirectness: no indirectness
Other information

H.4 Management short-term symptoms
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Study details

Full citation
Al-Akoum,M.,
Maunsell,E.,
Verreault,R.,
Provencher,L.,
Otis,H., Dodin,S.,
Effects of Hypericum
perforatum (St.
John's wort) on hot
flashes and quality of
life in
perimenopausal
women: a
randomized pilot
trial, Menopause, 16,
307-314, 2009

Ref Id

226059

Country/ies where
the study was
carried out

Participants
Sample size

St John's wort n=22
randomised, 20
completed the study
Placebo

n=25 randomised,
20 completed the
study
Characteristics

St John's wort /
Placebo

Mean age, year
(SD): 53.4 (4.8) /
54.0 (5.8)

Breast cancer
survivor, n (%): 11
(55) / 15 (68.2)
-With tamoxifen, n
(%): 6 (30) / 9 (40.9)
Prior hysterectomy,
n (%): 5 (25)/8

Interventions
Interventions

900 mg of St. John's
wort (300mg TID) or
placebo (T1D) for 3
months

Methods

Power calculation
Not reported
Intention to treat
Yes

Details

Setting

Centre
Menopause
Quebec in
Canada

Randomisation
method
Computer
generated by the
Clinical Unit of the
Hopital St.
Francois d'Assise
Research Centre

Statistical

Outcomes and Results

Results

Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression
Not reported
-Cognitive function
Not reported

-Sleep disturbance

Reported as mean (SD) Sleep Problems Scale
St John's wort/Placebo

Baseline: 1.7 (0.8)/1.7 (0.6)

Month 3: 1.2 (0.8)/1.6 (0.6)

Comments
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups

comparable at
baseline - Yes

Level of bias: Low

Identifiers

Main outcome
classification

-Sleep disturbance-
Sleep Problems
Scale

-Quiality of life-
psychological-
Menopause-Specific
Quality of Life
Psychosocial domain
-Quality of life-
musculoskeletal-
Menopause-Specific
Quality of Life
Physical domain
Main interventions
classification

Herbal preparations -
St. John's wort
Placebo
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Study details
Canada

Study type
Double-blind,
randomized clinical
trial

Aim of the study
To obtain preliminary
evidence of the
effect of Hypericum
perforatum extract
(St. John's wort
extract) compared
with placebo on
symptoms and
quality of life of
symptomatic
perimenopausal
women

Study dates
Between October
2003 to September
2005

Source of funding
Quebec Breast
Cancer Foundation

Participants Interventions
(36.4)

Inclusion criteria

-3 or more hot
flashes a day

-FSH concentrations
of 40 mIU/mL or
more

-At least 6 months
of amenorrhea in
the year preceding
study entry

-Normal
mammogram in
preceding 2 years
Exclusion criteria
-Used St John's
wort or
antidepressants
within the preceding
6 months

-Ingested
phytoestrogens from
soybean or soy
product food
supplements on a
regular basis

-Had received HT in
the preceding 3
months

-Had a history of
recurrent or
metastatic cancer
-Had uncontrolled
hyperthyroidism or
hypothryoidism or a
severe psychiatric
disorder

-Used or planned to
use other agents for
treating hot flashes
or used other oral
herbal therapies or
medications that
could cause
potential
interactions with St.
John's wort

Methods
methods
Difference
between the
placebo and St.
John's wort
groups at 3
months was
calculated using
Student's t test.
Intragroup and
intergroup
differences were
computed as d,
the standardised
mean difference,
or effect size
(ES).

Outcomes and Results

Difference: 0.5 (0.8)/0.07 (0.58)
Between-group effect size:-0.67

p-value for within groups, baseline vs month
3: 0.009/ 0.589

p-value for between groups, St John's wort vs
placebo:0.05

-Quality of life

Reported as mean (SD) Menopause-Specific
Quality of Life Psychosocial domain

St John's wort/Placebo

Baseline: 2.9 (1.4)/ 3.2 (1.4)

Month 3: 2.2 (1.1) / 3.1 (1.2)

Difference: -0.8 (1.4)/-0.1 (1.0)
Between-group effect size:-0.75

p-value for within groups, baseline vs month
3:0.02/ 0.69

p-value for between groups, St John's wort vs
placebo: 0.01

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quality of life

Reported as mean (SD) Menopause-Specific
Quality of Life Physical domain

St John's wort/Placebo

Baseline: 3.5 (1.5) / 3.7 (1.3)

Month 3: 2.8 (1.1) / 3.6 (1.4)

Difference: -0.7 (0.9)/ -0.1 (1.0)
Between-group effect size:-0.57

p-value for within groups, baseline vs month
3: 0.003/0.56

p-value for between groups, St John's wort vs
placebo: 0.06

Safety outcomes
-Discontinuation
Not reported

Comments Identifiers
B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of bias:
Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
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Study details

Full citation
Brunner,R.L.,
Aragaki,A.,
Barnabei,V.,
Cochrane,B.B.,
Gass,M., Hendrix,S.,
Lane,D., Ockene,J.,
Woods,N.F.,
Yasmeen,S.,
Stefanick,M.,
Menopausal
symptom experience
before and after
stopping estrogen
therapy in the
Women's Health
Initiative
randomized,
placebo-controlled
trial, Menopause, 17,
946-954, 2010

Ref Id

226240

Country/ies where
the study was
carried out

Participants

Sample size
10,739 women
randomised. 5310
received conjugated
equine oestrogens.
5429 assigned to
placebo.
Characteristics
Baseline
characteristics not
reported in this
study as they have
been described in
previous studies.
The study reported:
-Women aged
between 50 to 79
years

-Participants were

an average of nearly

20 years post
hysterectomy at
baseline
-One-third of trial

participants reported

the presence of one

Interventions

Interventions
0.625 mg/day
conjugated equine
oestrogens (CEE-
Premarin) or a
matching placebo.

Methods

Power calculation
Not reported
Intention to treat
Yes

Details

Setting
Women's Health
Initiative CEE
trial at 40 clinical
centers in the
United States

Randomisation
method
Not reported

Statistical
methods
Intention-to-treat
analyses of
10,739
postmenopausal
women focused
on incidence of
symptoms at year
1. Comparisons of

Outcomes and Results
-Major adverse events
Not reported

-Minor adverse events
Not reported

Results
Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse
Not reported

Psychological symptoms
Not reported

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Reported as risk ratio (95% CI) of incident
symptoms at year 1 of taking CEE compared with
placebo by prevalence of symptoms at baseline
Joint pain not present at baseline: 0.91 (0.81-1.01)
Joint pain present at baseline: 0.98 (0.93-1.03)
P-value for test of main effect=0.04

-Muscle strength
Not reported

-[validated] Physical activity (Greene sub-scale
data)
Not reported

Comments
blinded to
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Other information

Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Unclear

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Unclear
Level of bias:
Unclear

B Performance
bias
B1 - Did groups

Identifiers

Main outcome
classification
Musculoskeletal:
Symptom relief

Main interventions
classification
Oestrogen (oral)-CEE
Placebo
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Study details
United States
Study type
Randomised,
placebo-controlled
Women’s Health
Initiative (WHI)
oestrogen plus
progestin trial

Aim of the study
To assess
vasomotor and other
menopausal
symptoms before,
one year later, again
at trial closure and
after stopping
estrogens or
placebo. The role of
baseline symptoms
and age was
examined as was the
frequency and
determinants of
hormone use and
symptom
management
strategies after
discontinuing
conjugated equine
estrogens or
placebo.

Study dates

Exact study dates
not reported.
Randomisation
conducted between
1993 and 1998.
Analyses were
conducted before
and 1 year after
randomisation.
Source of funding
National Heart,
Lung, and Blood
Institute, National
Institutes of Health,
Department of

Participants Interventions
or more moderate-
to-severe
menopause-
associated
symptoms at
baseline

Inclusion criteria
Post-menopausal
women, aged 50 to
79 years at initial
screening, were
eligible if they had a
prior hysterectomy
and met specific
health criteria (not
reported in the
study).

Exclusion criteria
Not reported

Methods

active to placebo,
stratified by
presence or
absence of
baseline
symptoms, are
presented as
relative risks
(RRs) and 95%
confidence
intervals (Cls)
along with p-
values for the
main effect of
CEE on symptom
incidence and p-
values for the
interaction
between CEE and
the presence or
absence of
baseline
symptoms (p-int).
Estimated RR
(95%Cls) and p-
values were
obtained from
generalized linear
models. Further
analyses were
conducted of
these relative
risks as modified
by age.

Follow-up
Outcomes were
recorded before
and 1 year after
randomisation to
CEE or placebo

QOutcomes and Results

-Quiality of life
Not reported

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events
Not reported

Comments Identifiers
get same level of
care - Unclear

B2 - Were
participants
blinded to
treatment
allocation-
Unclear

B3 - Were
individuals
administering care
blinded to
treatment
allocation-
Unclear

Level of

bias: Unclear

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Unclear

D4 - Were
investigators
blinded to
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Study details
Health and Human
Services

Full citation
Carranza-Lira,S.,
Cortes-Fuentes,E.,
Modification of
vasomotor
symptoms after
various treatment
modalities in the
postmenopause,
International Journal
of Gynaecology and
Obstetrics, 73, 169-
171, 2001

Ref Id

226284

Country/ies where
the study was
carried out

Participants

Sample size
Conjugated equine
oestrogens (CEE)
n=15

Clonidine n=15
Placebo n=15
Characteristics
Not reported other
than they were
postmenopausal for
greater than or
equal to 1-5 years
with vasomotor
symptoms and
insomnia

Inclusion criteria
-Postmenopausal
women (greater

Interventions

Interventions
Interventions
relevant to protocol
are reported here:
0.625 mg/day CEE
for hysterctomised
patients.

Those with
contraindication for
CEE were randomly
distributed to:
0.10mg/day
clonidine

A placebo/day

Methods

Power calculation
Not reported
Intention to treat
Not reported
Details

Setting

Mexico

Randomisation
method

Not reported for
CEE, the study
only reported
random
distribution of
subjects to other
treatment groups.

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression
Not reported
-Cognitive function
Not reported

-Sleep disturbance
Reported as insomnia presence (% yes)

Comments
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
some

Other information
Rated down for
indirectness as
one-third of
participants
reported at least
one moderate-to-
severe symptom
at baseline.
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
No

A2 - Was there
adequate

concealment - No
A3 - Were groups

comparable at

Identifiers

Main outcome
classification

Sleep disturbance-
insomnia (presence)
Main interventions
classification
Oestrogen (oral)
Clonidine

Placebo
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Study details
Mexico

Study type

Study does not state
the study type,
however it seems
like a semi-RCT
(randomisation for all
treatment groups
except oestrogen
group)

Aim of the study

To evaluate the
efficiency of various
treatments in
postmenopausal
women with
vasomotor
symptoms

Study dates

Not reported
Source of funding
Not reported

Participants

than or equal to 1-5
years)

-FSH and oestradiol
levels were in the
postmenopausal
range

Exclusion criteria
Not reported

Interventions

Methods

Statistical
methods

Mann-Whiteney
U-test and
Wilcoxon test
were used

QOutcomes and Results
Oestrogen/ clonidine/ placebo
Baseline: 80/87/73.3

3rd month: 8*/22**/46.7

*p <0.01, ** p <0.05
-Quality of life
Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events
Not reported

Comments
baseline - Unclear
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - Unclear
B2 - Were
participants
blinded to
treatment
allocation- No
B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of

bias: Unclear

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -

Identifiers
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Study details

Full citation
Demetrio,F.N.,
Renno,J.,Jr.,
Gianfaldoni,A.,
Goncalves,M.,
Halbe,H.W.,
Filho,A.H.,
Gorenstein,C., Effect
of estrogen
replacement therapy
on symptoms of
depression and
anxiety in non-
depressive
menopausal women:
a randomized
double-blind,
controlled study,
Archives of Women's

Participants

Sample size

N =76
Characteristics
Age (mean = SD)
CEE (N = 30): 49.9
+3.25

Placebo (N = 36):
50.83 +£2.71

Type of menopause

Natural (non-
bilateral
oophorectomy):
CEE: N = 24 (80%)
Placebo: N = 26
(72.2%)

Surgical (bilateral
oophorectomy)

Interventions

Interventions

- CEE (0.625
mg/da)

- Placebo

Both orally, for 6
sycles of 28 days
each.

Methods

Power calculation
30 participants per
group for 80%
power,
significance = 5%
Intention to treat
Not reported.
Details

Setting
Participants
attending the
Division of
Endocrine
Gynaecology of
the Department of
Gynaecology,
Clinical Hospital,
School of
Medicine, San

QOutcomes and Results

Results
State-Trait Anxiety Inventory

Significant differences seen in active group (CEE)
compared to baseline.

CEE

Baseline mean score: 37.5

Endpoint: 32.2, p = 0.01

Placebo
Baseline: 39.1
Endpoint: 34.2, p = 0.001

*No differnces were seen between groups.

Comments
Unclear

D4 - Were
investigators
blinded to
intervention - No
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: High

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Other information
This is a low
quality study that
does not state
randomisation
methods
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Unclear - not
reported

A2 - Was there
adequate
concealment -
Unclear

Identifiers

Main outcome
classification
Psychological
Main interventions
classification

HRT
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Study details
Mental Health, 14,
479-486, 2011
Ref Id

226407
Country/ies where
the study was
carried out

Brazil

Study type
Double-blind,
randomised,
placebo-controlled
study

Aim of the study
To investigate the
efficacy of ERT for
improving mood and
anxiety of non-
depressive
postmenopausal
women.

Study dates

Not reported.
Source of funding
Not reported.

Participants

CEE: N =6 (20%)
Placebo: N =10
(27%)

Inclusion criteria

- Hysterectomy for
non-malignant
causes, with or
without unilateral or
bilateral
oophorectomy

- In menopause for
at least 2 years but
no more than 10.

- Only mild to
moderate hot
flashes and < 5
severe hot flashes
over a 2 week
period.

- Aged 45 - 56
Exclusion criteria

- Major or minor
depression
(according to SADS-
L

- Severe hot flashes
on more than 5 days
over a 2 week
period

- Procoagulant
disorders

- History of CVd and
other comorbidities

- Smoking

Interventions

Methods Outcomes and Results
Paulo
Randomisation
method

Not reported.
Statistical
methods

For comparing
proportions
between groups:
the chi squared
test and Fisher's
exact test (small
expected number
of events) . For
variables with
normal
distribution:
ANOVA.

Comments

A3 - Were groups
comparable at
baseline - Yes
Level of bias: high

B Performance
bias

B1 - Did groups
get same level of
care - Unclear

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

Identifiers
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Study details

Full citation
Derman,R.J.,
Dawood,M.Y.,
Stone,S., Quality of
life during sequential
hormone
replacement therapy
-- a placebo-
controlled study,
International Journal
of Fertility and
Menopausal Studies,
40, 73-78, 1995

Ref Id

226410

Country/ies where
the study was
carried out

Not reported.

Study type
Placebo-controlled,
parallel group,
double-blind RCT.
Aim of the study

To confirm the
efficacy of

Participants

Sample size

N =82

Sequential estrogen
/ progestin
(Trisequens) = 40
Placebo = 42
Characteristics
Average age = 50
yrs

Average weight =
68 kg

Inclusion criteria

- Women aged 40 -
60 yrs who
complained of
menopausal
symptoms
Exclusion criteria

- Women who had
estrogen therapy
within last 3 months,
steroid therapy
within last 3 months,
history of major
diseases

Interventions

Interventions
Sequential 17 beta -
estradiol and
norethindrone
acetate
(Trisequens)

Methods

Power calculation
Not reported.
Intention to treat
Yes

Details

Setting

3 centers
Randomisation
method
Computer
generated
randomisation
schedule.
Statistical method
Qualitative
variables - Mantel-
Haenszel test in
contingency table
Continuous
variables -
ANOVA

QOutcomes and Results

Results

Greene Psychological Index
Pretreatment / baseline Mean (SD)
Trisequens (N = 39) = 14.2 (9.52)
Placebo (N =39) =17.6 (11.87)
Posttreatment mean (SD)
Trisequens (N = 39) = 8.0 (9.04)
Placebo (N = 39) = 16.7 (9.43)
Beck Depression Inventory

Pretreatment / baseline Mean (SD)
Trisequens (N = 39) = 5.1 (4.66)

Placebo (N = 39) = 6.5 (6.54)
Posttreatment mean (SD)
Trisequens (N = 39) = 3.1 (3.79)
Placebo (N = 39) = 6.4 (5.90)

Greene Somatic Index
Pretreatment mean (SD)
Trisequens (N = 39) = 4.1 (3.50)
Placebo (N = 39) =5.9 (3.85)
Posttreatment mean (SD)
Trisequens (N = 39) = 3.3 (3.47)
Placebo (N = 39) = 5.4 (3.60)

Comments

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias:
Medium

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of

bias: medium

B Performance
bias
B1 - Did groups

Identifiers

Main outcome
classification
Psychological
Muscoloskeletal
Main interventions
classification

HRT
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Study details Participants Interventions
Trisequens in
comparison with
placebo in the relief
of vasomotor
symptoms, to assess
alterations in quality
of life by patient
guestionnaires, to
evaluate cycle
control, and to
compare dropout
rates between
groups.

Study dates

Not reported.

Source of funding
Novo
Pharmaceuticals
Inc., Princeton, NJ

Methods

QOutcomes and Results

Comments Identifiers
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: low

C Attrition bias

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
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Study details

Full citation
Elfituri,A., Sherif,F.,
Elmabhaishi,M.,
Chrystyn,H., Two
hormone
replacement therapy
(HRT) regimens for
middle-eastern
postmenopausal
women, Maturitas,
52, 52-59, 2005
Ref Id

226445
Country/ies where
the study was
carried out

Libya

Study type
12-month
randomised
prospective study
Aim of the study
To evaluate the 12-
month effects of two
different HRT
regimens on
postmenopausal
symptoms of Middle-
Eastern women.
Study dates

Not reported
Source of funding
Not reported

Participants

Sample size
Tibolone n=50

17 beta-
Oestradiol/dydroges
terone n=50
Characteristics
Tibolone /17 beta-
Oestradiol/dydroges
terone

Mean age (years),
SD:

43.ét7.6 / 44.8+8.7

Inclusion criteria
-Healthy non-
hysterectomised
Libyan women
naturally or
surgically
menopausal, with
menopausal
symptoms

- In naturally
menopausal
women, it was at
least 12 months
since the last
menstrual period

(LMP) and at least 3

months after the
bilateral
oophorectomy in

Interventions

Interventions

2.5 mg Livial® (2.5
mg tibolone) oral
tablets

2/10 mg Femoston®
(2 mg 17-beta
oestradiol
sequentially
combined with 10
mg dydrogesterone)
oral tablets

Methods

Power calculation
Not reported
Intention to treat
Not reported
Details

Setting

Faculty of
Medicine,
University of
Alfateh, Tripoli,
Libya

Randomisation
method
Not reported

Statistical
methods

The statistical
significant
differences
between the
groups were
performed using
one-way unrelated
analysis of
variance
(ANOVA), with
Bonferroni
correction to
highlight the
differences
between the

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression

Reported as mean scores (SD) of depression using
scores similar to those of ‘The Green Climacteric
Scale’. Severity of the symptoms was classified as
none, mild, moderate and severe, and scored as 0,
1, 2, 3, respectively.

Tibolone group / oestradiol/dydrogesterone group
Month 0: 0.46 (.76) / 0.36 (0.56)

Month 12: 0 (0)*/ 0 (0)*

*P < 0.001: reference is made to month 0.

-Cognitive function

Reported as mean scores (SD) of loss of

memory using scores similar to those of ‘The Green
Climacteric Scale’. Severity of the symptoms was
classified as none, mild, moderate and severe, and
scored as 0, 1, 2, 3, respectively.

Tibolone group / oestradiol/dydrogesterone group
Month 0: 0.24 (.48) / 0.34 (0.68)

Month 12: 0 (0)*/ 0 (0)*

*P < 0.001: reference is made to month 0.

Comments
factors - Unclear
Level of bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: Uncle
ar

Intervention: yes
Outcomes: yes
Indirectness:
unclear
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Unclear

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- No
B3 - Were

Identifiers

Main outcome
classification
-Depression
-Cognitive function
-Sleep disturbance
-Symptom relief (joint
pain and muscular
pain [with and
without] stiffness)
*reported using
scales similar to
Greene
-Discontinuation
-Minor adverse event
bleeding

Main interventions
classification
Tibolone

Combined oestrogen
with progesterone
(17-beta oestradiol
sequentially
combined with 10 mg
dydrogesterone)
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Study details

Participants
surgically
menopausal women

Exclusion criteria
-Pregnancy
-Significant past or
present medical
illness with the
exception of mild
controlled diabetes,
stabilised
hypothyrodism, mild
controlled
hypertension and
mild stabilised
obstructive
pulmonary disease
-Concomitant
administration of a
medication that is
likely to interfere
with the treatment
use; the
contraindications to
oestrogen or
progestogen
therapy; the known
hypersensitivity,
intolerance or
severe side effects
to prior therapy
-Presence of
abnormal vaginal
bleeding of
unknown aetiology
during the last 6
months

Interventions

Methods
individual pairs.
Contingency
tables were
presented and x2
test was used for
the comparisons
of those with and
without symptoms
withinthe groups
between each
visit.

QOutcomes and Results

-Sleep disturbance

Reported as mean scores (SD) of insomnia using
scores similar to those of ‘The Green Climacteric
Scale’. Severity of the symptoms was classified as
none, mild, moderate and severe, and scored as 0,
1, 2, 3, respectively.

Tibolone group / oestradiol/dydrogesterone group
Month 0: 0.82 (.52) / 0.92 (0.66)

Month 12: 0 (0)*/ 0 (0)*

*P < 0.001: reference is made to month 0.
-Quality of life

Not reported

Musculoskeletal symptoms
-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Reported as mean scores (SD) of joint pain using
scores similar to those of ‘The Green Climacteric
Scale’. Severity of the symptoms was classified as
none, mild, moderate and severe, and scored as 0,
1, 2, 3, respectively.

Tibolone group / oestradiol/dydrogesterone group
Month 0: 1.04 (1.03) / 0.70 (0.79)

Month 12: 0 (0)*/ 0 (0)*

*P < 0.001: reference is made to month 0.
-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quiality of life
Not reported

Safety outcomes

-Discontinuation

Withdrew due to adverse events by third month
Tibolone group n=1

Oestradiol/dydrogesterone group n=1

-Major adverse events

Comments Identifiers
individuals

administering care

blinded to

treatment

allocation- No

Level of bias: High

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of bias: High

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Unclear

D4 - Were
investigators
blinded to
intervention - No
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: High

Indirectness
Does the study
match the review
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Study details

Full citation
Evans,M.,
Elliott,J.G.,
Sharma,P.,
Berman,R.,
Guthrie,N., The
effect of synthetic
genistein on
menopause
symptom
management in
healthy
postmenopausal
women: a multi-
center, randomized,
placebo-controlled
study, Maturitas, 68,
189-196, 2011

Ref Id

226467

Country/ies where
the study was
carried out

Canada

Study type
Randomized double-
blind, placebo-
controlled study
Aim of the study

To evaluate the
efficacy of synthetic
genistein for
reducing the
frequency and
severity of hot
flushes

Study dates

Not reported

Participants

Sample size
Genistein n=42
assigned, n=40
intention-to-treat
Placebo n=42
assigned and
intention-to-treat
Characteristics
Genistein/placebo
Age mean £ SD:
53.39 £ 5.05 / 53.50
+4.44

Natural menopause
(%): 63.4/69.1

Surgical menopause

(%): 36.6/31
Inclusion criteria
Subjects had to
have a minimum of
40 hot flushes per
week, be between
the ages of 40 and
65 and be in a
physiological state

of natural or surgical

menopause
Exclusion criteria
-Clinical or
laboratory
abnormalities

-Had used
conventional
hormone therapy or
selective estrogen

receptor modulators

within 4 weeks of
study start
-Had known allergy

Interventions

Interventions
Placebo or a single
30 mg dose of
synthetic genistein
daily for 12 weeks

Methods

Power calculation
Assuming a
standard deviation
of 50% and
allowing for a 20%
rate of withdrawal,
42 subjects per
group were
required to detect
a clinically
important
difference of 35%
at the 5% level of
significance (two-
sided) with 80%
power.

Intention to treat
Yes

Details

Setting

5 study sites in
southwestern
Ontario, Canada

Randomisation
method
Subjects were
randomly
assigned to one of
two treatment
groups in blocks
of six and a
treatment code
was randomly
allocated in the
order in which a
subject was
enrolled. Each

QOutcomes and Results
Not reported

-Minor adverse events

Bleeding

Tibolone n=3
Oestradiol/dydrogesterone group n=4

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms

-Anxiety

Reported as mean Greene Climacteric Scale-
anxiety (SD)

Genistein/Placebo/p-value

Week 0 (baseline): 4.79 (3.13) / 5.76 (3.84)
Week 4: 3.64 (3.38) / 4.56 (3.34) / 0.581
Week 8: 3.43 (2.63) / 4.54 (3.03) / 0.250
Week 12: 3.00 (2.25) / 4.32 (3.34) / 0.142

-Depression

Reported as mean Greene Climacteric Scale-
depression (SD)

Genistein/Placebo/p-value

Week 0 (baseline): 4.36 (3.19) / 4.83 (3.74)
Week 4: 2.95 (3.35) / 4.19 (3.56) / 0.070
Week 8: 2.94 (2.13) / 3.62 (3.25) / 0.543
Week 12: 2.48 (2.06) / 3.35 (3.55) / 0.389
-Cognitive function

Not reported

-Sleep disturbance

Not reported

-Quality of life

Mean Greene Climacteric Scale-psychological

subscale (SD) reported but study did not report it as

psychological quality of life
Genistein/Placebo/p-value

Week 0 (baseline): 9.08 (5.90) / 10.45 (7.46)
Week 4: 6.59 (6.50) / 8.61 (6.63) / 0.248
Week 8: 6.38 (4.20) / 8.15 (6.06) / 0.484

Comments
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
some, study used
Middle Eastern
women only
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals

administering care

blinded to
treatment
allocation- Yes

Identifiers

Main outcome
classification
Anxiety

Depression
Psychological quality
of life

Physical activity

All measured by
Greene Climacteric
Scale

Discontinuation
Minor adverse events
Main interventions
classification
Phytoestrogens-
genistein

Placebo
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Study details
Source of funding
DSM Nutritional
Products, Inc., the
manufacturer of the
genistein tested, fully
funded this study but
played no role in its
execution and
analysis of findings.

Participants

or hypersensitivity to
soy, peanuts,
purified isoflavones,
genistein, lactose
and/or cow's milk
-Had consumed soy
products within 4
weeks prior to the
screening visit
-Reported
unpredictable
vaginal bleeding
(i.e., leiomyoma or
endometrial polyps),
uterine fibroids or
endometriosis that
required treatment;
untreated polycystic
ovary syndrome
(PCOS)

-History of abnormal
pap smear

-Use of
gonadotropin
agonists within 24
weeks
-Glucocorticoids or
chronic high dose
(>7.5 mg/day)
prednisone or
equivalent for the
past 12 weeks

Interventions

Methods
treatment code
was associated
with either the
genistein or
placebo.

Statistical
methods

The statistical
analysis was a
modified intent-to-
treat analysis in
which all subjects
receiving the test
product for a
period of four
weeks were
included in the
efficacy analysis,
and all subjects
taking at least one
dose of the test
product were
included in an
analysis of safety.
A per protocol
analysis of the
results was also
conducted for
both efficacy and
safety endpoints
and included all
subjects
completing 12
weeks of
treatment. Where
subjects
terminated early,
data from the
withdrawal date
were used as
study completion
data. The
distribution of
baseline
characteristics in
the two groups

QOutcomes and Results
Week 12: 5.48 (3.91) / 7.65 (6.68) / 0.182

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Reported as mean Greene Climacteric Scale-
somatic (SD)

Genistein/Placebo/p-value

Week 0 (baseline): 3.36 (2.69) / 4.17 (3.19)
Week 4: 2.28 (1.97) / 3.26 (3.16) / 0.254

Week 8: 2.51 (2.23) / 2.71 (2.74) / 0.617

Week 12: 2.30 (1.95) / 2.73 (3.00) / 0.608

-Quality of life
Not reported

Safety outcomes

-Discontinuation

Genistein: n=2 due to adverse events
Placebo: n=1 due to adverse event

-Major adverse events
Not reported

-Minor adverse events

Bleeding: genistein n=4 / placebo n=1
Headache: genistein n=1/ placebo n=1
Increasingly emotional: placebo n=1

Comments Identifiers

Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
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Study details

Participants

Interventions

Methods

was compared
descriptively.
Treatment group
comparisons for
primary and
secondary
outcomes, the
percentage
change in the
number of hot
flushes, the
change in the
duration and
severity of hot
flushes, the
change in Greene
Climacteric Scale
scores,
endometrial
thickness, serum
FSH and 173-
estradiol
concentrations
were analysed
using analysis of
covariance
(ANCOVA).
Descriptive
statistics present
the mean values
and associated
standard
deviations for all
available data by
treatment groups.
Calculations of
within group
changes were
made using data
for subjects
having both
baseline and
applicable
endpoint values. A
t-test was used to
determine
probability values

QOutcomes and Results

Comments
Outcomes: yes
Indirectness: no

Identifiers
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Study details

Full citation
Geller,S.E.,
Shulman,L.P., van
Breemen,R.B.,

Banuvar,S., Zhou,Y.,

Epstein,G.,
Hedayat,S.,
Nikolic,D.,
Krause,E.C.,
Piersen,C.E.,
Bolton,J.L.,
Pauli,G.F.,
Farnsworth,N.R.,
Safety and efficacy
of black cohosh and
red clover for the
management of
vasomotor
symptoms: a
randomized
controlled trial,
Menopause, 16,
1156-1166, 2009
Ref Id

226551
Country/ies where
the study was
carried out

USA

Study type
Randomised control
trial

Aim of the study
To evaluate the

safety and efficacy of

black cohosh and

red clover compared

with placebo for the
relief of menopausal
vasomotor
symptoms.

Study dates
February 2003 to
December 2007
Source of funding

Participants

Sample size
Placebo arm: n = 22
randomised
Placebo arm: n =21
included in analysis
Ostrogens +
progestin arm
(CEE/MPA): n = 23
randomised and
included in analysis
Black cohosh arm
(BC):n=

22 randomised

BC: n =21 included
in analysis

Red clover arm
(RC):n=22
randomised and
included in analysis
Characteristics
Placebo / CEE,MPA
/ Black cohosh /
Red clover / P-value
Mean age, year
(SD): 52 (4.2)/53.3
(4.0)/54.4 (3.9)/
52.4 (4.6) / 0.24
Mean BMI

(SD): 30.1(4.9)/26
(3.9)/28.3(4.5)/
30.5 (4.3)/28.7
(4.7) / 0.004

Race n (%)

p-value = 0.005,
statistically
significant difference
between groups
African American:
16 (72.7) 1 7 (30.4) /
8(38.1) /13 (59.1)
White: 5 (22.7) / 16
(69.6) /13 (61.9) /5
(22.7)

Hispanic: 1 (4.6)/ 0/
0/3(13.6)

Interventions

Interventions
Capsules were
taken twice daily for
12 months

-0.625 mg
conjugated equine
oestrogens plus 2.5
mg
medroxyprogestero
ne acetate
(CEE/MPA)

-Black cohosh

-Red clover
-Placebo

Methods

for within group
differences.
Power calculation
The sample size
calculation for the
primary outcome
(reduction in
vasomotor
symptoms) was
based on prior
research and
powered with the
following
assumptions. Bota
nical treatments
would reduce
vasomotor
symptoms by
approximately
60%, for example,
from 35 hot
flashes to 13 hot
flashes per
week, with a
probability of at
least 0.80, SD of
10, and an
anticipated
placebo effect of
35%. The null
hypothesis to be
tested was the
equality of
reduction in the
number of hot
flashes between
placebo and the
botanical groups.
This was a two-
sided test with an
alpha error rate of
5% and a 5%
dropout rate
anticipated during
the 12-month
intervention
period. The

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms

-Anxiety

Reported as Greene Anxiety Score difference in
mean reduction (SD)

Placebo vs black cohosh/ p-value:

3 month: -0.20 (0.74) / 0.78

12 month: -0.47 (0.81) / 0.56

Placebo vs red clover/ p-value:

3 month: 1.14 (0.73) / 0.12

12 month: 1.64 (0.80) / 0.04 (statistically significant
difference)

Placebo vs CEE/MPA/ p-value:
3 month: 1.01 (0.72) / 0.16
12 month: 0.83 (0.79) / 0.29

-Depression
Not reported
-Cognitive function
Not reported

-Sleep disturbance
Not reported
-Quality of life

Not reported

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quality of life

Comments

Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals

administering care

blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups

Identifiers

Main outcome
classification
Anxiety-Greene
anxiety scale
Discontinuation
Minor adverse
events-headache
Main interventions
classification
-Oestrogen combined
with progesterone
(CEE/MPA)

-Herbal preparation
(Black cohosh)
-Phytoestrogens (Red
clover)

-Placebo
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Study details
Not stated

Participants
Pacific islander: 0 /
0/0/1(4.6)

Last period in years
(SD): 2.8 (2.9)/ 3.6
(2.9)/3.4(2.6)/ 4.1
(2.8) /1 0.52
Inclusion criteria
-Perimenopausal or
postmenopausal
-Intact uterus

->34 vasomotor
symptoms (hot
flashes and night
sweats) per week
-Amenorhea >6
months and <10
years

-FSH, >40 miU/mL
-HT not
contraindicated
-Able to give
informed consent
Exclusion criteria
-Fewer than 35
vasomotor
symptoms (HF+NS)
per week

-Last menstrual
period > 10-y
duration

-Positive pregnancy
test or breastfeeding
-Obesity, BMI
>38kg/m2
-Previous history of
endometrial
hyperplasia/neoplasi
a

-Previous history of
cancers of the
breast or
reproductive tract
-History of presence
of myocardial
infarction or stroke
-History of severe
recurrent

Interventions

Methods

optimal sample
size (n) for the
primary outcome
was calculated to
be 22 per arm, for
a total number of
88 women across
all four arms of
the study. This
study was
powered only to
compare each
botanical to
placebo.
Intention to treat
Yes

Details

Setting
University of
lllinois at
Chicago/National
Institutes of
Health Center for
Botanical Dietary
Supplements
Research in
outpatient care
facilities at the
University of
Illinois Medical
Center and at the
Northwestern
University
Feinberg School
of Medicine

Randomisation
method

A random,
computer-
generated code
assigned two
women in each
cluster to each of
four treatment
arms. There were
11 clusters with

QOutcomes and Results
Not reported

Safety outcomes
-Discontinuation
CEE/MPA: n=2 due to adverse events

-Major adverse events
Not reported

-Minor adverse events
CEE/MPA: n=1 for headache

Comments Identifiers
comparable for

dropout - Unclear

C3 - Were groups

comparable for

missing data -

Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Other information
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Study details

Participants Interventions
depression, or
severe psychiatric
disturbance

-History or presence
of cerebrovascular
accident, severe
varicose veins,
sickle cell anemia
History of alcohol or
drug abuse
-Abnormal vaginal
bleeding of
undetermined cause
-Untreated or
uncontrolled
hypertension
defined as systolic
blood pressure >
165 mm Hg or
diastolic blood
pressure > 95 mm
Hg

-Concurrent
administration of
medication
containing estrogen,
progestin, SERM,
St. John’s wort,
bisphosphonates, or
dietary
phytoestrogens
-History of migraine
associated with
hormone use
-History or presence
of deep vein
thrombosis,
thrombophlebitis or
thromboembolic
disorder

-Current
participation in any
other clinical trial
within 30 days of
enroliment

->5 alcoholic drinks
per week

Methods QOutcomes and Results
eight women in
each cluster.
Thus, from the
first set of eight
participants, two
each were
assigned to black
cohosh, red
clover, placebo,
and the CEE/MPA
arms. This same
process was
repeated for all
women enrolled in
the study. The
randomisation
procedure was the
same at both
sites.

Statistical
methods

For each
treatment baseline
data was
subtracted from
the data at
months 3, 6, 9
and 12 to assess
symptom
reduction. One
way analysis of
variance was
used to analyse
all data. Fisher’s
Least Significant
Difference
Procedure was
used for pairwise
comparison of the
treatment groups.
Missing
measurements
were imputed
using the last-
observation-
carried-forward

Comments

Identifiers
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Study details

Full citation
Hachul,H.,
Bittencourt,L.R.,
Andersen,M.L.,
Haidar,M.A.,
Baracat,E.C.,
Tufik,S., Effects of
hormone therapy

with estrogen and/or

progesterone on
sleep pattern in
postmenopausal

women, International

Journal of
Gynaecology and

Obstetrics, 103, 207-

212, 2008

Ref Id

226616
Country/ies where
the study was
carried out

Brazil

Study type
Single-center,
prospective,
placebo-controlled
study

Aim of the study
To investigate the
effect of estrogen

and progesterone on

Participants
-Smoker

-Diabetes
-Abnormal
transvaginal
ultrasound defined
as >7-mm thickness
-Abnormal
endometrial biopsy
or mammogram
-Vegans
(vegetarians who
tend to consume
greater than
average doses of
phytoestrogens)
Sample size

N =33

CEE: 14

Placebo: 19
Characteristics
Age (yrs)

CEE: 57.8 (5.1)
Placebo: 54.5 (3.4)

Postmenopause
(yrs)

CEE: 10.5 (8.6)
Placebo: 9.0 (11.5)
Inclusion criteria

- Postmenopausal
women

- Aged 50 - 65

- Mean BMI less
than 30

- No previous
exposure to
exogenous
hormones
Exclusion criteria
- Endometrial
thickness greater
than 5 mm on
ultrasound / positive
result to
progesterone test

Interventions

Interventions
0.625 mg / day CEE
orally

Methods
method. All data
was summarised
as mean (SD),
and p values of
less than 0.05
were considered
statistically
significant.

Power calculation
Not reported.
Intention to treat
Not reported.
Details

Setting

Not reported

Randomisation
No details
provided.
Reported as:
“randomisation
was stratified to
obtain an
approximately
equal number" in
each group.

Statistical analysis
Comparisons
between groups -
Chi squared test
or Fisher test
when
presumptions of
Chi squared test
not met.
Comparisons of
guantitive
variables (values
at each testing) -

QOutcomes and Results

Results
Epworth Sleepiness Scale

Difficulty falling asleep

CEE

Baseline: 42.8
Follow-up: 40.0
Placebo:
Baseline: 52.6
Follow-up: 37.5

- Pairwise comparisone between 2 groups at
baseline: NS

- Pairwise comparisone between 2 groups at follow-
up: NS

Sleep Apnea

CEE

Baseline: 14.2

Follow-up: 0 *

* statistical difference with baseline and between 2
groups

Placebo:
Baseline: 26.3
Follow-up: 25.0 **

- Pairwise comparisone between 2 groups at
baseline: NS

- Pairwise comparisone between 2 groups at follow-
up: p=0.01

Comments

Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Unclear

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - Unclear
B2 - Were
participants
blinded to
treatment

Identifiers

Main outcome
classification
Psychological
Main interventions
classification

HRT

Sa|qe] 90uapIng

asnedousa|y



yieaH s,usipiyD Jure S,UBWOAN 10} 841U PUIRIOYR||0D [RUOITEN

Study details
sleep in
postmenopausal
women.

Study dates

Not reported
Source of funding
AFIP, CNPq,
FAPESP, CEPID

Participants

Interventions

Methods
Friedman K test.

QOutcomes and Results

Anxiety

Reported as prevalence
CEE

Baseline: 64.2
Follow-up: 60.0
Placebo:

Baseline: 52.6
Follow-up: 68.7

- Pairwise comparisone between 2 groups at
baseline: NS

- Pairwise comparisone between 2 groups at follow-
up: NS

Depression

Reported as prevalence
CEE

Baseline: 28.5
Follow-up: 22.2

Placebo:
Baseline: 31.5
Follow-up: 37.5

- Pairwise comparisone between 2 groups at
baseline: NS

- Pairwise comparisone between 2 groups at follow-
up: NS

Comments
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: low

Indirectness
Does the study
match the review

Identifiers
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Study details

Full citation
Haines,C., Yu,S.L.,
Hiemeyer,F.,
Schaefers,M., Micro-
dose transdermal
estradiol for relief of
hot flushes in
postmenopausal
Asian women: a
randomized
controlled trial,
Climacteric, 12, 419-
426, 2009

Ref Id

226623

Country/ies where
the study was
carried out
Thailand, the
Philippines,
Singapore, Hong
Kong, Malaysia
Study type
Multicenter, double-
blind, randomized,
placebo-controlled
study

Aim of the study

To compare the
effect of micro-dose
transdermal estradiol
and placebo on the
incidence and
severity of
menopausal
symptoms and well-
being in
postmenopausal
Asian women with
vasomotor
symptoms

Participants

Sample size

165 subjects
randomised to
estradiol 0.014
mg/day (E2) or
placebo. 80 per
group were included
in the analysis. By
study completion,
77 in E2 and 74 in
placebo groups.
Characteristics
Age at baseline,
mean (SD), years

Estradiol: 52.6
(3.99)
Placebo: 52.2 (4.73)

Time since last
menstruation, mean
(SD), months

Estradiol: 56 (60.3)
Placebo: 65.3 (61.3)

Hysterectomy, n (%)

Estradiol: 27 (33.8)
Placebo: 33 (41.3)

Bilateral
oophorectomy, n
(%)

Estradiol: 19 (23.8)
Placebo: 22 (27.5)
Inclusion criteria
-Women aged
between 40 and 65
years

Interventions

Interventions
Transdermal patch
delivering micro-
dose E2
(0.014mg/day) or
placebo for 12
weeks (one
patch/week)

Methods

Power calculation
Not reported
Intention to treat
Not reported
Details

Setting

Not reported

Sample size
calculation
Not reported

Randomisation
method

Done by a
centrally provided
computer-
generated list

Allocation
concealment and
blinding

Not reported. The
study was double-
blinded.

Statistical
methods

Relative change in
frequency of hot
flushes from
baseline to week
12 was compared
between
treatment groups
using a two-sided
Wilcoxin rank-sum
(Mann-Whitney)
test.

Full analysis set

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms
Not reported

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)
Not reported

-Quality of life

Physical MenQoL subscore reported in absolute
changes (SD). Placebo group improved more than
the E2 group.

Placebo group: -0.9 (1.04)

E2 group: -0.6 (1.03)

Safety outcomes

-Discontinuation

E2: adverse event n=1, withdrawal of consent n=1
Placebo: withdrawal of consent n=2

-Major adverse events
Not reported

-Minor adverse events

Only minor adverse events of interest that arise in
the study are reported

Bleeding n (%)

Comments
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias

Identifiers

Main outcome
classification

Hot flushes
Musculoskeletal
quality of life
Discontinuation
Minor adverse
events-bleeding
Main interventions
classification
Oestrogen (patch)
and placebo (patch)
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Study details
Study dates
Between June 2005

and November 2006

Source of funding
Bayer Schering
Pharma AG

Participants Interventions
-Undergone natural
menopause (212
months' amenorrhea
or 6 months'
amenorrhea with
serum follicle
stimulating hormone
> 40 mlU/ml) or
bilateral
oophorectomy (26
weeks postsurgery)
-At least 24 hot
flushes (of any
severity) within a 7-
day screening
period

Exclusion criteria
-Recently used
oestrogen-
containing products
-Abnormal cervical
smear test
-Endometrial
thickness of 25.0
mm

-Any condition that
could interfere with
study medication or
intepretation of
results
-Concomitant use of
inducers or
inhibitors of
CYP3A4 or drugs
effective in treating
hot flushes
-Received
anticoagulant
treatment for the
past 6 months
-Known severe
dyslipoproteinemia

Methods Outcomes and Results
with the last Estradiol: 3 (3.8)
observation Placebo: 1 (1.3)

carried forward

was used to

analyze hot

flushes frequency,
and full analysis
set used for
quality of life.

Follow-up
12 weeks

Comments

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
some

Identifiers
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Study details

Full citation

Kalay,A.E., Demir,B.,

Haberal A.,
Kalay,M.,
Kandemir,O.,
Efficacy of
citalopram on
climacteric
symptoms,
Menopause, 14,
223-229, 2007

Ref Id

226744
Country/ies where
the study was
carried out

Turkey

Study type
Single-blind
randomised control
study, with
particpants blinded
to which medication
they were taking
Aim of the study
To evaluate the

efficacy of citalopram

for climacteric
symptoms and to

assess the combined

effect of citalopram
and hormone
therapy (HT) on
climacteric

symptoms in women

inadequately
responsive to HT
alone

Study dates

Not reported
Source of funding

Participants

Sample size
Citalopram n=25
Placebo n=25
Characteristics
Citalopram /
Placebo

Mean age, year
(SD): 53.5 (5.3) /
51.7 (4.6)
Surgical menopause
n (%): 6 (24) / 6 (24)
Natural menopause
n (%): 19 (76) / 19
(76)

Inclusion criteria
Natural or surgical
menopause

More than seven to
eight hot flashes per
day

Normal thyroid
function

Exclusion criteria
Psychotic disease
Undergoing
psychiatric therapy
Taking herbal
products,
dopaminergic or
antidopaminergic
drugs, or narcotic
analgesics

Interventions

Interventions

The initial dose of
citalopram was 10
mg/day. After 1
week, the dose was
increased to 20
mg/day. By 4th
week, the
citalopram dose was
increased to 40
mg/day in cases
where sufficient
improvement was
not observed.
Insufficient
improvement was
defined as
unchanged score for
vasomotor
symptoms (the
scores remained at
the level of
moderate-severe).
One placebo tablet
per day was given.
After starting the
medication, follow-
up visits took place
during the fourth
and eighth weeks of
treatment.

Methods

Power calculation
Twenty-five study
group participants
would allow
greater than 87%
power to detect a
significant
difference on the
vasomotor score.
Intention to treat
Not reported
Details

Setting

Ankara Etlik
Maternity and
Women's Health
Teaching
Research
Hospital, Turkey

Randomisation
method

Block
randomization
was done with a
computer-
generated
program

Statistical
methods

One-way analysis
of variance was
used to compare
differences
between the
groups at baseline
with normally
distributed
variables. The
Kruskal-Wallis test

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression
Not reported
-Cognitive function
Not reported

-Sleep disturbance

Not reported

-Quality of life

Reported as change from baseline levels of
Menopause-Specific Quality of Life Questionnaire
scales for psychosocial score, median (minimum-
maximum)

Citalopram / Placebo

-1.9(-3.2t0 0) /0 (-1.2 to 0)

Psychosocial complaints significantly decreased in
all groups (P = 0.01)

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)
Not reported

-Quiality of life
Reported as change from baseline levels of

Comments
Other information
Indirect to the UK
population

as Asian women
were used in the
study.

Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- No
Level of bias: Low

C Attrition bias

Identifiers

Main outcome
classification
Quality of life-
psychological
(MENQOL)
Quality of life-
musculoskeletal (ME
NQOL)

Main interventions
classification
SSRI-Citalopram
Placebo
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Study details
Not reported

Participants

Interventions

Methods

was used for
variables with
skewed
distribution.
Frequency
differences
between the
groups were
analyzed using a
[chi]2 test. To
compare
differences
between time
points within each
group, the
Wilcoxon signed
rank test was
used. To compare
differences
between groups
throughout the
study, repeated-
measures
analysis of
variance was
used

Outcomes and Results

Menopause-Specific Quality of Life Questionnaire
scales for physical score, median (minimum-
maximum)

Citalopram / Placebo

-1.0 (-3.0t0 0) / 0 (-2.0 to 0)

Physical well-being significantly improved in
citalopram group (P=0.001)

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events
Not reported

Comments

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - No
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
some, population

Identifiers
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Study details

Full citation
Lin,S.Q., Sun,L.Z.,
Lin,J.F., Yang,X.,
Zhang,L.J., Qiao,J.,
Wang,Z.H., Xu,Y.X.,
Xiong,Z.A.,
Zhou,Y.Z.,
Wang,M.L., Zhu,J.,
Chen,S.R., Su,H.,
Yang,C.S.,
Wang,S.H.,
Zhang,Y.Z.,
Dong,X.J., Estradiol
1 mg and
drospirenone 2 mg
as hormone

replacement therapy

in postmenopausal
Chinese women,

Climacteric, 14, 472-

481, 2011

Ref Id

226855
Country/ies where
the study was
carried out

China

Study type
Double-blind,
multicenter
randomised study
Aim of the study
To compare the
efficacy, safety and
tolerability of 2 mg
drospirenone/1 mg
oestradiol
(DRSP/E2) versus
placebo in Chinese
postmenopausal
women with
moderate to severe
vasomotor
symptoms (VMS).
Study dates

Participants

Sample size
DRSP/E2 n=183
Placebo n=61
Characteristics
DRSP/E2 / Placebo
Mean age, year
(SD): 52.0 (3.81) /
51.9 (3.56)
Inclusion criteria
-24 or more
moderate to severe
hot flushes over 7
consecutive days
during the 3-week
screening period
-Intact uterus with
endometrial

thickness < 5 mm by

transvaginal
ultrasonography or
normal endometrial
biopsy if
endometrial
thickness was = 5
mm

-Last mentrual
bleed = 1 year
before, or bilateral
oophorectomy = 6
weeks before, or
last natural
menstrual bleed = 6
months (but <1
year) previously,
with serum follicle
stimulating
hormone = 40
miU/ml

-Negative urinary
pregnancy test
-Negative bilateral
mammography
result

Exclusion criteria
-History of

Interventions

Interventions

2mg
drospirenone/1 mg
estradiol (DRSP/E2)
versus placebo
taken daily orally for
four 28-day cycles
(16 weeks)

Methods

Power calculation
Based on the
results of the
European Angeliq
Study, a sample
size of 36 patients
per group was
calculated to be
required to obtain
90% power for the
primary efficacy
parameter
Intention to treat
Not reported
Details

Setting
Multicentre study
in 9 centres in
China--study does
not report types of
centres

Randomisation
method
Centralized block
randomisation for
patient allocation
at a ratio of 3:1 to
DRSP/E2 or
placebo groups,
respectively

Statistical
methods
Descriptive
statistics (means
with SD) and post-
hoc statistical
tests

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression

Reported as percentage of depression incidences
DRSP/ E2

Baseline: 42.1% / 49.2%

After treatment at 16 week: 4% / 12.5%

Reported as percent reduction in depression
incidences from baseline to end of 16 week
treatment

-DRSP/E2: 38.1%

-Placebo: 36.7%

Group differences did not reach statistical
significance

-Cognitive function
Not reported

-Sleep disturbance
Not reported
-Quality of life

Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes

-Discontinuation

Discontinuation due to adverse events
-DRSP/E2 n=7

-Placebo n=5

-Major adverse events
Not reported

Comments
was Turkish
women
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups

Identifiers

Main outcome
classification
Depression-
depression
incidences
Discontinuation
Minor adverse
events-headache,
bleeding

Main interventions
classification

Oestrogen combined

with progesterone
(oral)
Placebo
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Study details
Between May 2006
to October 2007
Source of funding
Bayer Schering
Pharma AG

Full citation
Nielsen,T.F.,

Participants Interventions Methods
cardiovascular
disease
-Uncontrolled
thyroid disorders
-Clinical depression
-Malignant or
premalignant
disease

-Abnormal
gynecologic findings
-Hepatic disease
-Adrenal
insufficiency or renal
failure

-Abnormal glucose
tolerance and
severe or congenital
hypertriglyceridemia
-Abnormal baseline
laboratory findings
-History of
alcohol/drug abuse
or current smoking
-Hormonal therapy
during the 4 weeks
preceding enrolment
-Concurrent therapy
with prescription
medicines

-Use of herbal/other
medicines for
climacteric disorders
-Known
hypersensitivity to
the study
medication or its
excipients

Sample size Interventions
N = 335: Pulsed estrogen

Power calculation
Not reported

QOutcomes and Results

-Minor adverse events

Bleeding reported as vaginal hemorrhage n (%)
DRSP/E2 / Placebo:

2(1.1)/0

Headache n (%)
DRSP/E2 / Placebo:
5 (2.7%) / 2 (3.3%)

Results
QoL scores from WHQ

Comments Identifiers
comparable for

dropout - Unclear

C3 - Were groups

comparable for

missing data -

Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Unclear

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
some, this study
used Chinese
women
Limitations

NICE guidelines

Main outcome
classification
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Study details
Ravn,P., Pitkin,J.,
Christiansen,C.,
Pulsed estrogen
therapy improves
postmenopausal
quality of life: a 2-
year placebo-
controlled study,
Maturitas, 53, 184-
190, 2006

Ref Id

227060
Country/ies where
the study was
carried out
Denmark

Study type
Double-blind,
randomised,
controlled 2 year
study

Aim of the study
To investigate the
effect of pulsed
estrogen therapy
S21400 on different
quality of life (QoL)
dimensions in early
postmenopausal
women

Study dates

Not reported
Source of funding
Not reported

Participants
Intranasal 17B
estradiol:

150 ug/day: N =114
300 ug/day: N =103
Placebo: N =118
Characteristics

Age

Placebo (N = 118):
52.8+2.0

150 ug (N = 114):
52.6 +1.6

300 ug (N = 103):
52.8+1.8

Hysterectomy (%)

Placebo: 7.8

150 ug: 4.7

300 ug: 4.7
Inclusion criteria
-40 - 65 yrs old

- Menopause
defined as
amenorrhea for
more than 12
months or > 6
months with
comitant serum
level of estradiol <
0.16 nmol/L + FSH
> 42 |U/L

- All women who
had undergone
systerectomy had
menopause
confirmed by
determination of
serum estradiol and
FSH at least 2
months prior to
study entry.

- Surgical
menopause, if
performed at least 6
weeks before study
entry

- Osteopenic (BMD

Interventions
therapy S21400
(intranasal 17B
estradial):

150 ug/day and 300
ug/day or placebo

- Women with intact
uterus additionally
received oral
micronised
progesterone 200
mg/day, 14 days out
of 28

Methods
Intention to treat
Yes

Details

Setting

Two Danish
centers.
Randomisation
method

Not reported
Statistical
methods

Between group
differences in
mean change
scores were
evaluated with a
non-parametric
covariance
analysis.

Outcomes and Results
Anxiety/depressed mood

Placebo
Scores at baseline (+SD): 81.0 + 14.3
Mean changes in scores (+SD): -1.6 + 10.8

150 ug/d

Scores at baseline (+SD): 81.9 + 13.8

Mean changes in scores (+SD): -0.5 + 12.6
Estimated difference (95% CI): 1.3 (-1.7, 4.2) - not
significant

300 ug/day

Scores at baseline (+SD): 81.7 + 17.4

Mean changes in scores (+SD): 1.9 + 11.8
Estimated difference (95% Cl): 3.7 (0.9, 6.5) - not
significant

Somatic symptoms

Placebo

Scores at baseline (+SD): 69.8 + 18.9
Mean changes in scores (+SD): -1.9 + 14.8

150 ug/d

Scores at baseline (+SD): 70.0 + 16.3

Mean changes in scores (+SD): 0.8 + 14.3
Estimated difference (95% CI): 12.9 (-0.6, 6.4) - not
significant

300 ug/day

Scores at baseline (#SD): 71.0 £ 17.9

Mean changes in scores (xSD): 2.0 + 12.1
Estimated difference (95% CI): 4.2 (0.9, 7.6) -
significant: p-value = 0.012

Sleep problems

Placebo

Scores at baseline (+SD): 61.3 + 25.8
Mean changes in scores (+SD): -1.9 + 18.9

150 ug/d

Scores at baseline (£SD): 56.1 + 25.6

Mean changes in scores (xSD): 8.1 + 21.2
Estimated difference (95% Cl): 8.2 (3.5, 12.9) - sig:
<0.001

300 ug/day

Comments Identifiers
manual 2012: Psychological
Appendix C: Muscoloskeletal
Methodology Main interventions
checklist: classification
randomised HRT

controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Not reported

A2 - Was there
adequate
concealment - Not
reporte

A3 - Were groups
comparable at
baseline - Unclear
- Placebo had
greater % of ERT
compared to
groups

Level of bias: high

B Performance
bias

B1 - Did groups
get same level of
care - Unclear

B2 - Were
participants
blinded to
treatment
allocation- yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- yes
Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
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Study details

Participants Interventions Methods
T score < - 1) and

no complaint of

severe climacteric

symptoms

Exclusion criteria

- None stated

Outcomes and Results
Scores at baseline (+SD): 60.7 + 25.8
Mean changes in scores (+SD): 8.2 + 17.7

Estimated difference (95% Cl): 9.9 (5.5, 14.4) - sig:

<0.001

Comments Identifiers
comparable for

dropout - Yes

C3 - Were groups

comparable for

missing data -

Unclear

Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
level of bias:
medium

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Other information
- Danish, white
women

- Women who
complained of
severe climecteric
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Study details

Full citation

Nir,Y., Huang,M.1.,
Schnyer,R., Chen,B.,
Manber,R.,
Acupuncture for
postmenopausal hot
flashes, Maturitas,
56, 383-395, 2007
Ref Id

227067

Country/ies where
the study was
carried out

USA

Study type
Randomised,
placebo-controlled
pilot study

Aim of the study

To determine
whether individually
tailored acupuncture
is an effective
treatment option for
reducing
postmenopausal hot
flashes and
improving quality of
life

Study dates

Not reported
Source of funding
Not reported

Participants

Sample size

Active acupuncture
n=12

Placebo
acupuncture n=17
Characteristics
Active
acupuncture/placeb
0 acupuncture / p-
value if statistically
significant

Mean age,

years (SD): 56.92
(1.73)/ 53.71 (4.24) /
p=0.02

Mean age (years,
SD) at menopause:
50.18 (2.96) / 48.57
(6.77)

History of hormone
therapy: 83% / 76%
Inclusion criteria
-Aged 45-65

-Had not
experienced a
menstrual period for
at least 6 months or
were at least 6
weeks post-bilateral
oophorectomy
-Baseline oestradiol
concentration of
less than 50 pg/mL
and a normal TSH
level

-Average of at least
7 moderate to
severe hot flashes
(including night
sweats) per 24
hours or an average
of at least 70 hot
flashes per week
during the screening
phase

Exclusion criteria

Interventions

Interventions

7 weeks (nine
treatment sessions,
twice weekly during
the first two weeks
and once weekly for
the remaining five
weeks) of either
active acupuncture
or placebo
acupuncture
(placebo needles
that did not

penetrate the skin at

sham acupuncture
points)

Methods

Power calculation
Not reported
Intention to treat
Yes

Details

Setting
Community clinics
in the San
Francisco Bay
Area

Randomisation
method
Separate
randomisation
table for each
acupuncturist was
created by
generating a
random string of
permutations of
two elements
(blocked
randomisation)

Statistical
methods

Test for group
differences in
baseline
characteristics
included chi-
square and t-
tests. Differential
impacts of both
treatments on
MSQL subscales
were tested with a
series of four
repeated
measures of
analyses of
variance.

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression
Not reported

-Cognitive function
Not reported

-Sleep disturbance
Not reported

-Quality of life

Reported as mean (SD) menopausal specific quality
of life-psychological

Active acupuncture / placebo acupuncture

Baseline: 2.85 (1.41)/ 2.92 (1.20)

After the last treatment: 2.20 (0.73) / 2.82 (1.66)

No significant reduction in MSQL psychological
subscale

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quiality of life

Reported as mean (SD) menopausal specific quality
of life-physical

Active acupuncture / placebo acupuncture

Baseline: 3.49 (0.91)/ 3.31 (1.31)

After the last treatment: 2.94 (0.73) / 2.89 (0.99)

Comments
changes excluded
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes,
however,
participants in the
active group were
significantly older
than those in the
placebo group
(p=0.01)

Level of

bias: Moderate

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation-
Unclear

B3 - Were
individuals
administering care
blinded to
treatment

Identifiers

Main outcome
classification

Psychological quality

of life
Musculoskeletal
quality of life
Discontinuation
Minor adverse
events-bleeding
Main interventions
classification
Acupuncture
Sham acupuncture
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Study details

Participants
-Endocrine
disorders

-Known or
suspected
oestrogen-
dependent
neoplasia

-Known psychiatric
disorders
-Abnormal results
on a laboratory TSH
test

-Baseline oestrogen
level higher than 50
pg/mL

-Any treatment for
hot flashes,
including black
cohosh,
phytoestrogens, or
acupuncture during
the 6 weeks before
the study

-Any unstable
medical conditions
-Use of any
medication known to
affect vasomotor
symptoms

-Having received
acupuncture within
the past year

Interventions

Methods

Outcomes and Results
No significant reduction in MSQL physical subscale

Safety outcomes

-Discontinuation

Active acupuncture: n= 2 (1 due to concurrent
unstable medical condition and 1 due to
dissatisfaction with treatment)

Placebo acupuncture: n=4 (2 due to concurrent
unstable medical condition and 2 due to
dissatisfaction with treatment)

-Major adverse events
Not reported

-Minor adverse events
Bleeding/bruising during treatment
Active acupuncture n=8

Placebo n=1

Comments Identifiers
allocation- No
Level of

bias: Unclear

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Unclear

D4 - Were
investigators
blinded to
intervention - No
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of
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Study details

Full citation
Odmark,l.S.,
Backstrom,T.,

Jonsson,B., Bixo,M.,

Well-being at onset
of hormone

replacement therapy:
comparison between

two continuous
combined regimens,
Climacteric, 7, 92-
102, 2004

Ref Id

227091
Country/ies where
the study was
carried out
Sweden

Study type
Randomised,
double-blind, 1
month trial

Aim of the study
To compare the
effect on well-being
of two continuous
combined HRT in
women starting
treatment and
women switching
from mainly
sequential HRT
Study dates

Not reported.
Source of funding
Wyeth-Ayerst
Pharmaceutical,
Swedish Council of
Research and a
grant from the EU
Regional Fund.

Participants

Sample size

N = 246

- CE/MPA: N =123
- E2/NETA: N =123
Characteristics

Age (yrs)

CE/MPA =55.7 +
0.27

E2/NETA =56.0 +
0.29

Time to menopause
(yrs)
CE/MPA=5.6*
0.35
E2/NETA=5.4+
0.27

Inclusion criteria

- Healthywomen
with an intact
uterus, had
climacteric
symptoms or
ongoing HRT

- Aged 52 or over
Exclusion criteria

- Contraindications
- Use of steriod
hormones

Interventions

- CE/MPA 0.625

- E2/NETA 2 mg/1

Methods

Power calculation
Not reported.
Intention to treat
Yes

Details

Setting

14 gyneacological
centers in Sweden

Randomisation
method

List in blocks of
four was computer
generated by
statistician.

Statistical
methods

- Differences in
baseline
characteristics
between groups:
Mann-Whitney
independent
sample test

- Changes within
a group: Wilcoxon
test

QOutcomes and Results

Results
Cyclicity Diagnoser (CD) scale

Depression

CE/MPA
Baseline: 2.0 £ 0.18
Endpoint: 1.8 + 0.17

E2/NETA:
Baseline: 1.9 £ 0.18
Endpoint: 2.0 + 0.22

- Changes within CE/MPA group: p-value = not
significant
- Changes within E2/NETA group: p-value = not
significant

Insomnia

CE/MPA
Baseline: 2.4 +0.21
Endpoint: 2.0 + 0.20

E2/NETA:
Baseline: 2.5 £ 0.25
Endpoint: 2.1 + 0.19

- Changes within CE/MPA group: p-value = not
significant

- Changes within E2/NETA group: p-value = < 0.001
(deterioration by 16%)

Discontinuation due to adverse events
Headache: 3

Comments
Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Yes - double
dummy technique
with dark coated
tablet

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Unclear
B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: low

Identifiers

Main outcome
classification
Psychological
Main interventions
classification

HRT
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Study details

Participants

Interventions

Methods

QOutcomes and Results

Comments Identifiers
C Attrition bias

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes - validated
scoring system
D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Yes -
participants
recorded
confounding
factors in diary
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
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Study details

Full citation
Purdie,D.W.,
Empson,J.A.,
Crichton,C.,
Macdonald,L.,
Hormone
replacement therapy,
sleep quality and
psychological
wellbeing, British
Journal of Obstetrics
and Gynaecology,
102, 735-739, 1995
Ref Id

227189

Country/ies where
the study was
carried out

UK

Study type
Randomised, single-
blind, placebo-
controlled trial

Aim of the study

To examine the
effect of hormone
replacement therapy
upon sleep quality
and duration in
postmenopausal
women.

Study dates

Not reported.
Source of funding
Woyeth Laboratories
plc supplied HRT

Participants

Sample size

N =33

HRT: 17

Placebo: 16
Characteristics
Mean age of HRT
group: 54.3 yrs
(range 49 - 60)
Mean age of
Placebo group: 53.6
yrs (range 50 - 59)
Inclusion criteria

- Amenorrheoic for
at least 6 months

- VSM symptoms

- No HRT within
past 6 months

- Normotensive
Exclusion criteria

- Not reported.

Interventions

Interventions

HRT - 0.625mg
conjugated equine
oestrogen (orally),
progestogen
norgestrel 0.15 mg
taken from days 17 -
28

Methods

Power calculation
Sample size of 16
patients per group
would be sulfficient
to detect a
difference of 0.35
in waking
episodes per hour
of cumulative
sleep, with 90%
power using a
two-sided test and
placebo group
over course of
study.

Intention to treat
Not reported.
Details

Setting

Princess Royal
Hospital, Hull
Randomisation
method
Randomisation
schedule carried
out in blocks of 4
Statistical
methods
ANCOVA

QOutcomes and Results

Results
Sleep Quality - Stanford Sleepiness Questionnaire

Arousals (number of shifts from deeper sleep to
stage | sleep to wakefulness)

HRT - Mean (SD)

Baseline (First night): 13.94 ( 5.18)

Endpoint (night 8): 10.88

Placebo

Baseline (First night): 16.76 (5.60)

Endpoint (night 8): 12.41 (5.66)

- No significat difference attributable to HRT or
placebo

- Significant reduction in arousals in both groups
during course of study (p < 0.005)

Wakefulness (minutes)

HRT

Baseline (First night): 9.88 (9.34)
Endpoint (night 8): 10.06 (13.44)

Placebo
Baseline (First night): 20.53 ( 15.87)
Endpoint (night 8): 15.18 (12.47)

- No significant difference between groups
- Significant reduction in both groups: p < 0.05.

Crown - Crisp experiential index
Free floating Anxiety

HRT

Baseline: 7.06 (4.06)
Endpoint (week 9 - 12): 4.63 (3.83)

Placebo

Comments
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:

Identifiers

Main outcome
classification
Psychological

Appendix C: Main interventions
Methodology classification
checklist: HRT

randomised

controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment - No
A3 - Were groups
comparable at
baseline - Unclear
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - Unclear

B2 - Were
participants
blinded to
treatment
allocation- No -
after bleeding
occured,
allocation became
known to
participants

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: High
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Study details

Full citation
Ross,L.A.,

Participants

Sample size

Tibolone n=18

Interventions

Interventions

Oral conjugated

Methods

Power calculation
A minimum of 26

QOutcomes and Results

Baseline: 7.06 (3.70)

Endpoint (week 9 - 12): 6.53 (3.56)

- HRT group showed dsignificantly greater
improvement between baseline and the mid and
late periods (11th week) - p < 0.01

Somatic anxiety
HRT

Baseline: 6.13 (3.00)
Endpoint (week 9 - 12): 3.94 (2.35)

Placebo
Baseline: 7.29 (3.31)
Endpoint (week 9 - 12): 6.71 (2.69)

- HRT group showed dsignificantly greater
improvement between baseline and the mid and
late periods (11th week) - p < 0.02

Depression
HRT

Baseline: 5.32 (1.92)
Endpoint (week 9 - 12): 4.25 (2.24)

Placebo

Baseline: 5.82 (2.10)

Endpoint (week 9 - 12): 5.64 (1.22)

- HRT group showed dsignificantly greater
improvement between baseline and the mid and
late periods (11th week) - p < 0.025

Results
Frequency of hot flushes (including night sweats)

Comments

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of bias: High

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines

Identifiers

Main outcome
classification
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Study details
Alder,E.M.,
Cawood,E.H.,
Brown,J.,

Gebbie, A.E.,
Psychological effects
of hormone
replacement therapy:
a comparison of
tibolone and a
sequential estrogen
therapy, Journal of
Psychosomatic
Obstetrics and
Gynecology, 20, 88-
96, 1999

Ref Id

227235

Country/ies where
the study was
carried out

Scotland

Study type
Randomised, initially
double-blind,
controlled trial

Aim of the study

To compare the
psychological effects
of two regimens of
HRT in
perimenopausal
women

Study dates

Not reported

Source of funding
Organon
Laboratories Ltd, UK

Participants
Sequential
oestrogen
(conjugated equine
oestrogen plus
progestogen) n=18
Characteristics
Tibolone /
sequential
oestrogen / p-value
Age, years (study
does not report if
mean or median
age was used): 52.2
/52.0/0.89
Inclusion criteria
-Climacteric
symptoms

-At least 45 years of
age

-Intact uterus
-Amenorrhea for at
least 3 months

-No past psychotic
history nor current
use of
antidepressants or
psychotherapeutic
agents

-No
contraindications to
oestrogen therapy
Exclusion criteria
Not reported

Interventions
equine estrogen
0.625 mg daily plus
progestogen
(norgestrel) 150
micrograms for the
last 12 days of each
28 day cycle, or
tibolone 2.5 mg/day
for 28 days for three
months of the trial

Methods

patients would be
required, 13 in
each group to
detect a 40%
difference with
80% power
between scores of
depression on the
Women's Health
Questionnaire for
the two drugs
Intention to treat
Yes

Details

Setting

Queen Margaret
College,
Edinburgh,
Edinburgh
Healthcare NHS
Trust, Family
Planning and Well
Woman Services,
Edinburgh,
Scotland

Randomisation
method
Randomisation
was made by pre-
generated
sequential
randomisation
lists with a block
size of ten, and
each packet was
given a code
number. Copies of
the code were
kept by Organon
Laboratories and
in the Department
Office at Queen
Margaret College
in opaque sealed
envelopes.

QOutcomes and Results
Not reported

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression

Not reported

-Cogpnitive function

Reported as median change scores from

baseline in Women's Health Questionnaire memory
problems scale

Tibolone (n) / Sequential oestrogens (n) /
Significance

Month 1: 0 (16) / 0.09 (15) / 0.03

Month 2: 0.08 (15) / 0.39 (13) / 0.006

Month 3: 0.01 (15) / 0.39 (12) / 0.05

For the first month, women taking sequential
oestrogen improved slightly compared with the
tibolone group. After 2 and 3 months, small
difference in memory problems remained.

There was no significant differences in any changes
from baseline between the two groups.

-Sleep disturbance
Not reported
-Quality of life

Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes

-Discontinuation

Reported as withdrawal due to side effects
Tibolone n=2

Sequential oestrogen n=3

-Major adverse events
Not reported

-Minor adverse events
Not reported

Comments
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for

Identifiers
Cognitive function-
WHQ memory
problems
Discontinuation
Main interventions
classification
Oestrogen combined
with progestogen
(oral conjugated
equine estrogen
0.625 mg daily plus
progestogen)
Tibolone
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Study details

Full citation

Rotem,C., Kaplan,B.,

Phyto-Female
Complex for the
relief of hot flushes,
night sweats and
quality of sleep:
randomized,
controlled, double-
blind pilot study,

Participants

Sample size

25 randomised to
Phyto-Female
Complex group with
21 analysed. 25
randomised to
placebo group with
23 analysed. 5 in
placebo and 2 in
study group

Interventions

Interventions

Oral Phyto-Female
Complex
(standardised
extracts of black
cohosh, dong quai,
milk thistle, red
clover, American
ginseng, chaste-tree
berry) or

Methods
Statistical
methods

Mean values for 3

weeks baseline
(before
medication) and
first, second and
third months of
HRT were
analysed. Drugs
were compared
using a Mann-
Whitney U test to
measure for
differences
between changes
from baseline
between the two
groups. Wilcoxon
rank sum tests
were used to test
whether changes
from baseline
were significant

within each group.

Power calculation
NR

Intention to treat
NR

Details

Setting

Five community
gynaecological
clinics of major
health

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

Comments
missing data -
Unclear

Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there

Identifiers

Main outcome
classification

Sleep - sleep quality
score
Discontinuation
Main interventions
classification

Herbal preparations
Placebo
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Study details
Gynecological
Endocrinology, 23,
117-122, 2007

Ref Id

227240

Country/ies where
the study was
carried out

Israel

Study type
Randomized,
double-blind,
placebo-controlled
trial

Aim of the study

To determine the
efficacy and safety of
the herbal formula
Phyto-Female
Complex (SupHerb,
Netanya, Israel;
ingredients:
standardized
extracts of black
cohosh, dong quai,
milk thistle, red
clover, American
ginseng, chaste-tree
berry) for the relief of
menopausal
symptoms.

Study dates

Not reported (NR)
Source of funding
Not reported

Participants Interventions

dropped out during matched placebo
the first four weeks twice daily for 3
and 2 in placebo months

group during weeks
4-8 owing to lack of
compliance or
deciding voluntarily
to discontinue
participation.
Characteristics
Phyto-Female
Complex- mean age
(SD) 55.3+5.4,
years in
menopause:
6.88+4.77

Placebo- mean age
(SD) 59.0+7.3,
years in
menopause:
8.95+6.44

Inclusion criteria
-Amenorrhoea for at
least 6 months, with
hot flushes and/or
night sweats at least
three times daily
-Healthy peri (study
called
perimenopausal
premenopausal)
and
postmenopausal
women, aged 44-65
years

Exclusion criteria
Not reported

Methods
maintenance
organisation in
Israel

Randomisation
method
Not reported

Statistical
methods

A structured
guestionnaire on
the frequency and
intensity of
menopausal
symptoms was
administered
weekly from one
week before
throughout the 3-
month treatment
period, followed
by biochemical
tests, breast
check, and
transvaginal
ultrasonography.
Sleep quality was
subjectively
assessed on a
scale of 1 to 5,
with 1 meaning
'good sleeper'.
Data were
compared
between groups
and within groups,
before treatment
and at the end of
treatment, using
Student's paired
two-tailed t test.

QOutcomes and Results

-Depression
Not reported
-Cognitive function
Not reported

-Sleep disturbance

Reported as mean sleep quality score, SD
Phyto-Female Complex / Placebo/ p-value
-Baseline: 3.58 (1.14) / 2.57 (1.53) / NS

-End of treatment at 3 months: 1.06 (1.04) / 2.05
(1.17) / 0.001

-Quality of life
Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes

-Discontinuation

7 women in the placebo group felt aggravation of or
no change in symptoms and decided to stop the
treatment

-Major adverse events
Not reported

-Minor adverse events
Not reported

Comments Identifiers
appropriate
randomisation -
Unclear, method
of randomisation
was not reported
A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias:
Unclear

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of

bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear
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Study details

Participants

Interventions

Methods

QOutcomes and Results

Comments Identifiers

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
No, reliability and
validity of sleep
quality

score measure
was not reported
and the measur
was self-rated
D4 - Were
investigators
blinded to
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
some-the study
used Israeli
women

Other information
The first author is
the scientific
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Study details

Full citation
Rudolph,l., Palombo-
Kinne,E., Kirsch,B.,
Mellinger,U.,
Breitbarth,H.,
Graser,T., Influence
of a continuous
combined HRT (2
mg estradiol valerate
and 2 mg dienogest)
on postmenopausal
depression,
Climacteric, 7, 301-
311, 2004

Ref Id

227254

Country/ies where
the study was
carried out
Germany

Study type
Randomised,
double-blind,
placebo-controlled
Aim of the study

To investigate the
effects of continuous
combined hrt with 2
mg estradiol valerate
and 2 mg dienogest
over 24 weeks on
postmenopausal
depression

Study dates

Not reported

Source of funding
Jenapharm GmbH &
Co. KG.

Participants

Sample size

N =129
Characteristics

EV + DNG (N = 65):
Age (yrs): 55.3 +5.1
Last menstrual
period (months):
109.3 + 97.60

Placebo (N = 64):
Age (yrs): 56.9 + 5.0
Last menstrual
period (months):
123.3 + 95.2

Inclusion criteria

- Healthy
postmenopausal
women

- 48 - 65 yrs

- Mild to moderate
depressive epidode
according to ICD10
and HAMD > 16
Exclusion criteria

- Any
contraindications for
HRT wit estradiol

- A severe
depressive

episode and acute
stressful life events

Interventions

Interventions

- 2 mg Estradiol
valerate (EV) + 2
mg Dienogest
(DNG) per day

Methods

Power calculation
Not reported.
Intention to treat
Yes

Details

Setting

Two large
practices
Randomisation
method
Randomisation
code produced
using random
number generator
to select random
permuted blocks.
Statisticam
methods
Descriptive
statistics and
repeated analysis
of variances
(ANOVA, GLM,
SAS). ANCOVA
used in vsm and
sleep disturbance

QOutcomes and Results

Results
Depression (HAMD)

Placebo (mean + SD)

Baseline (n = 64): 18.8 + 3.9

Final (n = 38): 12.8 + 8.5

Mean difference (final - baseline): -6.4 + 7.7

EV + DNG

Baseline (n = 65): 18.9 + 3.1

Final (n =51): 8.9 + 6.4

Mean difference (final - baseline): -9.7 + 6.2

Depression severity

Placebo (mean + SD)
Baseline: 18.8 + 3.9
Final: 15.0 + 7.7

EV + DNG

Baseline: 18.9 + 3.1
Final: 10.8 + 7.2

ANOVA
Main effect treatment: p = 0.0044
Time by treatment interaction: p < 0.0001

Sleep disturbances (WHQ)
ANCOVA (between-subject effects):
Treatment p-value: 0.0475

Placebo (mean + SD)
Baseline (n = 64): 18.8 + 3.9
Final (n = 38): 12.8 + 8.5

Comments
consultant for the
product tested in
this study and
SubHerb donated
the Phyto-Female
(herbal) capsules
used in the study
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at
baseline - Yes
Level of bias: low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: low

Identifiers

Main outcome
classification
Psychological
Main interventions
classification

HRT
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Study details

Full citation
Schmidt,P.J.,
Nieman,L.,

Participants

Sample size
34 female subjects,
16 received

Interventions

Interventions
Placebo skin patch
for 3 weeks.

Methods

Power calculation
Not reported
Intention to treat

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Not reported

Comments

C Attrition bias

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:

Identifiers

Main outcome
classification
Depression
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Study details
Danaceau,M.A.,
Tobin,M.B.,
Roca,C.A.,
Murphy,J.H.,
Rubinow,D.R.,
Estrogen
replacement in
perimenopause-

related depression: a

preliminary report,
American Journal of
Obstetrics and
Gynecology, 183,
414-420, 2000
Ref Id

227287
Country/ies where
the study was
carried out

USA

Study type

Double-blind parallel

design with those in
the placebo group
crossed over to

the treatment group
Aim of the study

Examine the efficacy

of estrogen in the
treatment of
perimenopausal-

related depression in

women with and
without hot flushes
Study dates

Not reported
Source of funding
Not reported

Participants
estradiol first and 18
received placebo
first.
Characteristics
Age, mean year
(SD) and range:
17B-estradiol: 48.3
(2.7), 44-52
Placebo: 50.1 (3.1),
44-55

Subijects without hot
flushes (n)
17B-estradiol: 9
Placebo: 9

Subjects with
current Research
Diagnostic Criteria

for minor depression

(n)
17B-estradiol: 13

Placebo: 13

Subjects with
current Diagnostic
and Statistical
Manual Il Revised
Criteria for major
depression (n)

17B-estradiol: 3
Placebo: 5
Inclusion criteria
-Self-report onset of
depression
associated with
mentrual cycle
irregularity of at
least 6 months'
duration but with <1
of amenorrhea

Interventions
17B-estradiol
estraderm skin
patch (0.05 mg/day)
for 3 weeks.
Subsequently,
women receiving
estradiol during the
first 3 weeks
continued receiving
estradiol for an
additional 3 weeks,
whereas women
who had received
placebo crossed
over to estradiol for
3 weeks.

Methods

Not reported
Details

Setting
Outpatient clinic
within the National
Insitutes of Health
Clinical Center in
the US
Randomisation
method

All subjects were
given 1 week of
single-blind
placebo. Placebo
non-responders
were then
randomised in a
double-blind
manner to receive
either estraderm
or placebo skin
patch for 3 weeks.
Depressed
women with and
without hot
flushes were
randomised
separately. Both
groups were
randomised by a
pharmacist who
was not a study
investigator.

Statistical
methods
Symptom rating
scores were
compared by
analysis of
variance for
repeated
measures.
Number of
depressed
perimenopausal
women who

QOutcomes and Results

Frequency of sexual intercourse
Not reported

Psychological symptoms

-Anxiety

Reported as visual analog scale ratings (mean, SD)
which ranged from 0 (not present) to 100 (present in
the extreme)

Estradiol at baseline: 56.4 (15.2)

Placebo at baseline: 56.7 (13.1)

Estradiol at week 4: 33.2 (21.5), P<0.01, week 4
versus baseline

Placebo at week 4: 59.3 (19.9)

P<0.01, estradiol (week 4) versus placebo (week 4)

-Depression
Reported as visual analog scale ratings (mean, SD)
which ranged from O (not present) to 100 (present in
the extreme)

Estradiol at baseline: 56.2 (12.5)

Placebo at baseline: 54.6 (15.9)

Estradiol at week 4: 25.9 (16.0), P<0.01, week 4
versus baseline

Placebo at week 4: 55.2 (22.8)
P<0.01, estradiol (week 4) versus placebo (week 4)

Reported as Center for Epidemiologic Studies-
Depression (mean, SD)

Estradiol at baseline: 23.0 (6.4)

Placebo at baseline: 23.0 (8.4)

Estradiol at week 4: 10.6 (6.9), P<0.01, week 4
versus baseline

Placebo at week 4: 20.6 (6.9)

P<0.01, estradiol (week 4) versus placebo (week 4)

Reported as Hamilton Rating Scale for Depression

Comments
Appendix C:
Methodology
checklist:
randomised
controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Unclear

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation-
Unclear

Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for

Identifiers
Anxiety

Main interventions
classification
Oestrogen (patch)
Placebo (patch)
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Study details

Full citation
Soares,C.N.,
Arsenio,H., Joffe,H.,
Bankier,B.,
Cassano,P.,
Petrillo,L.F.,
Cohen,L.S.,
Escitalopram versus

Participants
-diagnosis of major
or minor depression
determined by a
strucured diagnostic
interview

-scores on the
Center for
Epidemiologic
Studies Depression
Scale 210 during 3
of the 4 screening
visits

-plasma levels of
follicle-stimulating
hormone 220 IU/L
on 3 of 4 screening
visits

Exclusion criteria
-medical illness
-taking medication
-abnormal result of
a gynecologic
examination or a
mammogram
-medical
contraindication to
oestrogen
replacement therapy
-history of
psychiatric illness
during the 2 years
before the reported
onset of the current
episode of
depression

Sample size

For ITT:

Estrogen and
progestogen
therapy (EPT) n=16
Escitalopram
(ESCIT) n=16
Characteristics

Interventions

Interventions

8 week open trial
with ESCIT (flexible
dose, 10-20 mg/day;
fixed dose,
10mg/day for the
first 4 weeks) or
estrogen plus

Methods
responded to
oestrogen or
placebo on the
basis of the
percentage
decrease in the
Center for
Epidemiologic
Studies-
Depression Scale
scores after 3
weeks of
oestrogen or
placebo relative to
baseline was
examined.

Power calculation
Not reported
Intention to treat
Yes-analyses
included subjects
who completed at
least one
treatment visit

Outcomes and Results

(mean, SD)

Estradiol at baseline: 14.6 (3.9)

Placebo at baseline: 17.2 (5.8)

Estradiol at week 4: 6.8 (5.2), P<0.01, week 4
versus baseline

Placebo at week 4: 13.9 (5.9)

P<0.01, estradiol (week 4) versus placebo (week 4)
Please note results before cross-over are reported
here.

Musculoskeletal symptoms
Not reported

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events
Not reported

Results

Vasomotor

Frequency of hot flushes (including night sweats)-
not reported

Altered sexual function
Frequency of sexual intercourse-not reported (NR)

Comments
missing data -
Unclear
Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were

outcomes defined

precisely - Yes
D3 - Was a valid
and reliable
method used to

assess outcome -

Yes

D4 - Were
investigators
blinded to
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of
bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials

Identifiers

Main outcome
classification
Depression
Discontinuation
Minor adverse
events-headache,
weight change
Main interventions

Sa|qe] 90uapIng

asnedousa|y



yieaH s,usipiyD pﬁ}e S,UBWOAN 10} 841U PUIRIOYR||0D [RUOITEN

Study details
ethinyl estradiol and
norethindrone
acetate for
symptomatic peri-
and postmenopausal
women: impact on
depression,
vasomotor
symptoms, sleep,
and quality of life,
Menopause, 13,
780-786, 2006

Ref Id

227369

Country/ies where
the study was
carried out

USA

Study type
Randomised open-
label trial

Aim of the study

To examine efficacy
and tolerability of
escitalopram
(ESCIT) compared
to oestrogen and
progestogen therapy
(EPT) for the
treatment of
symptomatic peri-
and postmenopausal
women.

Study dates

Study participants
recruited between
June 2001 and
September 2003
Source of funding
Study partially
supported by a
National Alliance for
Research on
Schizophrenia and
Depression Award
(Dr. Soares) and a
research grant from

Participants

Most women were
white, divorced, with
partial or completed
college education,
working outside the
home, and
presenting with
menopause-related
symptoms,
particularly hot
flashes. The
majority of women
in both groups met
criteria for major
depressive disorder.
EPT/ESCIT
Median age (range):
49 (40-58) /50 (40-
59)

Inclusion criteria
Perimenopausal
and
postmenopausal
women, aged 40 to
60 years, who
presented with
depressive
disorders and
menopause-related
symptoms
Exclusion criteria
Clinical
contraindications to
estrogen therapy,
undiagnosed
abnormal vaginal
bleeding, history of
or current
thrombophlebitis or
thromboembolic
disorderes
Carcinoma of the
breast

Estrogen-dependent

tumors
Hepatic dysfunction
or disease

Interventions
progestogen
therapy (ethinyl
estradiol 5 mcg/day
plus norethindrone
acetate 1 mg/day)

Methods
(intention-to-treat),
with the last
observation
carried forward.
Details

Setting

Boston, MA, USA

Randomisation
method

Not reported other
than 40 women
with depressive
disorders and
menopause-
related symptoms
were randomly
assigned to an 8-
week open-label
escitalopram
(ESCIT) or
estrogen and
progestogen
therapy (EPT).

Statistical
methods

Severity of
depressive
symptoms was
assessed with the
Montgomery-
Asberg
Depression Rating
Scale

(MADRS). Depre
ssive symptoms
were assessed at
baseline and at
weeks 2, 4, and 8.
Scores from
baseline to study
end were
assessed within
the treatment
groups using
Wilcoxon signed

Outcomes and Results

Psychological symptoms

Anxiety: NR

Depression:

Full remission of depression (score of <10 on the
Montgomery-Asberg Depression Rating Scale) was
observed in 75% (12/16) of subjects treated with
ESCIT, compared to 25% (4/16) treated with EPT
(p=0.01).

Decrease in depressive symptoms was significantly
greater in subjects treated with ESCIT (median
decline = 19.2 [range, 10-34]) compared with that in
subjects treated with EPT (median decline = 9.4
[range, -6 to 30]) (p=0.03).

Cognitive function: NR

Sleep disturbance: NR

Quality of life measurement (psychological):NR

Musculoskeletal symptoms

Symptom relief (joint pain and muscular pain [with
and without] stiffness): NR

Muscle strength: NR

[validated] Physical activity (Greene sub-scale
data): Reported in graphical format only

Patient satisfaction: NR

Quality of life (musculoskeletal): Reported in
graphical format only

Safety outcomes collected across NMA and
standard reviews

Discontinuation: Subjects dropped out due to
"unwillingness to stay on hormones" (one subject
on EPT at week 1, one subject on EPT at week 4),
nausea (one subject on EPT at week 1), headaches
(two subjects on ESCIT at week 1), “lack of
efficacy” (one subject on EPT at week 4, one
subject on ESCIT at week 3)

Major adverse events

Breast cancer-NR

Other cancer-NR

Arterial disease (e.g. coronary heart disease,
stroke)-NR

Venous thromboembolic disease (VTE) (e.g. DVT,
thromboembolism)-NR

Fracture-NR

Mortality-NR

Minor adverse events

Bleeding pattern-NR

Identifiers
classification
Oestrogen combined

Comments
A Selection bias
Al - Was there

appropriate with progesterone
randomisation - SSRI-Escitalopram
Unclear

A2 - Was there

adequate

concealment - No
A3 - Were groups
comparable at
baseline - Yes
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- No

B3 - Were
individuals
administering care
blinded to
treatment
allocation- No
Level of bias: High

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of bias: High

D Detection bias
D1 - Was follow-
up appropriate
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Study details
Forest
Pharmaceuticals
(Drs. Cohen and
Soares)

Full citation
Somunkiran,A.,
Erel,C.T., Demirci,F.,
Senturk,M.L., The
effect of tibolone
versus 17beta-
estradiol on
climacteric

Participants

Sample size
Tibolone n=20

17 beta-oestradiol
n=20
Characteristics
Tibolone /17 beta-
oestradiol / p
Mean age (years,

Interventions

Interventions
Tibolone 2.5
mg/day or 17f3-
estradiol 2 mg/day
for 6 months

After 3 weeks
washout period,
treatment protocols

Methods

rank tests. Chi-
square methods
for discrete
measures (or
Fisher's exact test
for small samples)
and Mann-
Whitney tests for
continuous
measures were
used to examine
potential
differences
between the
treatment groups.

Power calculation
Not reported
Intention to treat
Not reported
Details

Setting
Department of
Obstetrics and

Outcomes and Results

Headache-two subjects on ESCIT at week 1
Depression/anxiety/mood/mental health-NR

Weight change/gain-Median weight hange observed
after treatment with EPT was 1.62Ib, which did not
represent a significant variation when compared to
weight observed at study entry. Women treated with
ESCIT had a median change of 0.43lb, also
nonsignificant compared to weight at study entry.

Results
Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse
Not reported

Psychological symptoms

Comments
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Unclear

D4 - Were
investigators
blinded to
intervention - No
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Other information
Small sample size
(16 on ESCIT and
16 on EPT).
Open-label trial so
patients were not
kept "blind" to
treatment
allocation.
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials

Identifiers

Main outcome
classification
Anxiety
Depression
Quality of life-
psychological
Quality of life-
musculoskeletal
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Study details
symptoms in women
with surgical
menopause: a
randomized, cross-
over study,
Maturitas, 56, 61-68,
2007

Ref Id

227374

Country/ies where
the study was
carried out

Turkey

Study type
Randomised, single-
blind, cross-over
study

Aim of the study

To compare the
effectiveness of
tibolone and 173-
estradiol on
climacteric
symptoms in
surgically

menopausal women.

Study dates
Not reported
Source of funding
Not reported

Participants

SD) 47.95 + 3.28 /
47.58 + 3.20 /Non-
statistically
significant

The time interval
between the surgery
and the study was 3
weeks

Inclusion criteria
-Hysterectomy and
bilateral
oophorectomy
-Perimenopausal
period before the
operation

Exclusion criteria
-Hypertensive
disorders (systolic
BP > 170 mmHg
and/or diastolic BP
> 105 mmHg)
-Active liver disease
-Cerebrovascular or
thromboembolic
disorders

-Diabetes mellitus
-Thyroid disorders
-Any malignancies
and chronic disease
which may affect the
quality of life

Interventions

were exchanged for
another 6 months

Methods
Gynecology,
Duzce School of
Medicine, Turkey

Randomisation
method
Computer-
generated list of
random number
groups

Statistical
methods

The mean score
of each symptom
is calculated by
the sum of all
individual scores
divided by the
number of
subjects. The
score of the
clusters are given
as the sum of the
mean scores of
the symptoms
within that cluster.

For comparisons
between baseline,
tibolone and 17f3-
estradiol the non-
parametric
Wilcoxon Sign
Rank Test was
used.

Outcomes and Results

-Anxiety

Reported as mean score + S.D. of the symptoms
clusters of the Greene Climacteric Anxiety Scale
during treatment

Tibolone / 17beta-estradiol/p-value for tibolone vs
17beta-oestradiol

0.39 (0.58)/ 0.87 (1.01) /.002

Lower scores indicate improvement

Compared with baseline, all subscores improved in
both groups during treatment

-Depression

Reported as mean score + S.D. of the symptoms
clusters of the Greene Climacteric Depression
Scale during treatment

Tibolone / 17beta-estradiol/p-value for tibolone vs
17beta-oestradiol

0.25 (0.70)/ 1.25 (1.53) /reported as .000
Compared with baseline, all subscores improved in
both groups during treatment

-Cognitive function

Not reported

-Sleep disturbance

Not reported

-Quality of life

Reported as mean score + S.D. of the symptoms
clusters of the Greene Climacteric Psychological
Scale during treatment

Tibolone / 17beta-estradiol/p-value for tibolone vs
17beta-oestradiol

0.64 (0.86)/ 2.12 (1.71) /reported as .000
Compared with baseline, all subscores improved in
both groups during treatment

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quality of life
Reported as mean score + S.D. of the symptoms
clusters of the Greene Climacteric Somatic Scale

Identifiers

*All measured by
Greene climacteric

Comments
A Selection bias
Al - Was there

appropriate scale
randomisation - Main interventions
Yes classification

A2 - Was there Tibolone
adequate Oestrogen
concealment -

Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias:
Moderate

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation-
Unclear

B3 - Were
individuals
administering care
blinded to
treatment
allocation-Unclear
Level of bias: High

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of bias: High
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Study details

Full citation
Speroff,L., Efficacy
and tolerability of a
novel estradiol
vaginal ring for relief

Participants

Sample size
Vaginal ring
delivering 50 mcg
per day E2 (n =
113) or 100 mcg per

Interventions

Interventions
Vaginal ring
delivering

the equivalent of 50
mcg per day or 100

Methods

Power calculation
Based on past
unpublished
studies of this E2
vaginal ring and

Outcomes and Results

during treatment

Tibolone / 17beta-estradiol/p-value for tibolone vs
17beta-oestradiol

0/0.43 (0.71) /.002

Compared with baseline, all subscores improved in
both groups during treatment

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events
Not reported

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse

Comments

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
some, study used
Turkish women

Other information
This study was
carried out among
surgically
menopausal
women.
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology

Identifiers

Main outcome
classification
Anxiety
Depression
Quality of life-
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Study details

of menopausal
symptoms,
Obstetrics and
Gynecology, 102,
823-834, 2003

Ref Id

227387

Country/ies where
the study was
carried out

USA

Study type
Double-blind,
randomised,
placebo-controlled
trial

Aim of the study

To assess the
efficacy, tolerability,
and acceptance of a
vaginal ring
delivering the
equivalent of 50 or
100 microg per day
of estradiol (E2),
compared with
placebo, for relief of
moderate to severe
vasomotor
symptoms and
urogenital symptoms
in postmenopausal
women.

Study dates

Not reported
Source of funding
Warner Chilcott, a
division of

Galen Holdings PLC,
which has developed
this product

Participants

day E2 (n = 112), or
a placebo vaginal
ring (n = 108) for 13
weeks
Characteristics
Placebo/ Estradiol
50 mcg / Estradiol
100 mcg

Mean age, year
(SD): 50.7 (6.5)

/ 52.6

(8.3)/51.8 (6.6)
Hysterectomised,
ovaries intact (%):
17122 /17
Inclusion criteria

-At least 7 moderate
to severe hot
flushes per day or
an average of at
least 56 moderate to
severe vasomotor
symptoms per week
for the 2 weeks
before
randomisation
-Women with uterus
were required to
have had
amenorrhea for
more than 12
months before
randomisation; if
she had
amenorrhea for less
than 12 but at least
6 months, she was
also required to
have a FSH level of
at least 40 IU and
an E2 level of no
mroe than 20 pg/mL
-Women with
hysterectomy must
had bilateral
oophorectomy

Interventions
mcg per day of
estradiol or

a placebo vaginal
ring for 13 weeks

Methods
assumptions of
standard
deviations, 80
women per group
would be sufficient
to detect a
difference as
small a 13
moderate to
severe vasomotor
symptoms per
week, with a
power of 0.80.
Intention to treat
Yes

Details

Setting

The study
reported the trial
was conducted at
35 sites in the US
with no indication
of the setting type

Randomisation
method
Randomisation
schedule was
generated with the
SAS Proc Plan
and women were
randomised in
blocks of six to 13
weeks of
treatment

Statistical
methods
Changes in
Greene
Climacteric Scale
scores from
baseline to weeks
4, 8, and 13 were
analysed with
analysis of
variance and

QOutcomes and Results
Not reported

Psychological symptoms

-Anxiety

Reported as mean change from baseline in Greene
Climacteric Scale-Anxiety scores at week 13

50 mcg E2/ 100 mcg E2 / placebo

Baseline: 4.85/4.87 /5.78

Mean change from baseline at week 13: -2.56*/ -
2.86*/ -1.94

* p < 0.002 versus placebo

-Depression

Reported as mean change from baseline in Greene
Climacteric Scale-Depression scores at week 13
50 mcg E2/ 100 mcg E2 / placebo

Baseline: 3.97 / 3.58 / 4.38

Mean change from baseline at week 13: -2.10*/ -
1.88* -0.97

* p < 0.002 versus placebo

-Cognitive function

Not reported

-Sleep disturbance

Not reported

-Quality of life

Reported as mean change from baseline in Greene
Climacteric Scale-Psychological scores at week 13
50 mcg E2/ 100 mcg E2 / placebo

Baseline: 8.81/8.45/10.16

Mean change from baseline at week 13: -4.66*/ -
4.74* -2.91

* p < 0.002 versus placebo

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Reported as mean change from baseline in Greene
Climacteric Scale-somatic scores at week 13

50 mcg E2/ 100 mcg E2 / placebo

Baseline: 3.40/3.39/4.39

Comments
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias:
Unclear, as the
study does not
indicate where
they recruited the
subjects

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear

Identifiers
psychological
Physical activity

All measured by
Greene Climacteric
Scale

Main interventions
classification
QOestrogen (depot)-
oestradiol vaginal ring
Placebo vaginal ring
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Study details

Participants
performed more
than 6 weeks before
randomisation; if
they did not have
bilateral oophorecto
my must had a FSH
level of at least 40
IU and an E2 level
of no more than 20
pg/mL

Exclusion criteria
-Past or current
thromoembolic
disorder or
cerebrovascular
accident
-Endometriosis
-Allergy or
intolerance to
previous ERT or
HRT, including
disabling
breakthrough
bleeding

-Past or current
oestrogen-
dependent
neoplasia
-Abnormal
uninvestigated
vaginal bleeding
within 6 months of
randomisation
-Known or
suspected
pregnancy
-Treatment with
oestrogen,
progestogen,
androgen, or
systemic
corticosteroids by
the oral route within
8 weeks of
screening, by
transdermal or
buccal delivery

Interventions

Methods

analysis of
covariance

Outcomes and Results

Mean change from baseline at week 13: -1.21*/ -
1.38*/-0.70

* p < 0.002 versus placebo

-Quiality of life
Not reported

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events
Not reported

Comments

C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Other information

Identifiers
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Study details

Full citation
Thomson,J.,
Oswald,|., Effect of
oestrogen on the
sleep, mood, and
anxiety of
menopausal women,
British Medical
Journal, 2, 1317-
1319, 1977

Ref Id

227452
Country/ies where
the study was
carried out
Scotland

Study type
Double-blind
controlled study
Aim of the study
To investigate the
effect of oestrogen
therapy on sleep,
mood, anxiety, and
hot flushes in
perimenopausal
women.

Study dates

Participants

within 4 weeks of
screening, or by
injection within 6
months of
screening, hormone
pellets or implants
inserted within the
previous 5 years or
an implant removed
within the past 3
months
-Unopposed ERT
for 6 months or
more in women with
an intact uterus or
selective oestrogen
receptor modulators
within 8 weeks of
screening

Sample size
Oestrogen n=17
Placebo n=17
Characteristics
Mean age only
reported
Oestrogen: 49.7
Placebo: 48.5
Inclusion criteria
-Aged 45-55
-Amenorrhoea for at
least three months
-Symptoms of
insomnia,
depression, anxiety,
and hot flushes

Exclusion criteria
Not reported

Interventions

Interventions

In the first six weeks
all patients received
a placebo. In the
remaining eight
weeks one of each
pair received
piperazine oestrone
sulphate in a dose
of 1.5 mg twice daily
while the other
remained on
placebo.

Methods

Power calculation
Not reported
Intention to treat
Not reported
Details

Setting

Patients were
referred by local
general
practitioners in
Scotland.

Randomisation
method
Not reported

Statistical
methods
Intragroup
changes in the
different periods
of the experiment
were compared by
t tests for paired
observations. The
changes between
the baseline
period and first

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms

-Anxiety

Measured by Hamilton anxiety score (SE)
Oestrogen/placebo

Start of study: 17.2 (1.8) / 20.1 (2.1)

End of baseline period: 9.7 (1.3)/ 11.4 (1.3)

End of first treatment month: 7.7 (1.2)/ 6.5 (1.1)
End of second treatment month: 5.6 (1.4)/ 5.4 (0.7)
No significant differences between the two groups.
In both groups the difference in values between the
start of the study and the end of the baseline period
was significant (oestronegroup: P < 0.001; placebo
group: P < 0.001). The decrease from the end of the
baseline period to the end of the first treatment
month was significant for the placebo group (P <
0.001) but not for the oestrone group, and the
decrease from the end of the baseline period to the
end of the study was significant in both groups
(oestrone group: P < 0.01; placebo group: P
<0.001).

Comments Identifiers

Main outcome
classification
Anxiety-Hamilton

Limitations
NICE guidelines
manual 2012:

Appendix C: anxiety score
Methodology Depression-Hamilton
checklist: depression score
randomised Sleep disturbance-

mean duration of
sleep, time awake
that intervenes

controlled trials
A Selection bias
Al - Was there

appropriate between periods of
randomisation - sleep, number of
Unclear arousals from sleep
A2 - Was there to wakefulness
adequate Main interventions
concealment - classification
Unclear Oestrogen

A3 - Were groups Placebo

comparable at
baseline - Unclear
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
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Study details
Not reported
Source of funding
Not reported

Participants

Interventions

Methods
treatment month
and between the
baseline and
second treatment
month were also
examined for each
group, and the
magnitude of
change in the two
groups was then
compared using
Student's t test. A
one-tailed test
was used for
intervening
wakefulness and
frequency of
arousals, which
we had predicted
would decrease
with oestrogen
treatment, and a
two-tailed test in
all other cases.

Outcomes and Results

-Depression

Measured by Hamilton depression score (SE)
Oestrogen/placebo

Start of study: 16.3 (1.9) / 18.2 (2.0)

End of baseline period: 7.9 (1.2)/ 10.1 (1.5)

End of first treatment month: 7.3 (1.3)/ 6.2 (1.3)
End of second treatment month: 5.9 (1.8)/ 4.5 (0.7)
In both groups the difference in values between the
start and end of the baseline period was significant
(oestrone group: P < 0.001; placebo group: P <
0.001). In the placebo group there was a significant
decrease from the end of the baseline period to the
end of the first treatment month (P < 0.02) and to
the end of the second treatment month (P <0.01),
but in the oestrone group these changes did not
reach significance. There were no significant
differences between the two groups.

-Cognitive function

Not reported

-Sleep disturbance

Measured by mean duration of sleep (SE)

The duration of sleep increased in both groups. In
the oestrogen group mean sleep duration increased
from a baseline value of 423.2 (8.2) minutes to
442.2 (7.7) minutes in the first treatment month
(P<0.01) and rose to 446.5 (7.2) minutes in the
second treatment month (P <0.01). In the placebo
group the increase from the baseline duration of
418.2 (7.2) minutes to 424.3 (8.2) minutes in the
first treatment month was not significant, but the
increase from the baseline value to 429.4 (7.2)
minutes in the second treatment month was
significant (P <0.02). The difference between the
two groups was not significant.

Measured by minutes (SE) awake that intervenes
between periods of sleep

QOestrogen/placebo/ p-value significance

Change from baseline at first treatment month: -
14.4 (5.1)/ -4.7 (4.5)/ not significant (p-value not
reported)

Change from baseline at second treatment month: -
15.8 (5.8)/ 2.1 (2.2)/ significant difference between
the two groups (p< 0.025)

End of second treatment month: 446.5 (7.2)/ 4.5
0.7)

Comments Identifiers
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of

bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Unclear

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
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Study details

Full citation

Tice,J.A., Ettinger,B.,

Ensrud,K.,
Wallace,R.,
Blackwell,T.,
Cummings,S.R.,
Phytoestrogen
supplements for the
treatment of hot
flashes: the
Isoflavone Clover
Extract (ICE) Study:
a randomized
controlled trial,

JAMA, 290, 207-214,

2003

Ref Id

227456
Country/ies where

Participants

Sample size
Promensil n=84
assigned and
analysed
Rimostil n=83
assigned and
analysed
Placebo n=85
assigned and
analysed
Characteristics
Promensil / Rimostil
/ Placebo

Mean age, year
(SD): 52.3 (2.8) /
52.3(3.0)/52.3
(3.4)

Surgical menopause

n(%): 6 (7)1 4 (5)/

Interventions

Interventions
-Promensil (82 mg
of total isoflavones
per day)

-Rimostil (57 mg of
total isoflavones per
day)

-ldentical

placebo contained
less than 0.04 mg of
total isoflavones per
tablet

-Participants were
instructed to take 2
tablets once daily
for 12 weeks

Methods

Power calculation
The study was
designed to have
90% power to
detect at least a
15% greater
reduction in hot
flash frequency in
the active
treatment arms
compared with the
placebo arm.
Intention to treat
Yes

Details

Setting

3 academic
clinical research
sites located in

Outcomes and Results
Negative minutes denote decrease in the amount of
intervening wakefulness

Measured by mean number (SE) of arousals from
sleep to wakefulness

The oestrone-treated group woke less often. In the
second treatment month they showed a decrease in
the number of arousals from sleep to wakefulness
of 0.9 (0.4) compared with the baseline period,
whereas the placebo group showed a small mean
increase of 0.1 (0.4). The difference between the
two groups was significant (P<0.05).

-Quality of life
Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events

Not reported

Results

There were significant improvements from baseline
in all 3 groups, but there were no statistically
significant differences between groups on any of the
Greene scales

Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms

-Anxiety

Reported as change in mean Greene Climacteric
anxiety subscale (95% CI) from randomisation to
the end of study

Promensil / Promensil versus Placebo P value:
-1.1(-1.6t0 0.6) / .33

Comments
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Other information
Study does not
report
randomisation

Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at

Identifiers

Main outcome
classification

All effectiveness
outcomes measured
by Greene
Climacteric Scale
Anxiety
Depression
Quality of life-
psychological
Quality of life-
musculoskeletal
Discontinuation
Minor adverse
events-headache
Main interventions
classification
Phytoestrogens
Placebo

Sa|qe] 90uapIng

asnedousa|y



yieaH s,usipiyD pZuIe S,UBWOAN 10} 841U PUIRIOYR||0D [RUOITEN

Study details

the study was
carried out

USA

Study type
Randomised,
double-blind,
placebo-controlled
trial

Aim of the study

To compare the
efficacy and safety of
2 dietary
supplements derived
from red clover with
placebo in
symptomatic
menopausal women
Study dates
Between November
1999 and March
2001

Source of funding
Novogen Inc

Participants

6 (7)

Inclusion criteria
-45 to 60 years
-Experiencing at
least 35 hot flashes
per week

-Had a follicle-
stimulating hormone
(FSH) level of 30
mlU/mL

-Had either
documented
bilateral
oophorectomy or at
least 2 consecutive
months of
amenorrhea prior to
enroliment with at
least 6 months of
amenorrhea in the
year prior to entry
Exclusion criteria
-Vegetarian
-Consumed soy
products more than
once per week
-Took medications
affecting isoflavone
absorption
(antibiotics,
antacids) or
hormonal
preparations during
the 3 months prior
to enroliment

-Had significant
gastrointestinal
disease

-Drank more than 2
alcoholic beverages
per day

-Were allergic to red
clover

-Were regular users
of dietary
supplements
containing

Interventions

Methods
Oakland,
California;
Minneapolis,
Minnesota; and
lowa City, lowa.
The study was
administered
through a
coordinating
center at the
University of
California, San
Francisco.

Randomisation
method

By the central
pharmacy using
computer-
generated
randomisation in
blocks of 6,
stratified by
clinical site.

Statistical
methods

Scores for the
subscales of the
Greene
Climacteric Scale
were calculated
using the standard
method described
by Greene. Data
are reported using
the last
observation
carried forward.

QOutcomes and Results

Rimostil / Rimostil versus Placebo P value:
-0.8 (-1.3t0 0.3) /.80

Placebo:
-0.7 (-1.3t0 0.2)

-Depression

Reported as change in mean Greene Climacteric
depression subscale (95% CI) from randomisation
to the end of study

Promensil / Promensil versus Placebo P value:
-0.7 (-1.1t0 0.2) / .23

Rimostil / Rimostil versus Placebo P value:
-0.4 (-0.8t0-0.2) /.79

Placebo:

-0.3 (-0.7 t0o -0.2)
-Cognitive function
Not reported

-Sleep disturbance

Not reported

-Quality of life

Reported as change in mean Greene Climacteric
psychological subscale (95% CI) from
randomisation to the end of study

Promensil / Promensil versus Placebo P value:
-1.8(-2.6t00.9) /.23

Rimostil / Rimostil versus Placebo P value:
-1.2(-2.0t00.3) /.77

Placebo:
-1.0(-1.9t0 0.1)

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not directly reported, although the study used
Greene somatic scale, reported below

Comments Identifiers
baseline - Yes

Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes
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Study details

Full citation
Utian,W., Yu,H.,
Bobula,J., Mirkin,S.,
Olivier,S.,
Pickar,J.H.,
Bazedoxifene/conjug
ated estrogens and
quality of life in
postmenopausal
women, Maturitas,
63, 329-335, 2009
Ref Id

227488

Country/ies where
the study was
carried out

USA

Study type
Multicenter, double-

Participants
isoflavones, or
consumed less than
80% of the expected
study tablets during
the 2-week placebo
run-in period

Sample size

BZA 20 mg/CE 0.45
mg (n = 127)

BZA 20 mg/CE
0.625 mg (n = 128)
Placebo (n = 63)
Characteristics

BZA 20 mg/CE 0.45
mg / BZA 20 mg/CE
0.625 mg / Placebo
/p-value

Mean Age (SD):
53.57 (4.82) / 53.09
(4.41) / 53.62 (5.31)
/0.666

Inclusion criteria
Postmenopausal
women (aged 40-65
years) who had an

Interventions

Interventions

BZA 20 mg/CE 0.45
mg, BZA 20 mg/CE
0.625 mg, or
placebo for 12
weeks

Methods

Power calculation
Not reported
Intention to treat
Not reported
Details

Setting

43 sites in the
United States (no
further details)

Randomisation
method
Not reported

Statistical
methods
Changes from
baseline in sleep
scale and

QOutcomes and Results

-Quiality of life

Reported as change in mean Greene Climacteric
somatic subscale (95% CI) from randomisation to
the end of study

Promensil / Promensil versus Placebo P value:
-0.4 (-0.8 to -0.03) / .60

Rimostil / Rimostil versus Placebo P value:
-0.6 (-1.1t0 0.2) / .82

Placebo:
-0.6 (-1.0t0 0.1)

Safety outcomes

-Discontinuation

1 discontinued due to adverse event in Rimostil
group

-Major adverse events
Not reported

-Minor adverse events
Reported as number and percentage of participants

Promensil / Rimostil / Placebo / P value
Headache:

5(6)/4(5)/11(13)/.13

Results

Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression

Not reported

-Cognitive function

Reported as percentages of subjects

reporting ability to concentrate per Menopause
Symptoms Treatment Satisfaction Questionnaire
(MS-TSQ)

BZA 20 mg/CE 0.45 mg / BZA 20 mg/CE 0.625 mg /

Comments

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Other information

Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Unclear,
randomisation
methods not
reported

A2 - Was there
adequate
concealment -

Identifiers

Main outcome
classification
Cognitive function
(ability to
concentrate-MS-TSQ)
Sleep disturbance
(MOS sleep
disturbance scale)
Quality of life-
psychological
(MENQOL
psychosocial)
Quality of life-
musculoskeletal
(MENQOL physical)
Main interventions
classification

Tissue selective
oestrogen complexes
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Study details

blind, placebo-
controlled study

Aim of the study

To assess the
effects of
bazedoxifene/conjug
ated estrogens
(BZA/CE) on sleep
parameters and
health-related quality
of life (HR-QOL)
Study dates

Not reported

Source of funding
Wyeth Research,
Collegeville, PA,
USA.

Participants

intact uterus and
endometrial biopsy
results at screening
At least 7 moderate-
to-severe hot
flushes per day (or
at least 50 per
week)

Exclusion criteria
Uncontrolled
hypertension (i.e.,
systolic blood
pressure >140
mmHg or diastolic
blood pressure >90
mmHg that was
untreated) or
controlled
hypertension using
greater than 2
antihypertensive
medications prior to
randomization
Fasting total
cholesterol >300
mg/dL or
triglycerides >300
mg/dL

Fasting blood
glucose >125 mg/dL
ECG findings
suggestive of
ischemia

Interventions

Methods
MENQOL scores
were analyzed
using an analysis
of covariance
(ANCOVA), with
treatment and
study site as
factors and
baseline value as
a covariate

Outcomes and Results

Placebo

52.2*/56.4 / 40.7

* Subjects receiving BZA 20 mg/CE 0.45 mg versus
placebo reported significantly greater satisfaction
with the ability to concentrate (P < 0.05)

-Sleep disturbance

Reported as mean (SD) baseline Medical
Outcomes Study (MOS) sleep scale measures-
sleep disturbance

BZA 20 mg/CE 0.45 mg / BZA 20 mg/CE 0.625 mg /
Placebo / p-value

47.0 (25.3) / 45.2 (22.5) / 46.4 (21.2) / 0.828

Mean (SE) change from baseline in MOS sleep
scale-sleep disturbance measures at Week 12
BZA 20 mg/CE 0.45 mg / BZA 20 mg/CE 0.625 mg /
Placebo

-19.95 (1.93)*/ -21.41 (2.06)* / =5.90 (2.69)

*P < 0.001 vs placebo

Sleep scale measured on 6-point scale, ranges
from 1 = “all of the time” to 6 = “none of the time”)
At Week 12, both doses of BZA/CE showed
significant improvements (P < 0.001) in scores for
sleep disturbance compared with placebo

Reported as effect size (95% Cl) for MOS sleep
measures-sleep disturbance at Week 12

BZA 20 mg/CE 0.45 mg / BZA 20 mg/CE 0.625 mg
-0.65 (-0.98 to -0.31) / -0.75 (-1.08 to —0.41)
The treatment effect sizes with BZA 20 mg/CE 0.45
and 0.625 mg were medium to large for sleep
disturbance (-0.65 and -0.75) and the
corresponding 95% Cls showed that these effect
sizes were significant.

-Quality of life

Reported as mean (SD) baseline Menopause-
Specific Quality of Life (MENQOL)-psychosocial
function

BZA 20 mg/CE 0.45 mg / BZA 20 mg/CE 0.625 mg /
Placebo / p-value

3.66 (1.83) / 3.51 (1.66) / 3.68 (1.70) / 0.733

Reported as mean change from baseline in
MENQOL psychosocial function scores at Week 12
BZA 20 mg/CE 0.45 mg / BZA 20 mg/CE 0.625 mg /

Comments
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias:
Unclear

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation-
Unclear

B3 - Were
individuals
administering care
blinded to
treatment
allocation-
Unclear

Level of

bias: Unclear, as
method of blinding
not reported

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data -
Unclear

Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

Identifiers

(BZA 20 mg/CE 0.45
mg, BZA 20 mg/CE
0.625 mg)

Placebo
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Study details

Full citation
Veerus,P.,
Fischer,K., Hovi,S.L.,
Karro,H., Rahu,M.,
Hemminki,E.,
Symptom reporting
and quality of life in
the Estonian
Postmenopausal
Hormone Therapy
Trial, BMC Women's

Participants

Sample size
N = 1823:

Blind HT arm: 415
Placebo: N = 381
Non-blind HT arm:
N =503
Non-treatment arm:
N =524
Characteristics
Mean Age (yrs)

Interventions

Interventions

- 0.625 mg CEE
(regardless of
hysterectomy
status) + 2.5 mg
MPA or:

- 0.625 mg CEE and
5 mg MPA if they
were within 3 years
from their last period

Methods

Power calculation
Not reported.
Intention to treat
Yes

Details

Setting

Clinical centers in
Estonia

Randomisation
method

QOutcomes and Results
Placebo
-0.9/-1.2*/-0.7

*p < 0.05 vs placebo

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quality of life

Reported as mean (SD) baseline Menopause-
Specific Quality of Life (MENQOL)-physical function
BZA 20 mg/CE 0.45 mg / BZA 20 mg/CE 0.625 mg /
Placebo / p-value

3.92 (1.51) / 3.68 (1.36) / 3.63 (1.38) / 0.308

Reported as mean change from baseline in
MENQOL physical function scores at Week 12
BZA 20 mg/CE 0.45 mg / BZA 20 mg/CE 0.625 mg
-1.1/-1.3*/-0.8

*p < 0.01 vs placebo

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events

Not reported

Results

% of participants reporting EuroQoL (EQ - 5D)
scores

Trouble sleeping (%)
Non-blind HT
Baseline: 31.4

Final: 34.1

Non-treatment:

Comments
D2 - Were

outcomes defined

precisely - Yes
D3 - Was a valid
and reliable
method used to

assess outcome -

Yes

D4 - Were
investigators
blinded to
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of
bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no

Other information

Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there

Identifiers

Main outcome
classification
Psychological
Musculoskeletal
Main interventions
classification

HRT
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Study details
Health, 8, 5-, 2008
Ref Id

227513
Country/ies where
the study was
carried out
Estonia

Study type
Open-label

Aim of the study
To determine the
effect of
postmenopausal
hormone therapy on
women's symptom

reporting and quality

of life.

Study dates

1999 - 2004
Source of funding
Not reported.

Participants
All: 58.2 (4.0)

Postmenopausal:
8.0 (4.0) years
Inclusion criteria

- Aged 50 - 64

- Estonian speaking
in 2 areas (Tallinn
and Tartu) and in 2
counties
surrounding these
towns

Exclusion criteria
Not reported.

Interventions

Methods
Not reported

Statistical method
Mixed effects
logistics
regression with
random subject
specific intercepts,
using a penalized
quasi-likelihood
metho.

QOutcomes and Results
Baseline: 30.3
Final: 36.2

Blind HT
Baseline: 30.2
Final: 31.3

Placebo:
Baseline: 34.2
Final: 33.3

95% OR = 0.66 (0.52 - 0.84)

Depression
Non-blind HT
Baseline: 27.1
Final: 21.6

Non-treatment:
Baseline: 27.2
Final: 23.6

Blind HT
Baseline: 23.4
Final: 18.9

Placebo:
Baseline: 21.0
Final: 19.3

95% CI: 0.81 (060 - 1.08)

Anxiety
Non-blind HT
Baseline: 34.4
Final: 27.3

Non-treatment:
Baseline: 36.1
Final: 29.5

Blind HT
Baseline: 34.6
Final: 25.2

Placebo:
Baseline: 33.2

Comments
appropriate
randomisation -
Method of
randomisation not
reported

A2 - Was there
adequate
concealment - No
A3 - Were groups
comparable at
baseline - Yes
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - Unclear

B2 - Were
participants
blinded to
treatment
allocation- No -
open label

B3 - Were
individuals
administering care
blinded to
treatment
allocation- No
Level of bias: High

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate

Identifiers

Sa|qe] 90uapIng

asnedousa|y



yieaH s,usipiyD p%re S,UBWOAN 10} 841U PUIRIOYR||0D [RUOITEN

Study details

Full citation
Wiklund,l.K.,
Mattsson,L.A.,
Lindgren,R.,
Limoni,C., Effects of
a standardized
ginseng extract on
quality of life and
physiological
parameters in
symptomatic
postmenopausal
women: a double-
blind, placebo-
controlled trial.
Swedish Alternative
Medicine Group,
International Journal

Participants

Sample size

N =384

Placebo = 191
Ginseng = 193
Characteristics
Age yrs mean, (SD)
Ginseng = 53.3
(4.0)

Placebo = 53.6 (4.0)
Weight kg (SD)

Ginseng = 71.1
(11.6)

Placebo = 69.9
(11.5)

Inclusion criteria
- Aged 45 - 65,

without HRT for
previous 2 months

Interventions

Interventions
Ginseng

Methods

Power calculation
Estimated
maximum placebo
effect size 50% for
a clinically
relevant difference
and an alpha
value of 0.05,
power of 80%
subjects per
treatment group.
Sample size
identified as 182
subjects per arm.
Intention to treat
Yes

Details

Setting

QOutcomes and Results
Final: 25.2

95% CI: 0.93 (0.73 - 1.19)

Stiffness/aches in joints
Non-blind HT

Baseline: 57.5

Final: 57.5

Non-treatment:
Baseline: 54.5
Final: 56.5

Blind HT
Baseline: 56.3
Final: 54.4

Placebo:
Baseline: 54.2
Final: 56.5

95% CI: 0.97 (0.82 - 1.15)

- No difference between treatment and non-
treatment arms in reporting any symptoms

Results
VSM
Reported in seperate evidence table

Quality of Life: Psychological General Well-Being
(PGWB) score
Anxiety

Ginseng (N= 193)

Baseline = 22.8 (4.3)

After 16 weeks = 24.2 (4.3)
Mean change = 1.4 (4.1)

p value = 0.0001

Placebo (N = 191)
Baseline = 22.9 (4.3)

After 16 weeks = 24.2 (4.1)
Mean change = 1.3 (3.9)

Comments
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes - EQ-5D

D4 - Were
investigators
blinded to
intervention - No
D5 - Were
investigators
blinded to
confounding
factors - Unclear

Level of bias: High

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Unclear

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups

Identifiers

Main outcome
classification
Qulaity of life
Psychological
Sexual function
Musculoskeletal
Main interventions
classification

Non pharmaceutical
treatment
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Study details

of Clinical
Pharmacology
Research, 19, 89-99,
1999

Ref Id

227562
Country/ies where
the study was
carried out
Sweden

Study type
Randomised,
multicenter, double-
blind, placebo-
controlled parallel
group study.

Aim of the study
To compare the
effect of a 16 week
treatment with
ginseng or placebo
in postmenopausal
women with
climacteric
symptoms.

Study dates

Not reported.
Source of funding
Pharmaton S.A

Participants
and with no
bleeding during

previous 6 months

Exclusion criteria
- Women taking
concomitant
medication

Interventions

Methods

Not reported
Randomisation
method

Not reported
Statistical method
Student's t-test for
independent
samples used to
analyse difference
between groups.
Frequency of
adverse events
compared using
Chi-squared
statistics and
Fisher's exact
test.

Outcomes and Results

p value = 0.0001

Ginseng - placebo treatment difference = 0.1 (4.0),
p-value = not significant

Depression

Ginseng

Baseline = 15.2 (2.6)

After 16 weeks = 16.0 (2.3)
Mean change = 0.7 (2.4)

p value = 0.0001

Placebo

Baseline = 15.7 (2.1)

After 16 weeks = 15.9 (2.3)
Mean change = 0.2 (2.2)

p value = not significant

Ginseng-placebo treatment difference = 0.5 (2.3), p-

value = 0.04

Quality of life - Women's Health Questionnaire
(WHQ)

Somatic symptoms

Ginseng

Baseline = 13.5 (4.0)

After 16 weeks = 12.0 (3.5)

Mean change = -1.5 (3.4)

p value = 0.0001

Placebo

Baseline = 13.3 (3.9)

After 16 weeks = 12.4 (3.8)

Mean change = -1.0 (3.3)

p value = 0.001

Ginsent - placebo treatment difference = -0.5 (3.4),
p-value = not significant

Anxiety

Ginseng

Baseline = 6.3 (2.1)

After 16 weeks = 5.6 (1.7)
Mean change = -0.8 (1.8)
p value = 0.0001

Placebo

Baseline = 6.2 (2.0)

After 16 weeks = 5.7 (1.8)
Mean change = - 0.5 (1.6)
p value = 0.001

Ginseng - placebo treatment difference = - 0.2 (1.7),

p-value = not significant

Comments Identifiers
comparable at

baseline - Yes

Level of

bias: medium

B Performance
bias

B1 - Did groups
get same level of
care - Unclear

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes
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Study details

Full citation
Wu,M.H., Pan,H.A.,
Wang,S.T.,
Hsu,C.C.,
Chang,F.M.,

Participants

Sample size

48 randomised

36 subjects
completed 3 months
of treatment and

Interventions

Interventions
Tibolone 2.5mg/day
CEE 0.625 mg/day
plus MPA 5mg/day
Treatments were for

Methods

Power calculation
Not reported
Intention to treat
Not reported
Details

QOutcomes and Results

Depression

Ginseng

Baseline = 12.9 (3.8)

After 16 weeks = 11.5 (3.7)
Mean change =-1.3 (3.4)
p value = 0.0001

Placebo

Baseline = 12.5 (3.7)

After 16 weeks = 11.6 (3.7)
Mean change = - 0.9 (3.4)
p value = 0.001

Ginseng - placebo treatment difference = - 0.4 (3.4),
p-value= not significant

Sexual function

Ginseng

Baseline = 6.3 (2.5)

After 16 weeks = 5.6 (1.7)
Mean change =-0.1 (1.8)
p value = not significant
Placebo

Baseline = 6.2 (2.3)

After 16 weeks = 6.0 (2.3)
Mean change = - 0.2 (1.9)
p value = not significant
Ginseng - placebo treatment difference = 0.1 (1.8),
p-value= not significant

Sleep problems

Ginseng

Baseline = 6.8 (2.3)

After 16 weeks = 5.8 (2.3)

Mean change = -1.0 (1.9)

p value = 0.0001

Placebo

Baseline = 6.7 (2.2)

After 16 weeks = 6.0 (2.2)

Mean change =- 0.7 (1.8)

p value = 0.001

Ginseng - placebo treatment difference = - 0.2 (1.9),
p-value= not significant

Results

Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse

Comments

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no

Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology

Identifiers

Main outcome
classification
Anxiety
Depression
Quality of life-
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Study details
Huang,K.E., Quality
of life and sexuality
changes in
postmenopausal
women receiving
tibolone therapy,
Climacteric, 4, 314-
319, 2001

Ref Id

227582
Country/ies where
the study was
carried out

Taiwan

Study type
Prospective,
randomised, single-
blind trial

Aim of the study
To investigate the
effects of hormone

replacement therapy

(HRT) and tibolone
on the sexuality and
quality of life of
Taiwanese
postmenopausal
women.

Study dates

Not reported
Source of funding

Organon Taiwan Ltd

Interventions
3 months

Participants

thus analysed
(analysis exclude
those who did not
complete the
treatment)

Tibolone n=24
randomised, 6 did
not complete
Continuous
combined HRT
(CEE plus MPA)
n=24 randomised, 6
did not complete
Characteristics
Tibolone / CEE-
MPA

Mean age, year
(SD): 51.22 (4.26) /
52.28 (2.85)
Menopause age,
year (SD): 49.39
(4.09) / 50.50 (2.62)
Time since
menopause, year
(SD): 1.94 (0.94) /
1.83 (0.79)
Inclusion criteria
12-36 months
postmenopausal

At least one
climacteric symptom
according to the
Greene Climacteric
Scale

Exclusion criteria
Patients who
missed more than 3
days of assigned
treatment per month
were disqualified
and excluded from
the analysis

Methods
Setting
Department of
Obstetrics and
Gynecology and
Public Health,
College of
Medicine, National
Cheng-Kung
University,
Tainan, Taiwan;
Department of
Obstetrics and
Gynecology,
Chang Gung
Memorial
Hospital,
Kaoshiung,
Taiwan

Randomisation
method
Not reported

Statistical
methods
Differences within
and between
groups were
analysed using
paired and
unpaired student t
tests

QOutcomes and Results
Not reported

Psychological symptoms

-Anxiety

Reported as self-rated changed of Greene
Climacteric Anxiety Scale, mean (SD)
Pretreatment / post-treatment

Tibolone: 6.61 (3.29) / 1.72 (1.23)
CEE-MPA: 6.39 (3.52) / 2.11 (1.45)

Within-group comparisons all showed statistically
significant differences in all items post-treatment

-Depression

Reported as self-rated changed of Greene
Climacteric Depression Scale, mean (SD)
Pretreatment / post-treatment

Tibolone: 5.06 (2.99) / 1.44 (0.92)
CEE-MPA: 5.28 (3.23) / 2.22 (1.90)

Within-group comparisons all showed statistically
significant differences in all items post-treatment

-Cognitive function
Not reported

-Sleep disturbance

Not reported

-Quality of life

Reported as self-rated changed of Greene
Climacteric Psychological Factor Scale, mean (SD)
Pretreatment / post-treatment

Tibolone: 11.72 (5.48) / 3.17 (1.76)

CEE-MPA: 11.67 (6.33) / 4.39 (3.05)

Within-group comparisons all showed statistically
significant differences in all items post-treatment

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

Comments
checklist:
randomised
controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Unclear

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation-
Unclear

B3 - Were
individuals
administering care
blinded to
treatment
allocation-
Unclear

Level of bias: High

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -

Identifiers
psychological
Quality of life-
musculoskeletal
Discontinuation
Minor adverse
events-bleeding

*All measured by
Greene Climacteric
Scale

Main interventions
classification
Tibolone

Oestrogen combined
with progesterone
(CEE+MPA)
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Study details

Full citation
Amsterdam,J.D.,
Yao,Y., Mao,J.J.,
Soeller,l.,
Rockwell,K.,
Shults,J.,

Participants

Sample size

N =34

Black cohosh
extract n = 15
Placebo n =13
Characteristics

Interventions

Interventions
Black Cohosh (2 x
32 mg capsules
daily)

Placebo (2 x 100%
rice powder daily)

Methods Outcomes and Results

-Quiality of life

Reported as self-rated changed of Greene
Climacteric Somatic Factor Scale, mean (SD)
Pretreatment / post-treatment

Tibolone: 8.5 (3.39) / 2.78 (1.7)

CEE-MPA: 9.22 (4.72) / 3.78 (2.10)

Within-group comparisons all showed statistically
significant differences in all items post-treatment

Safety outcomes

-Discontinuation

Reported as dropping out due to body discomfort
Tibolone n=3

CEE-MPA n=4

-Major adverse events
Not reported

-Minor adverse events
Reported as vaginal bleeding %
1 month:

-CEE-MPA: 31% (5/16)
-Tibolone: none

3 months:

-CEE-MPA: 37% (6/16)
-Tibolone: 12% (2/16)

Power calculation Results
25 participants per
arm had 90%
power to detect
effect size of 0.94

and 80% power to

Frequency of hot flushes (including night sweats)

Not reported

Comments
Unclear
Level of
bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were

outcomes defined

precisely - Yes
D3 - Was a valid
and reliable
method used to

assess outcome -

Yes

D4 - Were
investigators
blinded to
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of
bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
some, the study
used Taiwanese
women
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology

Identifiers

Main outcome
classification
Anxiety-Hamilton,
Beck, GCS
Depression-GCS
Quality of life-
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Study details
Randomized,
double-blind,
placebo-controlled
trial of Cimicifuga
racemosa (black
cohosh) in women
with anxiety disorder
due to menopause,
Journal of Clinical
Psychopharmacolog
y, 29, 478-483, 2009
Ref Id

227637

Country/ies where
the study was
carried out

USA

Study type
Randomised,
double-blind,
placebo controlled,
parallel group RCT
Aim of the study

To examine the
anxiolytic efficacy of
a specific black
cohosh extract
preparation in
reducing the
symptoms of Anxiety
Disorder due to
menopause.

Study dates

Not reported

Source of funding
National Institute of
Health/National
Center for
Complementary and
Alternative medicine.

Participants

Black cohosh (N =
15)

Age (years): 56.7
(6.53)/50- 76

Age at onset of
Generalised Anxiety
Disorder (GAD):
43.6 (8.6) /19 - 53

Placebo (N = 13)
Age (years): 44.9
(11.4)/ 10 - 55

Age at onset of
Generalised Anxiety
Disorder (GAD):
44.9 (11.4)/ 10 - 55

Inclusion criteria

- Women who were
either
postmenopausal for
= 12 months or peri
menopausal (with
amenorrhea lasting
to 2 to 11 months in
the proceeding
year)

- Perimenopausal
women were = 40
years old and had
no other
demonstrable
reason for their
amenorrhea

- Women with prior
hysterectomy and
uncertain
menopausal status
had a serum FSH
level of 2 40 mIU/ml
-Had a DSM |V Axis
| diagnosis of
Anxiety Disorder
due to menopause
that was
ascertained via

Interventions
Both for 12 weeks

Methods

detect effect size
of 0.81, using 2-
group t-test with a
0.05 significance
level

Intention to treat
Yes

Details

Setting

Depression
Research Unit,
University of
Pennsylvania

Randomisation
method
Performed using
blocked
randomisation
with varying block
sized. Group
numbers were
randomly
permuted within
each block.
Random numbers
generated and
permuted within
each block

Statistical
methods

- Generalised
estimating
equations (GEE)
and quasi-least
squares (QLS)
with 2-sided tests
of hypothesis via
the xtgls
procedure for
STATA.

QOutcomes and Results

Frequency of sexual intercourse

Not reported

Psychological symptoms
-Anxiety
Baseline scores: Mean (SD)/range

Hamilton Anxiety Rating Scale (HAM-A) Score
Black Cohosh (n=15): 16.9 (3.8)/10-22
Placebo (n=13): 15.9 (3.5)/9-22

p value = 0.39

Beck Anxiety Inventory (BAI)
Black Cohosh: 11.8 (6.7)/3-26
Placebo: 14.1 (8.6)/5-36
p-value= 0.66

Estimated values in overall change for treatment
groups using regression model

HAM-A

Est change difference, Black Cohosh: -2.56

Est change difference, Placebo: -4.90

Effect size: 0.72

p-value: 0.29

BAI:

Est change difference, Black Cohosh: -1.17
Est change difference, Placebo: -4.46
Effect size: 0.34

p-value: 0.578

GCS anxiety

Est change difference, Black Cohosh: 0.0084
Est change difference, Placebo: -1.93

Effect size: 0.55

p-value: 0.121

-Depression

GCS Depression

Est change difference, Black Cohosh: -0.19

Comments Identifiers
checklist: Psychological-GCS
randomised Discontinuation

Minor adverse
events-bleeding,
anxiety

controlled trials
A Selection bias
Al - Was there

appropriate Main interventions
randomisation - classification

Yes Herbal preparations
A2 - Was there (black cohosh)
adequate Placebo
concealment -

Yes

A3 - Were groups
comparable at
baseline - Yes
Level of bias: low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low
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Study details

Full citation
Barton,D.L.,
LaVasseur,B.1.,
Sloan,J.A.,
Stawis,A.N.,

Participants

the Structured
Diagnostic Interview
for DSM IV
Exclusion criteria

- Axis | diagnosis of
Major Depressive
Disorder, Bipolar
disorder and other
psychological
disorders.

- Co-morbidities and
contraindications to
menopause

Sample size
Started treatment:
10 mg
citalopram/placebo:
n=54/ n=28

Interventions

Interventions
Citalopram at target
doses of 10, 20, or
30 mg/d versus
placebo for 6

Methods

Power calculation
Multiple
comparisons for
the primary end
point compared

Outcomes and Results
Est change difference, Placebo: -0.98
Effect size: 0.54
p-value: 0.148
-Cognitive function
Not reported
-Sleep disturbance
Not reported

-Quality of life
Greene Climatic Score (GCS) Psychology
Est change difference, Black Cohosh: -0.30
Est change difference, Placebo: -2.80
Effect size: 0.61
p-value: 0.063

Musculoskeletal symptoms
Not reported

Safety outcomes

-Discontinuation

One patient (6.7%) on black cohosh discontinued
treatment due to adverse events

-Major adverse events
Not reported

-Minor adverse events

Reported as menstrual flow, spotting and vaginal
bleeding

Black cohoshn =1

Placebon =3

Reported as increased anxiety

Black cohoshn =1

Placebon =0

Results

Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse

Comments

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: yes

Other information

Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology

Identifiers

Main outcome
classification
Depression and
anxiety (measured by
POMS)
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Study details
Flynn,K.A., Dyar,M.,
Johnson,D.B.,
Atherton,P.J.,
Diekmann,B.,
Loprinzi,C.L., Phase
111, placebo-
controlled trial of
three doses of
citalopram for the
treatment of hot
flashes: NCCTG trial
NO5C9, Journal of
Clinical Oncology,
28, 3278-3283, 2010
Ref Id

227654

Country/ies where
the study was
carried out

USA

Study type
Randomised,
double-blind trial
Aim of the study

To identify effective
nonhormonal options
for hot flash relief
Study dates
November 2006 to
April 2007

Source of funding
Public Health
Service grants

Participants

20 mg
citalopram/placebo:
n=56 / n=27

30 mg
citalopram/placebo:
n=55/ n=28
Evaluable for
endpoint:

10 mg
citalopram/placebo:
n=44 | n=22

20 mg
citalopram/placebo:
n=44 | n=21

30 mg
citalopram/placebo:
n=44 | n=21
Characteristics
Placebo/10
mg/20mg/30 mg
Mean age (SD),
years: 56.2 (9)/55.2
(7)/55.8 (9)/55.2 (8)
Breast cancer
history (%):
31/35/37/35
Current tamoxifen
(%): 6/11/9/7

Inclusion criteria
Postmenopausal
and reported to be
bothered with at
least 14 hot flashes

per week for at least

the past month
Exclusion criteria
Not reported

Interventions
weeks. Treatment
for all participants
was titrated to their
assigned dose
beginning with one
tablet (10
mg/placebo) and
increasing by one
tablet per week (10
mg/placebo) up to
their target dose,
the largest of which
was three tablets
(30 mg/placebo)
daily.

Methods

each of the three
active arms with
placebo, giving
rise to three
pairwise
comparisons. This
led to the
adjustment of the
P value to .05/3 =
.0168. Therefore,
each two-sided
multiple
comparison of the
primary end point
with 50 patients
per treatment
group at the end
of 6 weeks of
treatment had
80% power and
5% type | error
rate to detect a
difference of 0.82
standard
deviations or 1.64
hot flashes per
day, 4.10 units of
hot flash score or
a drop of 29%
from the baseline
score. This is
considered a large
effect size and is
based on previous
data with hot flash
trials.

Intention to treat
Not reported
Details

Setting
Collaborative trial
of the North
Central Cancer
Treatment Group
and Mayo Clinic

Randomisation

QOutcomes and Results
Not reported

Psychological symptoms

-Anxiety

Reported as mean changes in Profile of Mood
States tension/anxiety subscale at end point
Placebo/10 mg/20 mg/30 mg: 3.3/ 5.8/ 12.9*/ 4.1

* ANOVA P < 0.01, compared with the placebo arm

-Depression

Reported as mean changes in Profile of Mood
States depression/dejection subscale at end point
Placebo/10 mg/20 mg/30 mg: -0.1/ 6.0/ 5.2/ 6.5
-Cognitive function

Not reported

-Sleep disturbance
Not reported
-Quality of life

Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events
Not reported

Comments Identifiers
checklist: Main interventions
randomised classification

controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Unclear

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias:
Unclear

SSRI-citalopram
Placebo

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation-
Unclear

Level of

bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
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Study details

Full citation
Butt,D.A., Lock,M.,
Lewis,J.E., Ross,S.,
Moineddin,R.,
Gabapentin for the
treatment of
menopausal hot
flashes: a
randomized

Participants

Sample size
Gabapentin n=99
assigned, n=95
included in
intention-to-treat
analysis

Placebo n=98
assigned, n=98
included in

Interventions

Interventions
Gabapentin 300mg
oral capsules or
placebo 3 times
daily for 4 weeks

Methods QOutcomes and Results
method
Not reported

Statistical
methods

Main statistical
tests not reported,
but
measurements
used

were reported. An
xiety and
depression were
measured by the
Profile of Mood
States (POMS)
and rated on a O-
to 100-point scale
where 0 is as bad
as can be and 100
is as good as can
be.

Power calculation Results

To accommodate Frequency of hot flushes (including night sweats)
Reported in separate evidence table

conservative
estimates,

the reduction in
mean hot flash
score for the
gabapentin Psychological symptoms
group was -Anxiety

Not reported

Frequency of sexual intercourse

Comments Identifiers
missing data -

Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Unclear

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no

Limitations Main outcome

NICE guidelines classification

manual 2012: Psychology quality of
Appendix C: life-MENQOL
Methodology psychosocial
checklist: Musculoskeletal
randomised quality of life-

controlled trials
A Selection bias

MENQOL physical
Discontinuation

Sa|qe] 90uapIng

asnedousa|y



yiesH s,usipiyd pehte S,UBWOAA J0J 841U PUNBIOYR||0D [RUOITEN

Study details
controlled trial,
Menopause, 15,
310-318, 2008

Ref Id

227675
Country/ies where
the study was
carried out
Canada

Study type
Randomised,
double-blind,
placebo-controlled
trial

Aim of the study
To compare the
effectiveness and
tolerability of
gabapentin with
placebo for the
treatment of hot
flashes in women
who enter
menopause
naturally.

Study dates

March 2004 to April
2006

Source of funding
This study was
funded by the
Physicians™ Services
Incorporated
Foundation (grant
03-19) and the
University of
Toronto, Faculty of
Medicine Dean’s
Fund (New Staff
Grant). The
gabapentin capsules
were donated by
Pfizer Inc. Neither
funding source nor
Pfizer had any role in
study design;
collection, analysis,

Participants
intention-to-treat
analysis
Characteristics
Gabapentin/
placebo

Mean age (SD),
years: 55.9 (4.7) /
56.5 (4.4)

Months since last
menstrual period,
mean (SD): 70.3
(67.3)/ 82.9 (78.5)
Inclusion criteria
-Postmenopausal
women, defined as
those who had
experienced natural
cessation of menses
for 1 year
-Between the ages
of 45 and 65 years
-At least 14 hot
flashes per week
Exclusion criteria
-Use of HT,
tamoxifen,
raloxifene, SSRIs,
SNRIs, or
antiseizure
medications
-Present or planned
antineoplastic or
radiation therapy
-Bilateral
oophorectomy
-Serum creatinine
level greater than
the laboratory
normal range or
creatinine clearance
less than 30
mL/minute
-Neurologic
conditions
-Hypothalamic
dysfunction
-Known

Interventions

Methods
estimated to be
50% compared
with the placebo
group.

Thus, a sample of
100 women in
each group was
required to detect
an absolute 30%
difference
between groups
with 85% power at
the 5%
significance level,
allowing for 10%
attrition, based on
a similar study.
Intention to treat
Yes

Details

Setting
Community
practices
associated with
the North Toronto
Primary Care
Research Network
and Greater
Toronto area

Randomisation
method

Random
permutation
schedule created
by the study
statistician. The
drug packages
were prepared
and randomly
assigned off-site
by the central
research
pharmacy, which
was not involved
in the study
design or

QOutcomes and Results
Not reported

-Depression
Not reported
-Cognitive function
Not reported

-Sleep disturbance

Not reported

-Quality of life

Reported as mean change in psychosocial
MENQOL scores (95% CI)
Gabapentin/placebo/ p-value between groups
-0.6 (-0.8t0 -0.4) / -0.4 (-0.6 to -0.1) / 0.12

Reported as baseline mean psychosocial MENQOL
scores (SD)

Gabapentin/placebo

3.0 (1.5)/3.1 (1.6)

Reported as mean psychosocial MENQOL scores
(SD) at week 4

Gabapentin/placebo

2.4(1.3)/2.7 (1.6)

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quiality of life

Reported as mean change in physical
MENQOL scores (95% CI)
Gabapentin/placebo/ p-value between groups
-0.7 (-0.9to -0.4) / -0.3 (-0.5 t0 -0.2) / 0.03

Reported as baseline mean physical MENQOL
scores (SD)

Gabapentin/placebo

3.3(1.4)/3.3 (1.4)

Comments

Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-

Identifiers

Minor adverse
events-headache
Main interventions
classification
Gabapentin
Placebo
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Study details

or interpretation of
data; or the writing of
this report.

Participants
hypersensitivity to
gabapentin and its
components
-Inability to
complete
guestionnaires

Interventions

Methods
participant
monitoring. The
research nurse
distributed the
drug package to
each woman in
sequential order
at randomization.

Statistical
methods
Summary
statistics, means
and SDs for
continuous
measures, and
percentages for
categorical
measures were
calculated. For
nonnormal continu
ous
measurements,
Wilcoxon rank
sum or Mann-
Whitney tests
were used. Chi-
square and t tests
were used

for comparing
baseline
characteristics
and other
measures betwee
n treatment
groups. The
secondary
outcome of
MENQOL change
scores was
compared
between the
groups using an
unpaired t test for
each domain.

Outcomes and Results

Reported as mean physical MENQOL scores (SD)
at week 4

Gabapentin/placebo

2.6(1.2)/3.0(1.3)

Safety outcomes

-Discontinuation

Gabapentin n=10 due to adverse events
Placebo n=6 due to adverse events

-Major adverse events
Not reported

-Minor adverse events
Headache n (%):
Gabapentin/placebo/p-value
2 (2)/ 5 (5)/ 0.44

Comments Identifiers
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Other information
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Main outcome
classification

Limitations
NICE guidelines

Results
Frequency of hot flushes (including night sweats)

Power calculation
Total sample size

Full citation
Grady,D., Cohen,B.,

Sample size Interventions
Randomised/comple  Daily oral sertraline
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Study details
Tice,J., Kristof,M.,
Olyaie,A.,
Sawaya,G.F.,
Ineffectiveness of
sertraline for
treatment of
menopausal hot
flushes: a
randomized
controlled trial,
Obstetrics and
Gynecology, 109,
823-830, 2007

Ref Id

227740
Country/ies where
the study was
carried out

USA

Study type
Randomised,
blinded, placebo-
controlled trial

Aim of the study
To estimate the
effect of the selective
serotonin reuptake
inhibitor sertraline on
hot flush frequency
and severity in
perimenopausal and
postmenopausal
women.

Study dates
Women were
screened for
eligibility between
February 2004 and
October 2005
Source of funding
Partial funding from
Pfizer, rest of
funding not reported

Participants

ted study
Sertraline: 50 / 45
Placebo: 49 / 44
Characteristics
Sertraline/ placebo
Mean age (SD),
year: 50.5 (5.0) /
52.6 (4.2)

White (%): 46/ 67.3
African American
(%): 38/14.3

Time since
menopause (year,
SD): 3.9 (5.2) / 3.1
(3.6)
Hysterectomy (%):
16/ 14.3

Bilateral
oophorectomy (%):
0/2

Inclusion criteria
-Aged 40-60

-At least 14 hot
flushes per week
Exclusion criteria
-History of breast or
ovarian cancer
-Depression
-Chronic kidney or
liver disease
-Bipolar affective
disorder

-Seizures

-Known
hypersensitivity to

sertraline or to SSRI

Interventions

(50 mg) or identical
placebo for 2
weeks. If no
substantial side
effects were noted,
the dose was
increased to two
tablets daily (100
mg sertraline or
placebo) and
continued for an
additional 4 weeks.

Methods

of 100 was
calculated to
provide 80%
power to with two-
tailed alpha .05 to
detect a between-
group difference
of 20 percentage
points in the
percent change in
hot flush
frequency from
baseline to 6
weeks.

Intention to treat
Yes

Details

Setting

Women's Health
Clinical Research
Center of the
University of
California, San
Francisco (UCSF)

Randomisation
method
Treatment was
assigned by a
UCSF pharmacist
in randomly
permuted blocks
of randomly varied
size 2to 4 in

a 1:1 ratio within
time since last
mentrual period
strata (1 year or
less compared
with more than 1
year).

Statistical
methods

Mean percent
changes were
compared using t

Outcomes and Results
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression
Not reported
-Cognitive function
Not reported

-Sleep disturbance

Not reported

-Quality of life

Reported as SF-36 Quality of Life Scale-
Standardised Mental component (mean change at
6 weeks, SD)

Score range (worst-best): 0-100

Sertraline / placebo / p-value
0.1(9.1)/-0.3(6.3)/.79

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quality of life

Reported as SF-36 Quality of Life Scale-
Standardised Physical component (mean change
at 6 weeks, SD)

Score range (worst-best): 0-100

Sertraline / placebo / p-value

-2.3(8.1)/0.8 (6.4) / .05

Compared to placebo, treatment with sertraline
resulted in greater worsening of scores on the Short
Form 36 standardised physical component, but this
is not statistically significant.

Safety outcomes

Comments Identifiers

manual 2012: Psychological quality
Appendix C: of life-SF 36
Methodology Musculoskeletal
checklist: quality of life-SF 36
randomised Minor adverse

controlled trials
A Selection bias
Al - Was there
appropriate classification
randomisation - SSRI-sertraline
Yes Placebo

A2 - Was there

adequate

concealment -

Yes

A3 - Were groups

comparable at

baseline - No

Level of bias:

Moderate as

analysis adjusted

for baseline

characteristics

events-headache,
mood
Main interventions

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
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Study details

Full citation
Kim,D.l., Jeong,J.C.,
Kim,K.H., Rho,J.J.,
Choi,M.S.,
Yoon,S.H.,

Participants

Sample size

Real acupuncture
group n=27

Sham acupuncture
group n=27

Interventions

Interventions

The real
acupuncture group
received 11
acupuncture

Methods

tests for primary
analysis. For
secondary
analysis was
restricted to
sample of women
in each group who
were at least 80%
adherent to
treatment as
assessed by pill
count. Linear
regression
analyses were
conducted to
adjust between-
group
comparisons for
baseline variables
including age,
race, or ethnicity,
education, and
years since
menopause that
were imperfectly
balanced at
baseline.

Power calculation
This study was
based on the
results of a
previous study in

QOutcomes and Results
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events

Sertraline / Placebo / Relative Risk (Sertraline
compared to placebo) / p-value

Headache n (%): 11 (22) / 11 (22.4) / 0.98 (0.47-
2.85) /.96

Mood change n (%): 7 (14) / 4 (8.2) / 1.72 (0.54-
5.49)/.3

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse

Comments Identifiers
comparable for

dropout - Unclear

C3 - Were groups

comparable for

missing data -

Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines

manual 2012: Quality of life-
Appendix C: psychological
Methodology Quality of life-

Main outcome
classification
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Study details
Choi,S.M.,,
Kang,K.W.,
Ahn,H.Y., Lee,M.S.,
Acupuncture for hot
flushes in
perimenopausal and
postmenopausal
women: a
randomised, sham-
controlled trial,
Acupuncture in
Medicine, 29, 249-
256, 2011

Ref Id

227776

Country/ies where
the study was
carried out

South Korea

Study type
Randomised, sham-
controlled trial

Aim of the study

To determine the
effect of acupuncture
in treating hot
flushes in
perimenopausal or
postmenopausal
women.

Study dates

April 2007 to
October 2007
Source of funding
Korean Institute of
Oriental Medicine

Participants
Characteristics
Real acupuncture
group / Sham
acupuncture group /
p-value

-Age, years, mean
(SD): 50.4 (3.2) /
52.5 (3.5) / 0.0255
-Perimenopausal
status n: 15/9/
0.1003
-Postmenopausal
status n: 12/ 18 / not
reported

Inclusion criteria
-Perimenopausal
and
postmenopausal
women
(perimenopausal
status defined as 23
months of self-
reported menstrual
irregularity;
postmenopausal
status was defined
as amenorrhea for
=12 months) with
moderate or severe
hot flushes

-45-60 years of
age; desire to
receive treatment
for hot flushes
Exclusion criteria

- Total hysterectomy
or anticancer
treatment due to
malignancy
-History of cancer
within 5 years
-Metallic allergy
-Hyperthyroidism
-Known psychiatric
disorders

-Any conventional
medication (eg,

Interventions
treatments for 7
weeks, and the
control group
underwent sham
acupuncture on
non-acupuncture
points during the
same period.

Methods

2006. The score
differences of the
hot flush Visual
Analogue Scale
(ranging 0-100)
were 15, and the
SDs of the study
and control
groups were 3.9
and 3.8,
respectively.
According to this
result, 20.4
patients would be
required in each
group to detect
significant
differences
(p=0.05,
power=0.8).
Assuming a 20%
dropout rate, it
was necessary to
have at least 27
patients in each
group.

Intention to treat
Yes

Details

Setting

Dongguk
University llsan
Korean Medicine
Hospital

Randomisation
method
Random
allocation
software V.1.0
(Department of
Anaesthesia,
Isfanhan
University of
Medical Science)
was used to
randomise

QOutcomes and Results
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression
Not reported
-Cogpnitive function
Not reported

-Sleep disturbance

Not reported

-Quality of life

Measured by Menopause Rating Scale-
psychological (mean changes and SD at week 7
from baseline)

Acupuncture: -3.1 (3.5)

Sham: -1.1 (3.1)

p= 0.8233, for mean changes of MRS psychological
scale between real and sham acupuncture from
baseline

Measured by Menopause Rating Scale-
psychological (mean, SD at baseline)
Acupuncture: 8.2 (3.8)

Sham: 5.0 (2.7)

p= 0.0026, for comparing baseline values of MRS
psychological scale between real and sham
acupuncture

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quality of life

Measured by Menopause Rating Scale-
somatic(mean changes and SD at week 7 from
baseline)

Acupuncture: -2.6 (1.9)

Sham: -1.3 (2.5)

Comments
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -

Identifiers
musculoskeletal
Minor adverse event-
bleeding

Main interventions
classification
Acupuncture

Sham acupuncture

Yes

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at
baseline - Yes,
however sham
acupuncture
group slightly
older than the
treatment group
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation-
Unclear

Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
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Study details

Full citation
Painovich,J.M.,
Shufelt,C.L.,
Azziz,R., Yang,Y.,

Participants

HRT or SSRIs) for
hot flushes within
the 8 weeks prior to
the study

-Medical conditions
not appropriate for
this study (eg,
thromboembolic
disease, heart
disease,
uncontrolled
hypertension,
diabetes mellitus or
vaginal bleeding of
unknown origin
within 6 months)

Sample size

N (total enrolled) =
60

N (total completed)=

Interventions

Interventions
-Traditional
acupuncture: three
treatments per week

Methods
patients into two
groups. A block
size of 4 was
used. The
allocation of each
patient was
concealed by
placing each
random code in
an opaque, sealed
envelope.

Statistical
methods

For primary and
secondary
outcomes, the
mean intergroup
differences from
baseline to each
time point were
assessed by using
two-sample t tests
or Wilcoxon rank
sum tests.

Power calculation
Mean MENQOL
vasomotor domain
core was 5.68

Outcomes and Results
p= 0.2962, for mean changes of MRS somatic scale
between real and sham acupuncture from baseline

Measured by Menopause Rating Scale-somatic
(mean, SD at baseline)

Acupuncture: 7.4 (2.6)

Sham: 5.7 (2.4)

p= 0.0048, for comparing baseline values of MRS
somatic scale between real and sham acupuncture

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events
Bleeding n=1 only in sham acupuncture group

Results
Frequency of hot flushes (including night sweats)
Not reported

Comments
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes,
but participants
are Korean
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:
Appendix C:

Identifiers

Main outcome
classification
Psychological quality
of life
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Study details
Goodarzi,M.O.,
Braunstein,G.D.,
Karlan,B.Y.,
Stewart,P.M.,
Merz,C.N., A pilot
randomized, single-
blind, placebo-
controlled trial of
traditional
acupuncture for
vasomotor
symptoms and
mechanistic
pathways of
menopause,
Menopause, 19, 54-
61, 2012

Ref Id

227850

Country/ies where
the study was
carried out

USA

Study type

Pilot randomised,
single-blind,
placebo-controlled
trial

Aim of the study

A pilot study for the
feasibility of planning
a definitive clinical
trial comparing
traditional
acpuncture (TA) with
sham acupuncture
(SA) and waiting
control (WC) in
relieving vasomotor
symptoms (VMS),
quality of life, and
the hypothalamic-
pituitary-adrenal axis
in perimenopausal
and postmenopausal
women.

Participants

33

TAn=12
SAn=12
WCn=9
Characteristics
TA/SA/WA/p
Mean age (SD) in
years: 57.2+5.2 /
56.8+6.5/ 54.916.4
/ p=0.43

Mean BMI (SD):
26.9+3.6 / 31.4+4.5
/31.2+9.8 / p=0.13
Mean alcoholic
drinks per week
(SD): 2.1+4.5/
3.6+3.8/2.3+2.5/
p=0.15

Mean years (SD)
since menopause:
6.1+4.5/8.4+5.5/
5.149.9 / p=0.2
Baseline VMS
frequency: 8.3+4.4 /
9+3.8/9.9+4.6 /
p=0.48

Inclusion criteria
-Older than 40 with
menopause-related
VMS

-At least 7 hot
flushes per day

-At least one missed
menstrual cycle or
spontaneous or
medically-induced
menopause
Exclusion criteria
-Concomittant
illness with
reasonable
likelihood of limiting
survival to <1 year.
-Current substance
abuse

-Known, suspected
or planned

Interventions

for 12 weeks, 11
front points and 7
back points.
Needles were
inserted 0.5 - 1.5
inches, adhesive
tape holding the
plastic tubing in
place, manually
stimulated and left
for 30 minutes.
-Sham acupuncture:
three treatments per
week for 12 weeks,
sham points,
manipulated without
skin penetration and
secured with
adhesive tape.
-Waiting control:
received no
treatment for 3
months, underwent
exit testing and
subsequently had
the option of 1
month (12 sessions)
of complimentary
TA.

Methods

with a standard
deviation 1.3
among all study
participants. With
a sample size of
72 patients in
each group, there
would be
adequate power
(more than 95%)
to detect a
minimum 15%
difference
between SA (or
TA) and WC
groups at the
significant level of
0.025.

Intention to treat
Not reported
Details

Setting

Women who lived
within a 5-mile
radius and those
who had access
to the Cedars-
Sinai Medical
Center intranet.

Randomisation
method
Participants were
allocated to one of
three study arms
with equal
probability using a
randomized block
design after
signing the
consent form.
Appropriate
statistical
analyses that took
the blocking into
account were
employed.

Outcomes and Results
Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression
Not reported

-Cognitive function
Not reported

-Sleep disturbance
Not reported

-Quality of life

Reported as mean (SD) psychosocial MENQOL

Baseline TA/ SA/WC / p-value:
2.8+1.6/3.5+1.8/3.2+1.8/0.68

Change from baseline at endpoint (12 weeks) TA /

SA/WC / p-value:
-0.5+1.4/-0.9+1.7/1.0+1.6 / 0.16
Negative change denotes improvement

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with

and without] stiffness)
Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale

data)
Not reported

-Quiality of life

Reported as mean (SD) physical MENQOL

Baseline TA/ SA/WC / p-value:
3.4+1.3/3.7+1.3/3.9+1.1/0.58

Change from baseline at endpoint (12 weeks) TA /

SA/WC / p-value:
-0.5#1.6/-1.1¥1.4/0.3+0.9/ 0.17
Negative change denotes improvement

Safety outcomes

Comments Identifiers
Methodology Musculoskeletal
checklist: quality of life
randomised Main interventions

controlled trials classification

A Selection bias Traditional

Al - Was there acupuncture
appropriate Sham acupuncture
randomisation - Waiting list

Yes

A2 - Was there

adequate

concealment - No
A3 - Were groups
comparable at
baseline - Yes
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - No

B2 - Were
participants
blinded to
treatment
allocation- Some
B3 - Were
individuals
administering care
blinded to
treatment
allocation- No
Level of bias: High

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of
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Study details
Study dates

Not stated
Source of funding
Not stated

Participants Interventions
pregnancy in next
year

-Concomittant
menopause
treatment
-Participating in
acupuncture
treatment or
psychological stress
management within
last year
-Participating in
another form of
VMS treatment
-HIV

-Hepatitis
-Blood-borne illness

Methods

Statistical
methods

Data are
presented in
tables as means
and SD or SE for
all continuous
variables.
Analyses were
performed by
applying non-
parametric
statistics.
Comparing the
demographic and
symptom
variables at
baseline, the
Kruskal-Wallis test
was employed.
Kruskal-Wallis test
was applied for
comparing the
median in the
three groups or
the Wilcoxon rank
sum test for
comparing two
related groups. All
tests of
hypotheses were
two-sided with
Type | error rate
of 0.05. A p < 0.05
was considered
statistically
significant.

QOutcomes and Results
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events
Not reported

Comments Identifiers
bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - No
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
unclear

Other information
Subjects are likely
to be employees
of the centre
conducting the
study as they
either lived close
to the centre or
could access the
intranet and the
study does not
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Study details

Full citation
Pandya,K.J.,
Morrow,G.R.,
Roscoe,J.A.,
Zhao,H., Hickok,J.T.,
Pajon,E.,
Sweeney,T.J.,
Banerjee, T.K.,
Flynn,P.J.,
Gabapentin for hot
flashes in 420
women with breast
cancer: a
randomised double-
blind placebo-
controlled trial,
Lancet, 366, 818-
824, 2005

Ref Id

227853
Country/ies where
the study was
carried out

USA

Study type
Randomised double-
blind placebo-
controlled trial

Aim of the study
To assess the
efficacy of
gabapentin in
controlling hot
flashes in women

Participants

Sample size
Placebo n=137
assigned, n=119 at
week 4, n=113 at
week 8

300 mg gabapentin
n=139 assigned,
n=123 at week 4,
n=114 at week 8
900 mg gabapentin
n=144 assigned,
n=129 at week 4,
n=120 at week 8
Characteristics
Placebo / 300 mg
gabapentin / 900 mg
gabapentin

Mean (SD) age,
years: 54 (7) / 55 (9)
/55 (9)

Currently taking
tamoxifen (%): 103
(75) / 95 (68) / 100
(69)

Inclusion criteria
Aged 18 years or
older who had
breast cancer and
were having an
average of two or
more hot flashes per
day

Exclusion criteria
-Taking venlafaxine,

Interventions

Interventions
Placebo, gabapentin
100 mg, or
gabapentin 300 mg,
each to be taken by
mouth three times a
day, for 8 weeks

Methods

Power calculation
In authors'
previous research
on clonidine, the
SD of the
percentage
change from
baseline in hot-
flash frequency
was about 35%. A
sample of 114
evaluable
participants per
group would give
80% power to
detect a 15%
difference
between any pair
of groups. To
allow for up to
16% dropout by 8
weeks, they
planned to enrol
136 participants
per group.
Intention to treat
Yes

Details

Setting
Multicentre clinical
trial at 18
geographically
diverse member
sites of the

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression

Not reported

-Cognitive function

Reported as patient-report symptom inventory for
memory

Placebo/ gabapentin 300 mg / gabapentin 900 mg /
p-value

Change (95% CI) in memory symptoms from
baseline to week 4:

-0.33 (-0.73 to 0.07) / -0.38 (-0.70 to -0.06) / -0.31 (-
0.62 to 0) / 0.209

Change (95% ClI) in memory symptoms from
baseline to week 8:

-0.73 (-1.12 to -0.34) / -0.04 (-0.36 to 0.44) / -0.20 (-
0.56 to 0.16) / 0.386

-Sleep disturbance

Reported as patient-report symptom inventory for
sleep disturbance

Placebo/ gabapentin 300 mg / gabapentin 900 mg /
p-value

Change (95% Cl) in sleep symptoms from baseline

Comments Identifiers
indicate racial
groups

of subjects.

TA and SA were
blinded, however
WC knew status
and had a higher
proportion of drop
out due to not
receiving
acupuncture.

The N value was
fairly low.
Limitations

NICE guidelines
manual 2012:

Main outcome
classification
Cognitive function

Appendix C: (memory)
Methodology Sleep disturbance
checklist: Discontinuation
randomised Main interventions

classification
Placebo
Gabapentin 300 mg
and 900 mg

controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
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Study details

with breast cancer
Study dates
Between June 2001
and July 2003
Source of funding
US National Cancer
Institute

Participants
clonidine,

or anticonvulsants
-Pregnancy
-Breastfeeding

-Use of steroidal
contraception
-Coronary
insufficiency
-Recent history of
myocardial
infarction,
symptomatic cardiac
disease, peripheral
or cerebrovascular
disease, stroke,
syncope, or
symptomatic
hypotension
-Hepatic dysfunction
(aspartate
aminotransferase
concentration above
twice the upper limit
of normal, or
bilirubin
concentration above
the upper limit of
normal, as defined
at each institution)
-Renal dysfunction
(serum creatinine
concentration above
1.25 times the upper
limit of normal)
-Known allergy to
gabapentin

Interventions

Methods
University of
Rochester
Community
Clinical Oncology
Program, New
York

Randomisation
method
Treatment
assignment was
done by use of

a randomisation
table created in
SAS computer
program (version
8) and

was stratified by
the Community
Clinical
OncologyProgram
site and by the
duration of hot
flashes (<9
months or 29
months). A block
size of three was
used to ensure
that the treatment
assignment was
balanced after
every three
participants within
each stratum.

Statistical
methods

For purposes of
comparison,
analyses

were done on
change scores
and percentage
change scores at
week 4 and week
8 separately, by
ANCOVA.

QOutcomes and Results

to week 4:

-0.83 (-1.35 t0 -0.31) / -1.02 (-1.55 to0 -0.49) / -1.27
(-1.74 to -0.80) / 0.065

Change (95% CI) in sleep symptoms from baseline
to week 8:

-1.26 (-1.78 to -0.74) / -1.18 (-1.73 to -0.63) / -1.39
(-1.84 t0 -0.94) / 0.378

-Quality of life

Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes

-Discontinuation

Due to side effects:

-Placebo n=6 by week 4

-300 mg gabapentin n=3 by week 4, n=3 by week 8
-900 mg gabapentin n=8 by week 4, n=2 by week 8

-Major adverse events
Not reported

-Minor adverse events
Not reported

Comments
administering care
blinded to
treatment
allocation- Yes
Level of

bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Unclear

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study

Identifiers
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Study details

Full citation
van,Die,M.D.,
Burger,H.G.,
Bone,K.M.,
Cohen,M.M.,
Teede,H.J.,
Hypericum
perforatum with Vitex
agnus-castus in
menopausal
symptoms: a
randomized,
controlled trial,
Menopause, 16,
156-163, 2009
Ref Id

227916
Country/ies where
the study was
carried out
Australia

Study type
Double-blind,
randomized,
placebo-controlled,
parallel trial

Aim of the study
To evaluate the
effectiveness of a
phytotherapeutic
intervention
comprising a
combination of St
John's Wort
(Hypercum) and
Chaste tree/berry
(Vitax) in the
management of
menopausal
symptoms.

Participants

Sample size

N = 93 total.

- St John's Wort and
Chaste: N =50

- Placebo: N = 50
Characteristics
Age (yrs): mean
(SD)

Placebo: 52.5 (3.8)
Treatment: 51.9
(4.3)

Perimenopausal
Placebo: N = 16
Treatment: N = 17

Postmenopausal
Placebo: N = 24
Treatment: N = 25

Hysterectomy
Placebo: N =9
Treatment: N =8
Inclusion criteria
-40 - 60 yrs,
postmenipausal or
perimenopausal,
experiencing a
minimum of 5 hot
flushes/sweating
episones per day
and scoring 20 + on
Greene Climacteric
Scale.

- Hysterectomized
women over 53 and
FSH > 25 |U/L.
Exclusion criteria

- Using formulations
or concomitant

Interventions

Interventions

St John's Wort (H.

perforatum) and
Chaste tree/berry

(V. agnus-castus).

Methods

Power calculation
Anticipating
placebo effect of
30% for hot flush
symptoms based
on
phytotherapeutic
menopause RCTs
and 30% for
depression:
calculated sample
size of 102 would
permit 0.8 power
for the detection
of moderate
effects (d = 0.5),
alpha level =
0.05.

Intention to treat
Yes

Details

Setting

Royal Melbourne
Institue of
Technology and
Jean Hailes
Foundation for
Women's Health.

Randomisation
method

Computer
generated random
number table and
labeled with code
numbers.

Statistical
methods
A mixed model,

QOutcomes and Results

Results
Greene Climacteric Scale:

Anxiety: mean score (SD), 95% CI

Placebo

Baseline: 6.36 (0.41), 5.59 - 7.14
Endpoint: 3.71 (0.41), 2.90 - 4.52
Mean change: 2.65 (0.57), 1.53 - 3.77

Treatment

Baseline: 6.33 (0.39), 5.56 - 7.11
Endpoint: 4.60 (0.41), 3.80 - 5.40
Mean change: 1.73 (0.57), 0.62 - 2.85

- Difference between two groups at enpoint: p =
0.13

Depression

Placebo

Baseline: 5.12 (0.37), 4.40 - 5.84
Endpoint: 3.02 (0.39), 2.27 - 3.78
Mean change: 2.10 (0.53), 1.05 - 3.77

Treatment

Baseline: 5.40 (0.37), 4.68 - 6.12
Endpoint: 3.89 (0.38), 3.15 - 4.64
Mean change: 1.51 (0.52), 0.47 - 2.55

- Difference between groups at endpoint: p=0.11
Somatic

Placebo:

Baseline: 4.94 (0.35), 4.26 - 5.62

Endpoint: 2.83 (0.36), 2.12 - 3.54

Mean change: 2.11 (0.50), 1.14 - 3.10

Treatment:

Comments Identifiers
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations

NICE guidelines
manual 2012:

Main outcome
classification
Psychological

Appendix C: Musculoskeletal
Methodology Main interventions
checklist: classification
randomised Non pharmocological

controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: low
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Study details

Study dates

Not reported.
Source of funding

- MediHerb Australia
Pty Ltd - active and
placebo formulations
- Australian College
of Phytotherapy and
Jean Hailes
Foundation for
Women's Health

Participants
therapies for
menopausal/psychol
ogical symptoms

- Pre-existing

illness

- Medically or
surgically induced
menopause

Interventions

Methods

treating group as
the between
subject factor and
phase as the
within-subject
factor.

QOutcomes and Results

Baseline: 4.64 (0.35), 3.96 - 5.32
Endpoint: 3.13 (0.36), 2.43 - 3.83
Mean change: 1.51 (0.52), 0.53 - 2.49

- Difference between groups at endpoint: p = 0.55
Sleep:

Placebo:

Baseline: 1.80 (0.13), 1.55 - 2.05
Endpoint: 1.26 (0.13), 1.00 - 1.52
Mean change: 0.54 (0.18), 0.18 - 0.90

Treatment:

Baseline:1.85 (0.13), 1.65 - 2.15
Endpoint: 1.31 (1.13), 1.11 - 1.62
Mean change: 0.54 (0.18), 0.18 - 0.90

- Difference between groups at endpoint: p = 0.59
Hamilton Depression Inventory

Placebo

Baseline: 14.30 (0.75), 12.83 - 15.77
Endpoint: 8.40 (0.78), 6.87 - 9.93
Mean change: 5.90 (1.08) 3.78 - 8.02

Treatment:

Baseline:14.76 (0.75), 13.29 - 16.23
Endpoint: 9.29 (0.77), 7.78 - 10.80
Mean change: 5.47 (1.07), 3.37 - 7.58

- Difference between groups at endpoint: p = 0.42
Utian Quality of Life Scale

Placebo

Baseline: 77.80 (1.85), 74.15 - 81.45
Endpoint: 77.22 (1.93), 73.41 - 81.02
Mean change: - 0.58 (2.67), -5.86 - 4.69

Treatment:

Baseline: 79.04 (1.85), 75.39 - 82.69
Endpoint: 81.15 (1.93), 77.35 - 84.96
Mean change: 2.11 (2.67), -3.16 - 7.38

- Difference between groups at endpoint: p = 0.15

Comments Identifiers
C Attrition bias

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Yes
Level of bias: low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
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Study details

Full citation
Yang,H.M.,
Liao,M.F., Zhu,S.Y.,
Liao,M.N.,
Rohdewald,P., A
randomised, double-
blind, placebo-
controlled trial on the
effect of Pycnogenol
on the climacteric
syndrome in peri-
menopausal women,
Acta Obstetricia et
Gynecologica
Scandinavica, 86,
978-985, 2007

Ref Id

227932

Country/ies where
the study was
carried out

Taiwan

Study type
Double-blind,
placebo-controlled
study

Aim of the study
Investigae the
effects of
Pycnogenol on the
complex peri-
menopausal
syndrome

Study dates

Jan 2002 - July 2005
Source of funding

Participants
Sample size

N =200
perimenopausal
women
Pycnogenol (N =

80)
Placebo (N = 75)
Characteristics

Age (mean + SD)
Pycnogenol (N =
80) = 46.73 (5.09)
Placebo (N = 75) =
47.02 (4.220

Inclusion criteria
- No menopausal
cycle for 3-11
months but normal
cycles appeared
again
(perimenopausal)
- Hormone level
FSH > 30 IU and
estrogen E2 < 20
pg/l

Exclusion criteria
- Systematic or
acute diseases,
hormone therapy,
contraceptive
medication,
hormone
substitution,
oophrectomy,
illiteracy

- Hysterectomy

Interventions
Interventions

- Pycnogenol 100
mg

Methods

Power calculation
Not reported.
Intention to treat
Not reported.
Details

Setting

Not reported.

Randomisation
method
Not reported.

Statistical
methods
Differences in
baseline
performance
between 2 groups
tested with one-
way ANOVA. A
teo-way ANOVA
was performed
with peri-
menopausal
symptom scores.

QOutcomes and Results
Results
Somatic Problems (WHQ)

Pycnogenol (mean (SD)
Baseline: 2.61 (0.97)
Endpoint: 3.21 (0.41) - p < 0.001

Placebo:
Basline: 2.57 (1.00)
Endpoint: 2.69 (0.87) - not significant

Depressed (WHQ)

Pycnogenol

Baseline: 2.89 (0.91)

Endpoint: 3.29 (0.46) - p < 0.001

Placebo
Baseline: 2.91 (0.89)
Endpoint: 2.89 (0.89) - not sig

Anxiety (WHQ)

Pycnogenol

Baseline: 2.85 (0.91)

Endpoint: 3.27 (0.44) - p < 0.001

Placebo
Baseline: 2.91 (0.88)
Endpoint: 2.92 (0.88) - not sig

Sleep (WHQ)

Pycnogenol

Baseline: 2.55 (0.88)

Endpoint: 3.22 (0.50) - p < 0.001

Placebo
Baseline: 2.51 (0.91)
Endpoint: 2.56 (0.90) - not sig

Comments
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Not reported

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at
baseline - Yes
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - Unclear
B2 - Were
participants
blinded to
treatment
allocation-
Unclear - only
reports that
investigator was
blinded

B3 - Were
individuals
administering care
blinded to
treatment
allocation-
Unclear

Level of bias: High

C Attrition bias

Identifiers

Main outcome
classification

- Psychological

- Musculoskeletal
Main interventions
classification
non-pharmaceutical
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Study details

Full citation

Participants

Sample size

Interventions

Interventions

Methods

Power calculation

QOutcomes and Results

Results

Comments Identifiers
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes -

WHQ questionnair
e

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no

Limitations Main outcome
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Study details
Yurcheshen,M.E.,
Guttuso,T.,Jr.,
McDermott,M.,
Holloway,R.G.,
Perlis,M., Effects of
gabapentin on sleep
in menopausal
women with hot
flashes as measured
by a Pittsburgh
Sleep Quality Index
factor scoring model,
Journal of Women's
Health, 18, 1355-
1360, 2009

Ref Id

227936

Country/ies where
the study was
carried out

USA

Study type
Secondary analysis
of data from a cohort
of menopausal
women participating
in a randomized,
double-blind,
placebo-controlled
trial

Aim of the study

To analyze
gabapentin's effect
on Pittsburgh Sleep
Quality Index (PSQI)
scores in
menopausal women
Study dates

Not reported
Source of funding
Not reported

Participants
Gabapentin n=30
Placebo n=29
Characteristics
Gabapentin/Placebo
Age, mean year
(SD): 52.7 (3.6)/
53.0 (3.1)

White (%): 93.3%/
93.1%

Daily hot flush
frequency, mean
(SD): 10.8 (4.1)/
10.3 (3.7)
Duration of
amenorrhea, mean
months (SD): 67.8
(81.1)/ 44.8 (39.0)
Inclusion criteria
-Postmenopausal
women
-Experienced 7-20
daily hot flashes
Exclusion criteria
Not reported

Interventions
Gabapentin
(escalating to
300mg) or matching
placebo three times
daily for 12 weeks

Methods

Not reported
Intention to treat
Yes

Details

Setting

Not reported

Randomisation
method
Not reported

Statistical
methods

The PSQI global
and factor scores
were analysed
using a repeated-
measures
analysis of
variance (ANOVA)
model that
included terms for
treatment groups
(gabapentin,
placebo), week
(categorical), and
the interaction
between
treatment group
and week.

Outcomes and Results
Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression
Not reported

-Cognitive function
Not reported

-Sleep disturbance
Reported as mean PSQI factor scores (SD)

Gabapentin/Placebo

Baseline sleep quality score: 3.8 (2.1)/ 3.6 (1.9)
Mean change from baseline to week 4 / p-value: -
1.5/-0.33/p<0.05

Mean change from baseline to week 12 / p-value: -
1.27/-0.28/p < 0.05

Baseline sleep efficiency score: 2.5 (1.6)/ 2.4 (1.6)
Mean change from baseline to week 4 / p-value: -
1.03/-0.15/p<0.05

Mean change from baseline to week 12 / p-value:
0.94 /0.39 / not statistically significant

Baseline daily disturbance score: 3.0 (1.0)/ 2.7 (0.9)
Mean change from baseline to week 4 / p-value: -
0.7 /-0.32 / not statistically significant

Mean change from baseline to week 12 / p-value: -
0.6 /-0.57 / not statistically significant

Negative scores denote improvement

-Quality of life
Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes

Identifiers
classification
Psychological-sleep

Comments

NICE guidelines
manual 2012:

Appendix C: disturbance
Methodology Discontinuation
checklist: Minor adverse
randomised events-bleeding

Main interventions
classification
Gabapentin
Placebo

controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Unclear

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline -
Unclear, the
study did not use
significance tests
to determine if
differences
between two
groups' baseline
characteristics are
statistically
significant

Level of bias:
Unclear

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
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Study details

Participants

Interventions

Methods

Outcomes and Results

-Discontinuation

Gabapentin: 4 subjects (13.3%), one each because
of dizziness, rash, heart palpitations, and peripheral
edema

Placebo: 1 subject (3.4%) due to diarrhea

-Major adverse events
Not reported

-Minor adverse events
Onset of menses was more common in the placebo
group (10.3%) than in the gabapentin group (6.7%)

Comments Identifiers
allocation- Yes
Level of

bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Sa|qe] 90uapIng

asnedousa|y



yiesH s,uaipjiyd pQFe S,UBWOAN 10} 841U PUIRIOYR||0D [RUOITEN

Study details

Full citation
Davis,S.R.,
Briganti,E.M.,
Chen,R.Q.,
Dalais,F.S.,
Bailey,M.,
Burger,H.G., The
effects of Chinese
medicinal herbs on
postmenopausal
vasomotor
symptoms of
Australian women: A
randomised
controlled trial,
Medical Journal of
Australia, 174, 68-
71, 2001

Ref Id

255855
Country/ies where
the study was
carried out
Australia

Study type
Randomised control
trial-double blind
Aim of the study
To evaluate the
effects of a defined
formula of Chinese
medicinal herbs
(CMH) on
menopausal
symptoms
(frequency of
vasomotor
symptoms (VMS).
Study dates
August 1998 - April
1999

Source of funding
The Australian

Participants

Sample size

N = 78 randomised
n =28 CMH
completed

n = 27 placebo
completed

Characteristics
Means or
percentages at
baseline with 95%
Cl:

Placebo/CMH / P
Number: 27 / 28 /
0.07

Age: 54.1(52.6,
55.5) /
56.3(54.3,58.3) /
0.75

BMI: 26.1(24.3,27.9)
/25.7(23.9, 27.5) /
0.75

Duration of
amenorrhea: 4.6(3,
6.2)/5.8(3.9,7.7) /
0.34

Previous use of
HRT: 44.4% / 53.6%
/ 0.50

Previous use of
natural therapies:
37% / 35.7% / 0.92
Frequency of hot
flushes/night sweats
per week:
46.6(35.4,57.8) /
46.2(38.75,53.7) /
0.94

MENQOL
vasomotor domain:
4(3.3,4.8) /
3.8(3.1,4.5)/ 0.6

Interventions

Interventions
Chinese medicinal
herbs (CMH) which
included the
following formula:
Rehmannia
glutinosa

Cornus officinalis
Dioscorea opposita
Alisma orientalis
Paeonia suffruticosa
Poria cocos

Citrus reticulata
Lycium chinensis
Albizzia julibrissin
Zizyphus jujuba
Elipta prostrata
Ligustrum lucidum

Placebo
Corn starch Placebo
with bitter taste

Both interventions
were granules
soluble in 200ml of
water taken twice a
day, and dispensed
every 4 weeks.

All packaging was
identical.

All herbs were listed
with the Australian
therapeutic Goods
Administration, and
administered in
standard measures.
They were screened
for heavy metal
contamination by
two separate
agencies.

Methods

Power calculation
A clinically
relevant effect of
treatment is
considered to be
at least a 40%
reduction in
vasomotor events.
Anticipating a
30% placebo
response, for
power of 80% and
a significance
level of 5%, a
sample size of 28
subjects in each
treatment group
was required. This
sample size was
also adequate to
determine a
clinically relevant
change of score of
one point in the
MENQOL
domains.
Intention to treat
Not reported
Details

Setting

Urban population
in Australia
recruited through
the Jean Hailes
Foundation
Newsletter,
newspapers, radio
station interviews
and the Medical
Unit of the Jean
Hailes Foundation

Randomisation

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression
Not reported

-Cognitive function
Not reported

-Sleep disturbance
Not reported

-Quality of life reported as psychosexual domain of
MENQOL

Mean values (95% CI)

Placebo: 3.9 (3.3, 4.6)

CMH: 3.6 (3.0, 4.2)

P=0.45

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quiality of life reported as physical domain of
MENQOL
Mean values (95% CI)

Placebo: 5.6 (4.9, 6.2)

Comments Identifiers
Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:

Main outcome
classification
Psychological-quality

Appendix C: of life

Methodology Musculoskeletal-
checklist: quality of life
randomised Minor adverse events

Main interventions
classification

Herbal preparations
Placebo

controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
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Study details
Menopause Society
grant.

‘Cathay Herbal' of
Sydney donated the
herbal preparations.

Participants Interventions
Inclusion criteria
Non-Asian women,
aged 45 to 70,
resident in Australia
for at least 10 years.
>12 months
amenorrhea due to
menopause.

FSH >25 IU/L

>13 hot
flushes/night sweats
per week.

Exclusion criteria
Previous use of
HRT, CMH or other
natural therapies
(including over-the-
counter and
complimentary
medicine) >8 weeks
pre baseline.
Pre-existing
gastrointestinal,
renal or live
disease, diabetes,
uncontrolled
hypertension,
undiagnosed
vaginal bleeding,
systemic
glucocorticosteroid
use or cancer
therapy.

High phytoestrogen
diet for 4 weeks pre
baseline.

Methods
method
Subjects were
randomised to
CMH or placebo
using a
randomisation
chart constructed
by randomising
numbers 1 to 88
into two groups
using Microsoft
Excel

Statistical method
Frequency of hot
flushes/night
sweats was self-
recorded during 4
week baseline
period, and during
the 12 weeks of
study.

The trial was
powered based on
the outcome of
vasomotor
frequency, with at
least

40% reduction in
VMS and
MENQOL score
considered
effective.
Analysis of
variance was
used to analyse
the effects of
treatment within
and between
groups over the
study period.
Analysis of
covariance
determined the
effect of baseline
characteristics on
the average

QOutcomes and Results
CMH: 5.5 (5.2, 6.5)

P=0.57

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events

Fifteen women (placebo, 9; CMH, 6) reported
headache, joint pain or dizziness. Numbers not
reported separately for each adverse event.

Comments
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data -
Unclear

Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no

Other information
Baseline
characteristics of

Identifiers
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Study details

Full citation
Davis,S.R.,
Moreau,M., Kroll,R.,
Bouchard,C.,
Panay,N., Gass,M.,
Braunstein,G.D.,
Hirschberg,A.L.,
Rodenberg,C.,
Pack,S., Koch,H.,
Moufarege,A.,
Studd,J.,
APHRODITE Study
Team., Testosterone
for low libido in
postmenopausal
women not taking
estrogen, New
England Journal of
Medicine, 359, 2005-
2017, 2008

Ref Id

255862
Country/ies where
the study was
carried out

UK, US, Canada,
Australia, Sweden
Study type
Double-blind,
placebo-controlled
RCT

Aim of the study
To determine the

Participants

Sample size

N =814
Characteristics

Age

Placebo (N = 277):
54.4 +5.82
Testosterone 150
ug/Day (N = 267):
54.1 +5.37
Testosterone 300
ug/day (N = 267):
54.3 +6.53
Hysterectomy
Placebo: 119 (43%)
Testosterone 150
ug/Day: 117
(43.8%)
Testosterone 300
ug/day: 122 (45.7%)

Inclusion criteria

- Surgical
menopausal
women: 20 - 70 yrs
and
postmenopausal for
at least 12 months
- natural
menopause: 40 - 70
yrs and
postmenopausal for

Interventions

Interventions

HRT: Testosterone
150 ug/Day,
Testosterone 300
ug/day

Methods
percentage of
change in
vasomotor
symptoms and on
the difference in
scores for each
domain of the
MENQOL
Questionnaire.

Power calculation
Two-sided, alpha
level 0.05
Intention to treat
Yes

Details

Setting

65 centers in US,
UK, Canada,
Australia, UK &
Sweden
Randomisation
method

Unclear
Statistical
methods
ANCOVA
adjusted for
menopause type.
ANOVA used to
analyse
secondary
efficacy
endpoints.

QOutcomes and Results

Results

Baseline

No. of satisfying sexual episodes over 4 week

period

Placebo (N = 277): 2.5 + 2.7

Testosterone 150 ug/Day (N = 267): 2.9 + 3.87
Testosterone 300 ug/day (N = 267): 2.5 + 2.85

Increase in 4 week frequency of satisfying sexual
events at week 24

Placebo (N = 265): 0.7
Testosterone 150 ug/Day (N = 252): 1.2

Testosterone 300 ug/day (N = 254): 2.1 (p<0.001)
Subgroup with natural menopause:

Placebo (N = 196): 0.5

Testosterone 150 ug/Day (N = 187): 1.2
Testosterone 300 ug/day (N = 189): 2.0 (p<0.001)

Subgroup with surgically induced menopause:
Placebo (N = 69): 1.5

Testosterone 150 ug/Day (N = 65): 1.1
Testosterone 300 ug/day (N = 65): 2.5

Adverse event
All

Placebo (N = 277): 243

Testosterone 150 ug/Day (N = 267): 225

Comments Identifiers
those who
withdrew and
those who
completed the
study were
similar, except for
the previous use
of natural
therapies for
menopausal
symptoms, which
was more
frequent in those
who withdrew.
Limitations Main outcome
classification
Sexual Function
Main interventions

NICE guidelines
manual 2012:

Appendix C: classification
Methodology HRT: Testosterone
checklist: patch

randomised

controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Unclear

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at
baseline - Yes
Level of

bias: Medium

B Performance
bias

B1 - Did groups
get same level of
care - unclear
B2 - Were
participants
blinded to
treatment
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Study details
efficacy and safety of
a testosterone patch
(Intrinsa, Procter &
Gamble
Pharmaceuticals) for
the treatment of
hypoactive sexual
desire disorder in
women with natural
or surgically induced
menopause who
were not receiving
estrogen or estrogen
plus progestin.
Study dates

July 2004 - February
2006

Source of funding
Procter & Gamble
Pharmaceuticals

Participants Interventions Methods
at least 2 years
Exclusion criteria
- Use of systemic
estrogen or
estrogen plus
progestin during
previous 3 months
(7 months for
implantable
testosterone)

Outcomes and Results

Testosterone 300 ug/day (N = 267): 234
Serious

Breast Cancer

Placebo (N =277): 0

Testosterone 150 ug/Day (N = 267): 1 - lvasive
ductal cancer grade I, diagnosed at 4 mo of
treatment

Testosterone 300 ug/day (N = 267):

1 - Intermediate - grade ductal carcinoma in situ,
diagnosed at 7 month of treatment (patient had
bloody nipple discharge before study entry)

1 - Estrogen- receptor-positive invasive breast
cancer, diagnosed at 12 month of treatment

Comments
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: low

C Attrition bias

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Yes

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Unclear

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Yes
Level of bias: Low

Indirectness
Does the study
match the review

Identifiers
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Study details

Full citation

de Sousa-
Munoz,R.L.,
Filizola,R.G.,
Efficacy of soy
isoflavones for
depressive
symptoms of the
climacteric
syndrome, Maturitas,
63, 89-93, 2009
Ref Id

255875
Country/ies where
the study was
carried out

Brazil

Study type
Placebo-controlled
double-blind
randomised study
Aim of the study
To evaluate the
efficacy of soy
isoflavones extract
(SIE) in the
treatment of
depressive
symptoms in women
with climacteric
syndrome.

Study dates

Not reported
Source of funding
Not reported

Participants

Sample size

Daily dose of 120
mg of soy
isoflavones extract
(EG=experimental
group) n=42

Two daily doses of
Placebo made of
starch (CG=control
group) n=42
Characteristics

No baseline
characteristics data
reported for each
treatment group.
Only overall
characteristics
reported.

The age of the 84
patients in the
sample ranged from
45 to 60 years
(85.7% were from
50 to 60 years old),
with an average of
53.35 (£3.62) years.
Fifty-four women
(64.3%) were
married and 44
(52.3%) were brown
or black, 61 (72.6%)
had formal
education from
primary and
complete
intermediate levels;
73 (86.9%)
belonged to middle-
middle class and
middle-lower
economic classes

Interventions

Interventions

-The experimental
group (EG) received
the daily dose of
120 mg isoflavones
divided into two oral
doses of 60 mg
-Control group
received two daily
doses of placebo
(starch)

The study does not
reported how long
the partipants took
the capsules,
however, it can be
assumed the

treatment was for 16

weeks as the final
post-treatment visit
was 16 weeks after
initial treatment visit.
VT1-initial treatment
visit at baseline
VT2-first follow-up
visit eight weeks
after the beginning
of the treatment
VT3-final post-
treatment visit 16
weeks after VT1

Methods

Power calculation
The sample size
was calculated on
84 patients, based
on the assumption
that the treatment
of depressive
symptoms would
be considered
effective if the
outcome was the
reduction of 50%
in the pre-
treatment scores
of a self-
evaluation scale
of these
symptoms,
considering a
difference of 20%
between
experimental and
control group as
relevant, with
statistical
significance of 5%
(p=0.05)ina
hypothesis test
and 80% of
statistical power.
Intention to treat
Not reported
Details

Setting
Climacteric Clinic
of the Lauro
Wanderley
University
Hospital (HULW),
Paraiba University
Federal (UFPB),

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression

The CES-D scores in the EG reduced from 12.5
(+4.2) in VT1 t0 9.9 (¢3.6) in VT2 (VT2 <VT1, p=
0.001) and 8.2 (+3.8) in VT3 (VT3 < VT2, p=
0.007), while the CG, reduced from 13.0 (£4.8) in
VT1to0 10.1 (+4.1) in VT2 (VT2 < VT1, p = 0.001)
and 9.4 (+4.1) in VT3 (VT2 = VT3, p > 0.05). In the
outcome of the 16-week treatment (VT1-VT3),
reduction of the CES-D scores did not reach
statistical significance between groups. The
ANOVA test for repeated measurements showed
reduction statistically significant in scores between
groups in relation to all evaluations (VT1-VT2-VT3)
for measures of depressive symptoms according to
CES-D (p =0.001).

-Cognitive function

Not reported

-Sleep disturbance
Not reported
-Quality of life

Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes

-Discontinuation

In the EG, one patient dropped due to adverse
event in the 2nd week (headache). No

Comments
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Unclear

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Unclear
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation-
Unclear

B3 - Were
individuals
administering care
blinded to
treatment
allocation-
Unclear

Level of bias: High

Identifiers

Main outcome
classification
Depression-CES-D
Minor adverse
events-headache
Discontinuation
Main interventions
classification
Phytoestrogen (soy
isoflavones extract)
Placebo
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Study details

Participants

and 43 (51.2%)
performed no paid
activity.

EG and CG were
homogeneous in
relation to the
distribution of these
socio-demographic
variables.

Inclusion criteria
-Age from 45 to 60
years

-One year or more
of amenorrhea for
non-
hysterectomized
women

-The presence of
vasomotor and
depression
symptoms clinically
detectable
-Follicle-stimulating
hormone (FSH)
plasma levels
greater than or
equal to 25 IU/L
-Minimum
instruction
necessary for
understanding the
questionnaire
-Written agreement
in participating in
the study
Exclusion criteria
-Zero scores in the
depressive
symptoms
assessment scale
(Depression Scale
of Center of
Epidemiologic
Studies of
Depression, CES-D)
-Use of
psychoactive drugs

Interventions

Methods
Joao Pessoa,
Paraiba (PB),
Brazil

Randomisation
method
Systematic
random allocation
with no

further details

Statistical
methods

The primary
efficacy measure
was the
comparison of the
percentage
reduction in the
CES-D scores
from VT3 between
experimental
(experimental and
control groups)
through the
Student's t-test for
independent
samples. The
calculation of
percentage
variation (A%) of
the CES-D scores
between VT1 and
VT3 was made,
using the following
formula A% =
(score of VT1 -
score of
VT3)/(score of
VT1) x 100,
considering the
number of
patients who
completed the 16-
week study (per
protocol analysis).

QOutcomes and Results

discontinuation due to adverse events in the CG.

-Major adverse events
Not reported

-Minor adverse events

Reported as frequency of adverse events
Headache

EG frequency=2

CG frequency=2

Comments Identifiers
C Attrition bias

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data -
Unclear

Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes, though the
study used the
Brazilian version
of CES-D

D4 - Were
investigators
blinded to
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of
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Study details

Full citation
De,NovaesSoaresC,
Almeida,O.P.,
Joffe,H., Cohen,L.S.,
Efficacy of estradiol
for the treatment of
depressive disorders
in perimenopausal
women: A double-
blind, randomized,
placebo-controlled
trial, Archives of
General Psychiatry,
58, 529-534, 2001
Ref Id

255882

Country/ies where
the study was
carried out

Participants

during the month
before the beginning
of the study
-Treatment with
oestrogens,
phytoestrogens and
selective synthetic
modulators of
oestrogen receptors
in the six months
before the beginning
of the study
-Diagnosis of
gynaecological
cancer, intestinal,
liver, thyroid and/or
renal diseases in
activity

-Mood disturbances
-Ongoing
psychotherapy

-Use of oral
antibiotics in the last
two months, regular
consumption of
alcoholic drinks and
exclusive vegetarian
food

Sample size
Oestradiol group
n=25

Placebo group n=25
Characteristics
Oestradiol / Placebo
/ p-value

Mean age, year
(SD): 49.3 (3.8) /
50.3 (3.4)/ .34
Duration of
amenorrhea, d (SD):
165 (123) / 137
(133) / .44

Major depressive
disorder (MDD) n
(%): 15 (60) / 11
(44) | .47

Dysthymic disorder

Interventions

Interventions
Transdermal
patches of 173-
estradiol (100 pg) or
placebo for 12-week

Methods

The comparison
of average scores
between
evaluations in
each group was
also performed
through the
analysis of
variance (ANOVA)
for repeated
measures,
considering the
mean scores
obtained in the
three visits (VT1,
VT2, VT3). The
Fisher exact test
was used to
compare the
distribution of
categorical
variables.

Power calculation
Not reported
Intention to treat
Yes

Details

Setting

Institute of
Psychiatry of the
University of Sdo
Paulo, Brazil

Randomisation
method

The
randomisation
scheme was
externally
controlled and
based on a list of

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression

Reported as mean Montgomery-Asberg Depression
Rating Scale scores (SD)
Oestradiol/Placebo/Oestradiol vs placebo p-value
Baseline: 24.6 (6.69) / 21.84 (4.43) / P=0.02

Week 4: 16.04 (4.83) / 18.12 (5.49) / n.s

Week 8: 12.32 (4.71) / 17.44 (5.55) / n.s

Week 12: 8.6 (5.02)* / 16.34 (6.29)* / P <.01

Comments
Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
some, the study
used Brazilian
women

Other information

Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at

Identifiers

Main outcome
classification
Depression - MADRS
Discontinuation
Minor adverse
events-headache,
bleeding

Main interventions
classification
QOestrogen (patch)-
17B-estradiol (100 pg)
Placebo (patch)
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Study details

Brazil

Study type
Double-blind,
randomized,
placebo-controlled
trial

Aim of the study

To investigate the
efficacy of 17beta-
estradiol for the
treatment of clinically
significant
depressive disorders
in endocrinologically
confirmed
perimenopausal
women

Study dates
Patients recruited
between October
1996 and June 1998
Source of funding
Grant 96/05105-8
from Fundagéo de
Amparo a Pesquisa
do Estado de S&o
Paulo (FAPESP)—
Sao Paulo Research
Foundation, S&o
Paulo, Brazil.

Participants
n (%): 4 (16) / 7 (28)
| .47

Minor depressive
disorder n (%): 6
(24) 1 7 (28) | .47
Inclusion criteria

(1) age between 40
and 55 years

(2) history of
menstrual cycle
irregularity or
amenorrhea for less
than 12 months

(3) serum level of
FSH greater than 25
IU/L (to document
the gonadotropins'
attempt to stimulate
the declining
ovarian function
and, therefore, to
confirm the
perimenopausal
status as the cause
of menstrual
irregularities)

(4) diagnoses of
MDD, dysthymic
disorder, or minor
depressive disorder,
according to DSM-
\Y)

Exclusion criteria
-Medical illness
(assessed by
general practitioners
or gynaecologists at
the study entry)
-Use of hormone
replacement therapy
and/or psychoactive
drugs in the 3
months prior to
assessment
-Contraindication to
oestrogen therapy
-Presence of

Interventions

Methods
random numbers
generated by
computer

Statistical
methods
Frequencies of
categorical data
were analysed
using the Pearson
X2 test or Fisher
exact test, when
appropriate. The
independent t test
(2-tailed) was
used for between-
group
comparisons. A
paired t test (2-
tailed) was used
for within-group
comparisons.

Outcomes and Results

*p <0.05 for within-group baseline vs week 12
-Cognitive function

Not reported

-Sleep disturbance
Not reported
-Quality of life

Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes

-Discontinuation

2 subjects randomised to placebo patches dropped
out of the study due to patch-related skin irritation (n
=1) and nausea (n = 1). One subject treated with
oestradiol dropped out because of adverse effects
(headaches and nausea).

-Major adverse events
Not reported

-Minor adverse events

-Headaches n=1 in oestradiol group

-Headaches n=3 (6%) in placebo group

-Bleeding was reported by 4 (16%) of 25 subjects
receiving oestradiol and by 2 (8%) of 25 subjects

receiving placebo, during the treatment phase (12
weeks)

Comments Identifiers
baseline - Yes

Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation-
Unclear

B3 - Were
individuals
administering care
blinded to
treatment
allocation-
Unclear

Level of

bias: Unclear

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
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Study details

Full citation

Frisk,J.,
Kallstrom,A.C.,
Wall,N.,
Fredrikson,M.,
Hammar,M.,
Acupuncture
improves health-
related quality-of-life
(HRQoL) and sleep
in women with breast
cancer and hot
flushes, Supportive
Care in Cancer, 20,
715-724, 2012

Ref Id

256049

Country/ies where
the study was

Participants
psychotic features,
suicidality, or severe
aggressive behavior

Sample size
Electro-acupuncture
(EA) n=27
randomised, 26
analysed
Hormone therapy
(HT)n=18
randomised and
analysed
Characteristics
EA/HT/p-value
Mean age (years),
range:

54.1 (47-69) / 53.4
(43-67) / not
significant

Ongoing tamoxifen
(yes/no):

Interventions

Interventions
-Electro-
acupuncture
treatment given by
physiotherapist for
12 weeks
-Hormone therapy
group was treated
with sequential or
continuous
combined
oestrogen/progesta
gen therapy for

24 months

Methods

Power calculation
Not reported
Intention to treat
Not reported
Details

Setting

Three
participating
centres in
southeast Sweden
for an
international, multi
centre prospective
study (HABITS)

Randomisation
method
Computer
generated

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression
Not reported
-Cognitive function
Not reported

-Sleep disturbance
Reported as median times woken up/night (IQR
25th-75th pct): p-value based on pair-wise

Comments
method used to
assess outcome -
Unclear

D4 - Were
investigators
blinded to
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
some, as this
study used
Brazilian women
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at

Identifiers

Main outcome
classification

Sleep- times woken
up/night and WHQ
sleep score

Main interventions
classification
Acupuncture
Oestrogen combined
with progestogen
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Study details
carried out
Sweden

Study type
Multi-centre,
randomised,
prospective study
Aim of the study
Evaluate effects of
electro-acupuncture
(EA) and hormone
therapy (HT) on
health-related
quality-of-life
(HRQoL) and sleep
in breast cancer
survivors with
vasomotor
symptoms.

Study dates
Between 1998 and
2002

Source of funding
Medical Research
Council of South-
East of Sweden, The
Swedish Medical
Research Council,
and The County
Council of
Ostergotland

Participants

6/20 / 4/14 | not
significant

Inclusion criteria
-Completed
treatment for breast
cancer in situ, T1 or
T2 tumours with
maximum four
metastatic lymph
nodes, T3 tumours
without metastasis
and vasomotor
symptoms needing
treatment according
to the woman
-Vasomotor
symptoms
Exclusion criteria
-Ongoing treatment
for breast cancer
other than
tamoxifen/torimefen,
other malignancies,
heredity or history of
thromboembolic,
cerebrovascular or
liver disease, or
porphyria and active
cardiovascular
disease

Interventions

Methods
randomisation at
the University of
Uppsala and
stratified for
participating
centre, previous
HT use and
ongoing treatment
with tamoxifen

Statistical
methods
Changes were
analysed within
and between both
groups using the
analysis of
variance (ANOVA)
for repeated
measures and the
Wilcoxon's signed
rank-sum test was
used for paired
comparisons
within each group

Outcomes and Results
comparisons with baseline
-EA group

Baseline: 3.4 (2.3-4.3)

3 months: 2.0 (1-3): 0.01

6 months: 1.6 (0.8-2.9): 0.003
9 months: 1.6 (1.0-2.7): 0.03
12 months: 1.5 (1-2): 0.003

18 months: 1.4 (0.75-3.2): 0.03
24 months: 1.2 (1.2-1.3): 0.03

-HT group

Baseline: 2.3 (0.8-3.0)

3 months: 1.3 (0.9-1.6): 0.01
6 months: 1.1 (0.3-1.6): 0.003
9 months: 1.2 (0.6-1.9): 0.02
12 months: 1.2 (0.5-1.5): 0.01
18 months: 0.9 (0.3-2.0): 0.01
24 months: 1.0 (0.3-1.4): 0.01

Reported as median WHQ sleep score (IQR 25th-
75th pct): p-value based on pair-wise comparisons
with baseline

-EA group

Baseline: 0.5 (0-0.75)

3 months: 0.33 (0-0.67): 0.05

6 months: 0.67 (0-0.67): 0.04

9 months: 0.33 (0-0.67): 0.01

12 months: 0 (0-0.67): 0.03

18 months: 0.33 (0.08-0.67): 0.14

24 months: 0.33 (0-0.33): 0.02

-HT group

Baseline: 0.33 (0-0.67)

3 months: 0 (0-0.33): 0.01

6 months: 0 (0-0.33): 0.02

9 months: 0.16 (0-0.33): 0.07

12 months: 0 (0-0.5): 0.07

18 months: 0 (0-0.67): 0.65
24 months: 0 (0-0.67): 1.00

Comments Identifiers
baseline - Yes

Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - No,
different length of
treatment

B2 - Were
participants
blinded to
treatment
allocation- No

B3 - Were
individuals
administering care
blinded to
treatment
allocation- No
Level of bias: High

C Attrition bias
C1 - Was follow-
up equal for both
groups - No

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
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Study details

Full citation
Guttuso,Jr,
Kurlan,R.,
McDermott,M.P.,
Kieburtz,K.,

Gabapentin's effects

on hot flashes in
postmenopausal
women: A
randomized
controlled trial,
Obstetrics and
Gynecology, 101,
337-345, 2003
Ref Id

256163
Country/ies where
the study was
carried out

USA

Study type
Randomised,
double-blind,

Participants

Sample size
Gabapentin n=30
assigned and
analysed

Placebo

n=29 assigned and
analysed
Characteristics
Gabapentin /
Placebo

Mean age, year
(SD): 52.7 (3.6) / 53
(-1

Surgical
menopause, n (%):
8(26.7) /6 (20.7)
Inclusion criteria
-An average of
seven or more hot
flashes per day
accompanied by
sweating

-At least one

Interventions

Interventions
Gabapentin 900 mg
per day or

identically appearing

placebo for 12
weeks

Methods

Power calculation
Given the study's
inclusion criterion
of 7-20 hot
flashes per day,
the authors
assumed a mean
daily hot flash
frequency at
baseline of
approximately 12
in each group.
They also
estimated a
standard deviation
of the change
from baseline to
12 weeks in daily
hot flash
frequency of 4.
Under these
assumptions, a
sample size of 22

QOutcomes and Results

-Quiality of life
Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events
Not reported

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms

-Anxiety

Reported as mean (SD) Profile of Mood States
Tension/Anxiety Subscale

Gabapentin / Placebo

Baseline: 10.1 (8.1) / 8.1 (6.0)

Absolute change from baseline to week 12
Gabapentin/Placebo/Treatment effect (gabapentin-
placebo) / 95% CI / P

-3.9 (6.4)/ -2.2 (3.5)/ 0.0/ (-3.0, 2.0) / .77

Decreased value indicates improvement in this
measure

-Depression

Comments
assess outcome -
Unclear

D4 - Were
investigators
blinded to
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance

Identifiers

Main outcome
classification
Anxiety-Profile of
Mood States
Tension/Anxiety
Subscale

Quality of life-
psychological-SF-36
Quality of life-
musculoskeletal-SF-
36

Discontinuation
Minor adverse
events-bleeding
Main interventions
classification
Gabapentin

Placebo
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Study details
placebo-controlled
trial

Aim of the study

To evaluate whether
treatment with the
anticonvulsant
gabapentin may be
effective in reducing
hot flash frequency
and severity.

Study dates

From July 2000 to
March 2001

Source of funding
General Clinical
Research Center
grant, 5 MO1
RR00044 from the
National Center for
Research
Resources, National
Institutes of Health
(NIH); an
Experimental
Therapeutics in
Neurological
Disease NIH Grant
#5 T32 NS07338-12;
and University of
Rochester
institutional research
funds

Participants
daytime hot flash
per day
-Amenorrhea for
more than 12
months or
amenorrhea for 6—
12 months with a
serum follicle-
stimulating hormone
level greater than 40
mlU/mL and
oestrogen less than
20 pg/mL or status
post-bilateral
oophorectomy for 2
months

-An estimated
creatinine clearance
of 60 or more mL
per minute

-No oestrogen,
progestin,
leuprolide, or
tamoxifen therapy
within the past 2
months

-No change in dose
of raloxifene,
clonidine, or any
antidepressant
therapy within the
past month and no
plan to change the
dose in the future
-No calcium channel
antagonist or
gabapentin therapy
within the past 2
weeks

-No previous allergic
reaction to
gabapentin
Exclusion criteria
-More than 50% of a
patient's hot flashes
associated with
occurrence of

Interventions

Methods

subjects per group
was chosen to
provide 90%
power to detect a
33% reduction
(from 12 to 8) in
mean daily hot
flash frequency
with gabapentin,
using a two-tailed
t test at the 5%
level of
significance.
Since some
subjects would not
complete the trial,
they increased the
sample size to 30
subjects per group
(60 total).
Intention to treat
Yes

Details

Setting

General Clinical
Research Center
at Strong
Memorial
Hospital,
Rochester, New
York

Randomisation
method

The Office of
Investigational
Drug Services in
the Department of
Pharmacy at the
University of
Rochester
prepared all study
capsules and
performed the
randomisation via
a random number
table. The

Outcomes and Results
Not reported

-Cognitive function

Not reported

-Sleep disturbance

Not reported

-Quality of life

Reported as mean (SD) SF-36 Mental Health
Component Summary

Gabapentin / Placebo

Baseline: 49.4 (12.4) / 50.7 (11.2)

Absolute change from baseline to week 12
Gabapentin/Placebo/Treatment effect (gabapentin-
placebo) / 95% CI / P

4.4 (10.2)/2.2(6.8)/1.2/(-1.7,5.3) / .41

*Study does not report how to interpret SF-36 so
an online search found higher SF-36 scores
indicate less disability

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quiality of life

Reported as mean (SD) SF-36 Physical Health
Component Summary

Gabapentin / Placebo

Baseline: 49.2 (10.2) / 52.7 (6.6)

Absolute change from baseline to week 12
Gabapentin/Placebo/Treatment effect (gabapentin-
placebo) / 95% CI / P

-1.1 (3.7)/ -0.3 (5.6) / -0.6 / (-3.0, 1.7) / .42

*Study does not report how to interpret SF-36 so
an online search found higher SF-36 scores
indicate less disability

Safety outcomes
-Discontinuation
Reported as withdrawals due to adverse events

Comments Identifiers
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation-
Unclear

Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
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Study details

Full citation
Kimmick,G.G.,
Lovato,J.,
McQuellon,R.,
Robinson,E.,
Muss,H.B.,
Randomized,
double-blind,
placebo-controlled,
crossover study of
sertraline (Zoloft) for

Participants
migraine headaches
or ingestion of
particular foods or
beverages

Sample size
Sertraline n=33
assigned, 25
analysed

Placebo n=29
assigned, 22
analysed
Characteristics
Placebo/Sertraline
Median age, years
(range): 52.3 (41.1-

Interventions

Interventions

6 weeks of
sertraline (50 mg
each morning)
versus placebo

Methods
randomisation
was stratified by
surgical
menopause
status.

Statistical
methods

The Wilcoxon
rank sum test was
used to compare
the treatment
groups regarding
all outcomes,
except a x2 test
was used to
compare the
percentages of
patients having a
greater than 50%
reduction in hot
flash composite
score from
baseline to Week
12. Treatment
effects were
estimated using
the Hodges—
Lehmann estimate
of the group
difference in
population
medians and its
associated 95%
confidence
interval.

Power calculation
A targeted acrrual
of 62 women with
hot flashes
provided at least
90% power to
detect a 50%
difference in the
proportion of
women still
experiencing hot

QOutcomes and Results
Gabapentin n=4
Placebo n=1

-Major adverse events
Not reported

-Minor adverse events

Reported as number of patients with onset of
menses

Gabapentin n=2 (6.7%)

Placebo n=3 (10.3%)

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

Comments
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding

factors - Unclear

Level of
bias: Unclear

Indirectness
Does the study

match the review
protocol in terms

of
Population: yes

Intervention: yes

Outcomes: yes
Indirectness: no

Other information

Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate

Identifiers

Main outcome
classification
Depression-CESD
Discontinuation
Minor adverse
events-headache,
anxiety

Main interventions
classification
SSRI-sertraline
Placebo
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Study details

the treatment of hot
flashes in women
with early stage
breast cancer taking
tamoxifen, Breast
Journal, 12, 114-
122, 2006

Ref Id

256418

Country/ies where
the study was
carried out

USA

Study type
Randomized,
double-blind,
placebo-controlled,
crossover study
Aim of the study

To assess the effect
of sertraline on the
frequency and
severity of hot
flashes, mood
status, and health-
related quality of life
Study dates
Between October
1996 and June 2000
Source of funding
Pfizer
Pharmaceuticals

Participants Interventions
77.1) 1 56.7 (36.6-
77.0)

Inclusion criteria
-Aged 18 and older
with localised breast
cancer and
receiving adjuvant
tamoxifen therapy
-Had at least one
hot flash per day
Exclusion criteria
-Pregnant or breast-
feeding

-History of seizure
disorder or hepatic
or renal insufficiency
-Concurrent or
planned therapy
with oestrogen,
progestational
agents,
corticosteroids,
androgens, or other
anti-depressant
therapy

Methods

flashes at 6 weeks
(90% versus 45%)
Intention to treat
Yes

Details

Setting

Wake Forest
University School
of Medicine

Randomisation
method
Randomly
assigned, in a
double-blind
fashion

Statistical
methods

T-tests were used
to compare
treatment groups
on mean daily hot
flash frequency,
mean hot flash
score, and quality
of life measures

Outcomes and Results
-Depression

Reported as CESD mean (SD)
Placebo / sertraline / p

Baseline: 11.5 (7.9) / 11.2 (9.2) / 0.49
6 weeks: 9.4 (7.4) / 8.9 (8.3) / 0.68
-Cogpnitive function

Not reported

-Sleep disturbance
Not reported
-Quality of life

Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes

-Discontinuation

Reported as withdrawal by week 6 due to adverse
events

Sertraline n=3

Placebo n =2

-Major adverse events
Not reported

-Minor adverse events
Reported as number of patients
Headache:

Placebo n=1

Sertraline n=1

Anxiety/nervousness:
Placebo n=0
Sertraline n=3

Comments Identifiers
randomisation -
Unclear

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias:
Unclear

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- No

B3 - Were
individuals
administering care
blinded to
treatment
allocation- No
Level of bias: High

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
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Study details

Full citation
Mann,E., Smith,M.J.,
Hellier,J.,
Balabanovic,J.A.,
Hamed,H.,
Grunfeld,E.A.,
Hunter,M.S.,
Cognitive
behavioural
treatment for women
who have
menopausal
symptoms after

Participants

Sample size
Usual care n=49
randomised, 45
analysed

CBT n=47
randomised, 43
analysed
Characteristics
CBT / usual care
Mean age, year
(SD): 53.16 (8.10) /
54.05 (7.76)
Time since breast

Interventions

Interventions
-Usual care-followed
up every 6 months
by an oncologist or
clinical nurse
specialist, with
additional
appointments as
needed.
Additionally, those
treated in UK
National Health
Service hospitals in

Methods

Power calculation
A sample size of
96 women was
needed to provide
90% power to
detect a two-point
difference (SD
2.4; standardised
effect size 0.8) in
mean HFENS
problem rating for
the comparison of
CBT to usual care

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Psychological symptoms

-Anxiety

Reported as WHQ anxiety or fears (higher scores
indicate poorer wellbeing)

CBT (mean, SD) / Usual care (mean, SD) /
Adjusted mean difference (SE) /95% CI

Comments
length - N/A
D2 - Were

outcomes defined

precisely - Yes
D3 - Was a valid
and reliable
method used to

assess outcome -

Yes

D4 - Were
investigators
blinded to
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of
bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no

Other information

No wash-out
period reported
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

Identifiers

Main outcome
classification
Anxiety-WHQ anxiety
or fears
Depression-WHQ
depressed mood
Cognitive function-
WHQ memory and
concentration

Sleep disturbance-
WHQ sleep problems
Quality of life-
psychological- SF-36
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Study details
breast cancer
treatment (MENOS
1): a randomised
controlled trial,
Lancet Oncology,
13, 309-318, 2012
Ref Id

256621
Country/ies where
the study was
carried out

UK

Study type
Randomised
controlled trial

Aim of the study
Whether cognitive
behavioural therapy
(CBT) can help
breast cancer
survivors to
effectively manage
hot flushes and night
sweats (HFNS)
Study dates
Between March
2009 to March 2011
Source of funding
Cancer Research
UK

Participants
cancer diagnosis,
months, mean (SD):
47.75 (53.38) /
31.08 (30.63)
Inclusion criteria

-At least ten
problematic HFNS
per week (confirmed
by a 2-week diary
and a screening
interview) for a
duration of 2 months
or more

-Had completed
medical treatment
for breast cancer
(surgery,
radiotherapy, or
chemotherapy), and
had no evidence of
other cancers or
metastases
-Women taking
adjuvant endocrine
treatment were
eligible

Exclusion criteria
-Unable to attend
sessions or who
were seeking
treatment for mood
disorders rather
than for HFNS were
not eligible

Interventions
southeast London
were offered
telephone support
as part of the cancer
survivorship
programme. Women
were sent

an information
leaflet produced by
Breast Cancer Care
and offered
telephoned support
every 2 weeks
(average seven
telephone calls,
maximum ten).
Nurses gave
information about
HFNS, advised on
treatment options
and practical ways
of symptom
management, and
offered instructions
for paced breathing
and relaxation.
-Group CBT
comprised one 90
minute session a
week for 6 weeks,
and included
psycho-education,
paced breathing,
and cognitive and
behavioural
strategies to
manage HFNS.

All participants
received usual
care—they had
access to clinical
specialists and
cancer support
services, either
through routine
follow-up
appointments or as

Methods

at 9 weeks after
randomisation.
Intention to treat
Analyses were
based on
modified intention-
to-treat sample
(excluding those
who contributed
no data)

Details

Setting

Breast or
oncology clinics in
southeast London,
UK

Randomisation
method
Randomisation
was done in
blocks of 12—-20
participants,
allocating
participants in a
one-to-one

ratio, stratifying by
age (younger than
50 years, 50 years
or older), and was
done with a
computer-
generated
sequence.

Statistical
methods
Secondary
outcomes

were analysed wit
h mixed linear
regression models
with random
participant and
cohort group
intercepts and a
time-by-treatment

QOutcomes and Results

Baseline: 0.34 (0.25) / 0.45 (0.30) / - / -

9 weeks: 0.23 (0.27) /0.40 (0.33)/-0.12 (0.06)* / -
0.24 t0 -0.01

26 weeks:0.24 (0.31)/ 0.39 (0.31) / -0.10 (0.06)/ -
0.21 to 0.01

*p<0.05

-Depression
Reported as WHQ depressed mood (higher scores
indicate poorer wellbeing)

CBT (mean, SD) / Usual care (mean, SD) /
Adjusted mean difference (SE) /95% CI

Baseline: 0.23 (0.26)/ 0.31 (0.27)/ -/ -

9 weeks: 0.13 (0.16)/0.28 (0.24)/-0.14 (0.05)*/ -
0.23 to -0.06

26 weeks:0.13 (0.19)/0.28 (0.26)/-0.13 (0.05)*/-0.22
to -0.05

*p< 0.01

-Cognitive function

Reported as WHQ memory and
concentration (higher scores indicate poorer
wellbeing)

CBT (mean, SD) / Usual care (mean, SD) /
Adjusted mean difference (SE) /95% CI
Baseline: 0.75 (0.34) /0.72 (0.36)/ -/ -

9 weeks: 0.59 (0.36)/0.70 (0.32)/-0.14 (0.06)*/ -
0.27 to -0.02

26 weeks: 0.51 (0.37)/0.62 (0.36)/-0.14 (0.06)*/-
0.26 to -0.02

*p< 0.05

-Sleep disturbance
Reported as WHQ sleep problems (higher scores
indicate poorer wellbeing)

CBT (mean, SD) / Usual care (mean, SD) /
Adjusted mean difference (SE) /95% CI

Baseline: 0.63 (0.30)/ 0.72 (0.29)/-/-

9 weeks: 0.37 (0.31)/ 0.65 (0.32)/ -0.26 (0.07)**/ -
0.39t0-0.12

26 weeks: 0.43 (0.37)/ 0.61 (0.34)/ -0.16 (0.07)*/ -
0.29 to -0.02

**n<0.0001

* p< 0.05

Comments

A2 - Was there
adequate
concealment - No
A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- No

B3 - Were
individuals
administering care
blinded to
treatment
allocation- No
Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of bias:
Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes

Identifiers

mental health
Symptom relief-SF-36
bodily pain

Quality of life-
musculoskeletal-
WHQ somatic
symptoms, SF-36
physical

functioning, SF-36
physical role limitation
Main interventions
classification
Cognitive behavioural
therpy

Usual care
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Study details

Participants

Interventions

part of a breast
cancer survivorship
programme in
southeast London.

Methods
interaction term;
covariates in the
model were
treatment group,
baseline value of
outcome, the
stratification factor
age, and time.
Results from all
analyses were
summarised at 9
weeks and 26
weeks with two-
sided 95% Cls

Outcomes and Results

-Quality of life

Reported as SF-36 mental health, a higher score
indicates better health

CBT (mean, SD) / Usual care (mean, SD) /
Adjusted mean difference (SE) /95% CI

Baseline: 67.57 (17.89)/ 62.52 (17.37)/-/-

9 weeks: 74.63 (14.22)/ 66.46 (14.20)/ 6.03
(2.95)*/0.24 to 11.81

26 weeks: 70.70 (19.24)/ 64.5 (16.06)/3.86 (2.96)/ -
1.94 t0 9.65

* p< 0.05

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Reported as SF-36 bodily pain, a higher score
indicates better health

CBT (mean, SD) / Usual care (mean, SD) /
Adjusted mean difference (SE) /95% CI
Baseline: 46.15 (22.73)/52.99 (21.64)/-/-

9 weeks: 53.68 (23.98)/52.16 (22.57)/ 6.35 (4.20)/-
1.89 to 14.59

26 weeks: 51.00 (22.50)/46.58 (22.18)/ 9.85
(4.20)*/1.61 to 18.09

* p< 0.05

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quality of life
Reported as WHQ somatic symptoms (higher
scores indicate poorer wellbeing)

CBT (mean, SD) / Usual care (mean, SD) /
Adjusted mean difference (SE) /95% CI

Baseline: 0.56 (0.26)/0.55 (0.25)/-/-

9 weeks: 0.44 (0.24)/0.46 (0.24)/-0.08 (0.06)/-0.21
to 0.04

26 weeks: 0.45 (0.23)/0.53 (0.23)/-0.03 (0.06)/-0.16
to 0.09

Reported as SF-36 physical functioning, a higher

Comments Identifiers
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - No

Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Other information
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Study details

Full citation
Morrison,M.F.,
Kallan,M.J.,

Ten,Have T., Katz,l.,

Tweedy,K.,
Battistini,M., Lack of
efficacy of estradiol
for depression in
postmenopausal
women: a
randomized,
controlled trial,
Biological
Psychiatry, 55, 406-
412, 2004

Ref Id

Participants

Sample size

After 2 weeks of
single-blind placebo
treatment in 87
patients, 57 were
randomly assigned
to receive 8 weeks
of treatment with
oestradiol (.1
mg/day; n = 31) or
placebo (n = 26).
Characteristics
Age, mean (SD)
61.8 (9.4)

Placebo: 62.8 (9.5)

Interventions

Interventions

8 weeks of
treatment with
estradiol (.1 mg/day)
or placebo. All
patients were then
treated with
medroxyprogestero
ne 10 mg/day for 2
weeks combined
with the study patch.

Methods

Power calculation
Not reported
Intention to treat
Not reported
Details

Setting

Outpatient clinic of
the Hospital of the
University of
Pennsylvania
Randomisation
method

A study
pharmacist, who
was not an
investigator,

QOutcomes and Results
score indicates better health

CBT (mean, SD) / Usual care (mean, SD) /
Adjusted mean difference (SE) /95% CI
Baseline: 66.17 (22.89)/ 74.89 (22.27)/-I-

9 weeks: 75.38 (24.24)/79.23 (21.96)/4.76 (3.47)/-

2.03 to 11.56

26 weeks: 74.13 (24.96)/73.88 (27.37)/8.86
(3.46)*/2.09 to 15.64

* p< 0.05

Reported as SF-36 physical role limitation, a higher

score indicates better health

CBT (mean, SD) / Usual care (mean, SD) /
Adjusted mean difference (SE) /95% CI
Baseline: 53.72 (43.29)/49.46 (40.31)/-/-

9 weeks: 60.00 (40.35)/60.90 (39.65)/-1.09 (8.14)/-

17.03 to 14.85

26 weeks:55.77 (43.10)/51.92 (44.20)/2.63 (8.17)/-

13.39 to 18.65

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events

Not reported

Results

Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse
Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression

Reported as Hamilton Depression Rating Scale
Estradiol, baseline, mean (SD): 14.5 (2.6)
Estradiol change from baseline at 8 weeks (95%

Comments

Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Unclear

A2 - Was there
adequate
concealment -

Identifiers

Main outcome
classification
Depression
Discontinuation
Minor adverse
events-bleeding
Main interventions
classification
Oestrogen (patch)
Placebo (patch)
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Study details
256749
Country/ies where
the study was
carried out

USA

Study type
Double-blind
randomised,
placebo-controlled
trial

Aim of the study
Whether oestrogen
therapy is effective in
treating depressive
disorders in older
postmenopausal
women and to
determine whether
progestins are
associated with a
deterioration of
mood

Study dates
1996-1999

Source of funding
National Institute of
Mental Health.
Berlex provided
study patches
without charge.

Participants

Time since last
mentrual periods,
years (SD)
Oestradiol: 16.6
(10.9)

Placebo: 17.7 (13.0)

Natural menopause
(%)

Oestradiol: 51.6
Placebo: 65.4

Inclusion criteria
-50-90 years of age
-postmenopausal at
least 1 year with
follicular stimulating
hormone = 40
mlU/mL for those
within 5 years of
menopause

-Score 210 on the
Center for
Epidemiologic
Studies Depression
Scale and 8-20 on
the Hamilton
Depression Scale
-Meet DSM-IV
criteria for major
depression,
dysthymia, or minor
depression
Exclusion criteria
-Use of hormonal
medications within 3
months

-Medical conditions
that rendered a
patient ineligible for
oestrogen therapy
-Structural disease
of the central
nervous system
-Cognitive

Interventions

Methods
randomly
assigned subjects
to 8 weeks of
double-blind
treatment with
either 0.1mg/day
estradiol skin
patch or a placebo
patch.

Statistical
methods

Mixed effects
piecewise linear
regression was
used to evaluate
treatment effects.
Baseline variables
were compared
using means with
student's t-test or
Pearson chi-
square test.

Outcomes and Results
Cl): -2.8 (-4.5, -1.1), p=0.002
Placebo, baseline, mean (SD): 14.5 (3.1)

Placebo change from baseline at 8 weeks (95% Cl):

-5.2 (-6.8, -3.5), p<0.001
Difference between estradiol and placebo at 8
weeks (95% Cl): 2.4 (0, 4.7), p=0.05

Reported as Center for Epidemiological Studies
Depression Scale

Estradiol, baseline, mean (SD): 27.0 (8.8)
Estradiol change from baseline at 8 weeks (95%
Cl): -3.5 (-6.0, -.9), p=0.01

Placebo, baseline, mean (SD): 29.8 (11.1)

Placebo change from baseline at 8 weeks (95% Cl):

-5.9 (-8.4, -3.3), p<0.001
Difference between estradiol and placebo at 8
weeks (95% Cl): 2.4 (-1.2, 6.0), p=0.19

-Cognitive function
Not reported
-Sleep disturbance
Not reported

-Quality of life
Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes

-Discontinuation

1 withdrew in estradiol group due to breast
tenderness

1 withdrew in placebo group to seek conventional
depression treatment

-Major adverse events
Not reported

-Minor adverse events
4 women in oestradiol group developed bleeding
after a mean of 4.75 weeks on oestradiol.

Comments
Unclear

A3 - Were groups
comparable at
baseline - No
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of

bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid

Identifiers
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Study details

Participants
imparment as
defined by a score
of < 24 on the Mini-
Mental Status Exam
-Treatment for
depression in
previous 3 months
-Alcohol or drug
abuse or
dependence during
the previous 6
months

-Serious medical
problems resulting
in a high probability
of death within a
year
-Schizophrenia,
bipoloar disorder or
early-onset
dysthymic disorder
-Inability to
comprehend English

Interventions

Methods

QOutcomes and Results

Comments Identifiers
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
some

Other information
Populations in the
oestradiol group
had more African
American than
Caucasian (51.6%
versus 41.9%),
whereas placebo
group is roughly
the same (42.3%
versus 46.1%).
Greater
proportions of
people in placebo
group had major
depressive
dsorder (past and
current), and
greater
proportions in
estradiol group
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Study details

Full citation
Nathorst-Boos,J.,
Floter,A., Jarkander-
Rolff,M.,
Carlstrom,K.,
Schoultz,By,
Treatment with
percutanous
testosterone gel in
postmenopausal
women with
decreased libido--
effects on sexuality
and psychological
general well-being,
Maturitas, 53, 11-18,
2006

Ref Id

254534
Country/ies where
the study was
carried out
Sweden

Study type

Double blind,
randomised,
crossover design
Aim of the study
To elucidate if
percutanous
treatment with 10mg
testosterone per day
could enhance
sexuality and
psychological well-
being in
postmenopausal
women presenting
problems with low
libido

Study dates

Not reported
Source of funding
Swedish research

Participants

Sample size
Testosterone n=30
allocated, 3
discontinued
Placebo n=30
allocated, 4
discontinued
Characteristics
Women
characteristics are
reported as a whole
rather than per
treatment

group. Mean = S.D.
age, weight and BMI
for the 53 women
completing the
study were 55.4 +
3.5years, 65.4+7.8
kg and 23.6 + 2.8
kg/m2

Inclusion criteria
-Between 50 and 65
years of age and
complaining of total
loss or significant
decrease of libido
during the
postmenopausal
period

Exclusion criteria
-Women who had
experienced libido
problems already
before the
menopause

Interventions

Interventions

As a complement to
their already on-
going HRT
(combined
oestrogen and
progesterone), 10
mg of a testosterone
gel (Testogel,
Besins—Iscovesco)
or placebo was
administered to the
subjects. Treatment
continued for three
months before cross
over.

Methods

Power calculation
Not reported
Intention to treat
Not reported
Details

Setting
Karolinska
Hospital, Sweden

Randomisation
method
Randomisation
was performed in
blocks of eight
and the code was
kept in the local
hospital pharmacy

Statistical
methods
Differences in
scores from
baseline were
compared among
groups.
Differences
between the
biological
variables were
examined by
ANOVA.

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse
Not reported

Psychological symptoms

-Anxiety

Reported as median value of Psychological general
well being (PGWB) score- anxiety

Placebo/ Testosterone/ p-value

24/ 27 [ <0.001

-Depression

Reported as median value of Psychological general
well being (PGWB) score- depressed mood
Placebo/ Testosterone/ p-value

15/16/0.382

-Cognitive function
Not reported

-Sleep disturbance
Not reported
-Quality of life

Not reported

Musculoskeletal symptoms
Not reported

Safety outcomes
-Discontinuation
Not reported

-Major adverse events
Not reported

-Minor adverse events
Not reported separately

Comments Identifiers
had minor

depressive

disorder.

Limitations Main outcome

classification
Anxiety (PGWB)

NICE guidelines
manual 2012:

Appendix C: Depression (PGWB)
Methodology Main interventions
checklist: classification
randomised Testosterone
controlled trials Placebo

A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline -
Unclear, study did
not report
baseline
characteristics per
group

Level of bias:
Unclear

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
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Study details Participants
council, the

Karolinska Institute

and Basins-

Iscovesco

Interventions

Methods

QOutcomes and Results

Comments Identifiers
Level of bias: low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
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Study details

Full citation
Nijland,E.A.,
Weijmar
Schultz,W.C.,
Nathorst-Boos,J.,
Helmond,F.A., van
Lunsen,R.H.,
Palacios,S.,
Norman,R.J.,
Mulder,R.J.,
Davis,S.R.,
LISA,study
investigators,
Tibolone and
transdermal
E2/NETA for the
treatment of female
sexual dysfunction in
naturally
menopausal women:
results of a
randomized active-
controlled trial,
Journal of Sexual
Medicine, 5, 646-
656, 2008

Ref Id

254554

Country/ies where
the study was
carried out

6 European
countries, US and
Australia

Study type

RCT: Multicenter,
double blind,
randomized, clinical
trial

Aim of the study

To compare the
efficacy on sexual
function of tribolone
2.5mg to continuous

Participants Interventions

Sample size Interventions

N = 403 - E2 (50 ug)/NETA
Tibolone N=199 (240 ug) in the form
Transdermal of a twice weekly
E2/NETA N=201 patch plus a daily
Characteristics placebo tablet

Age - Tribolone 2.5 mg
Total mean =56 yrs  as a daily tablet with
Transdermal a twice weekly
E2/NETA =55.8 yrs  placebo patch.
(n=201)

Tibolone = 55.8 yrs

(N=199)

BMI

Transdermal

E2/NETA = 24.7

Tibolone = 25.0

Gynaecological
surgery:
Transdermal: 19%
Tibolone: 18%
Inclusion criteria

- Aged between 48 -
68 years

- Undergone natural
menopause, had
intact uterus

- Reported that prior
to menopause, their
sex life was
satisfying but since
menopause they
experienced decline
in satisfaction with
sexual activity that
was associated with
personal distress as
measured by
Female Sexual
Distress Scale
(FSDS = 15).

Methods

Power calculation
Assumed a two-
sided test, at the
0.05 alpha level, it
was estimate that
a maximum of 286
subjects would be
required to
provide 80%
power to detect a
standardized
difference in
treatment effect of
20% on the
composite score
(CS) of the
Female Sexual
Function Index
(FSFI) between
both groups.
Intention to treat
Yes

Details

Setting

29 study centers
in 6 European
countries, the US
and Australia.
Randomisation
method

Eligible women
allocated ina 1:1
ratio using a
computerized
automatic
interactive voice
response system
to treatment with
either E2
ug)/NETA (140
ug)

Allocation
concealment and
blinding

QOutcomes and Results

Results

Reported as total sexual events in the 4-week
frequency measured by a daily diary
Tibolone (N=137)

Baseline mean: 5.7

Mean change from baseline: 0.66

% change from baseline: 12%
E2/NETA

Baseline mean: 5.6

Mean change from baseline: 0.75

% change from baseline: 13%

Within group p=0.02
Between group p= not significant

Total satisfying sexual events
Tibolone

Baseline: 3.3

Mean change from baseline: 1.44
% change from baseline: 44%
E2/NETA

Baseline: 3.1

Mean change from baseline: 1.48
% change from baseline: 48%

Within group p<0.001
Between group p= not significant

Discontinuation
Discontinued due to adverse events
E2/NETA: n=41
Tibolone: n=23

Major adverse events
Not reported

Minor adverse events:

Reported as vaginal hemorrhage
Tibolone n=0

E2/NETA: n=22

Comments Identifiers
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:

Main outcome
classification
Altered sexual

Appendix C: function
Methodology Discontinuation
checklist: Minor adverse
randomised events-bleeding

Main interventions
classification
HRT: Tibolone vs

controlled trials
A Selection bias
Al - Was there

appropriate combined
randomisation - oestrogen/progestero
Yes ne

A2 - Was there (estradiol/noresthister
adequate one acetate -NETA)
concealment -

Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of

bias: Moderate

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of

bias: Low

C Attrition bias
C1 - Was follow-
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Study details
combined
transdermal
estradion
(E2)/norethisterone
acetate (NETA) (50
ug/140 ug) in
naturally
postmenopausal
women with sexual
dysfunction.

Study dates

June 2004 -
November 2005
Source of funding
Not stated.

Full citation
Polisseni,A.F.,

Participants Interventions
Exclusion criteria

- Women who had
other conditionsthat
could have an
impact on sexual
function, including
dyspareunia.

- Were taking
medication known to
affect sexual
function such as
antidepressents,
narcotics and
antipsychotics.

- Had a history or
presense of liver or
renal disease,
breast cancer or
estrogen dependent
tumours, CVD,
cerebrovascular
disease or
thromboembolic
events or major
gynaecologic
surgery in the
preceeding 3
months.

- Previous
unsuccessful use of
testosterone/testost
erone combinations
or compounds
known to enhance
androgenic activity
such as Tibolone,
DHEA or
transdermal
estrogen-
norethistorone
therapy.

Sample size Interventions

N =174

- 2.5 mg Tribolone

Methods

Not clear.
Reported: "the
investigators,
study site
personnel and
participants
remained blinded
until after the
database was
locked".
Statistical
methods

T-test. If the
assumption for
normality were
violated, the
Wilcoxon rank
sum test. Sexual
function assessed
at baseline, week
12, and 24.

Power calculation
Sample size

QOutcomes and Results

Results
Overall QoL (Women's Health Questionnaire):

Comments

up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Unclear

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines

Identifiers

Main outcome
classification
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Study details
Andrade,A.T.,
Ribeiro,L.C.,
Castro,l.Q.,
Brandao,M.,
Polisseni,F.,
Guerra,Mde O.,
Effects of a
continuous-
combined regimen of
low-dose hormone
therapy (oestradiol
and norethindrone
acetate) and tibolone
on the quality of life
in symptomatic
postmenopausal
women: a double-
blind, randomised
study, Maturitas, 74,
172-178, 2013

Ref Id

254689

Country/ies where
the study was
carried out

Brazil

Study type
Prospective,
randomised, double-
blind, compartive
trial (RCT)

Aim of the study

To compare the
effects of a
combined,
continuous, low-dose
hormone therapy
(LD-HT) with the
effects of tibolone
and a control group
on the QoL of in the
symptomatic
postmenopausal
women.

Study dates

June 2009 - June
2011

Participants Interventions

Characteristics - 1mg ostradiol + 0.5
Age (yrs) mg norethindrone
Tibolone (N = 42): acetate

51.24 + 3.48 - Control: 50 mg

E2 + NETA (N = Calcium carbonate
44): 52.98 + 3.39 + 200 Ul vitamine
Control (Ca + Vit D3

D3) (N = 44): 53.18

+4.06

Inclusion criteria

- Between 45 - 60,
postmenopausal
with moderate -
pronounced VSM
symptoms & Blatt-
Kupperman
Menopausal index
(BKMI) equal to or
greater than 20
Menopause
characterised by the
absence of
menstruation for at
least 12 months &
confirmed by
increase of FSH
Exclusion criteria

- Outside age range
- Had no or mild
VSM symptoms,
used HRT, herbal,
isoflavone therapy
or soy-based foods
in last 6 months

- Underwent surgery
for breast cancer or
had any comorbities

Methods
calculated using
GraphPad
StateMate
version2.
Parameters:
alpha: 5%, beta =
20% (80% power)

Intention to treat
Not reported.
Details

Setting

University
Hospital of
Federal University
of Juiz de Fora,
Minas Gerais,
Brazil

Randomisation
method
Computer
generated list of
random numbers
used to allocate
participants to
group

Statistical
methods
Wilcoxon signed-
rank test
assessed the
significance of
overall QoL in
each domainfor
each group.
Comparisons
between groups at
all times for
overall QoL for
each domain were
performed using
Kruskal-Wallis
test.

QOutcomes and Results

Baseline

Tibolone (N = 42): 80.12 + 14.04
E2 + NETA (N = 44): 77.73 £ 15.32

Control (Ca + Vit D3) (N = 44): 77.45 + 15.42

Follow-up

Tibolone (N = 42): 57.00 + 15.50 - p<0.05

compared to baseline

E2 + NETA (N = 44): 55.70 + 16.67 - p<0.05

compared to baseline

Control (Ca + Vit D3) (N = 44): 58.39 + 12.6 -

p<0.05 compared to baseline

Qol - Depressed mood (WHQ)
Baseline

Tibolone (N = 42): 15.52 + 4.46
E2 + NETA (N =44): 15.16 £ 4.99

Control (Ca + Vit D3) (N = 44): 14.89 + 5.49

Follow-up
Tibolone (N = 42): 11.40 + 3.83 - p<0.05
compared to baseline

E2 + NETA (N = 44): 11.39 £ 4.81 - p<0.05

compared to baseline

Control (Ca + Vit D3) (N =44): 11.82 + 4.66 -

p<0.05 compared to baseline

Somatic Symptoms (WHQ)
Baseline

Tibolone (N = 42): 18.17 + 4.12
E2 + NETA (N = 44): 17.23 + 4.61

Control (Ca + Vit D3) (N = 44): 17.36 + 4.51

Follow-up
Tibolone (N = 42): 14.33 +5.03 - p<0.05
compared to baseline

E2 + NETA (N = 44): 12.70 +3.91 - p<0.05

compared to baseline

Control (Ca + Vit D3) (N = 44): 13.41 + 3.51 -

p<0.05 compared to baseline

QoL - Anxiety (WHQ)

Baseline

Tibolone (N = 42): 10.05 + 2.95
E2 + NETA (N = 44): 8.82 + 3.27

Control (Ca + Vit D3) (N = 44): 8.68 + 3.00

Comments Identifiers
manual 2012: Psychological
Appendix C: outcomes
Methodology Musculoskeletal
checklist: symptoms
randomised Main interventions

controlled trials classification
A Selection bias HRT
Al - Was there
appropriate

randomisation -

Yes

A2 - Was there

adequate

concealment -

Yes

A3 - Were groups
comparable at

baseline - Yes

Level of bias: low

B Performance
bias

B1 - Did groups
get same level of
care - Unclear
B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes -
only pharmacist
handlingg
capsules knew
contents

Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
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Study details
Source of funding
Cavalieri Dispensing
Chemists Ltd

Full citation
Qu,F., Cai,X., Gu,Y.,
Zhou,J., Zhang,R.,

Participants

Sample size

N = 47 (total):

GNL: N =21

Interventions

Interventions

- GNL (200ml, oral)
- control - Livial

Methods

Power calculation
- Not reported
Intention to treat

Outcomes and Results
Follow-up
Tibolone (N = 42): 6.76 + 2.53 - p<0.05 compared
to baseline
E2 + NETA (N = 44): 6.66 £ 2.95 - p<0.05
compared to baseline
Control (Ca + Vit D3) (N = 44): 6.70 + 2.55 -
p<0.05 compared to baseline

Sleep problems (WHQ)

Baseline

Tibolone (N = 42): 8.05 + 1.96

E2 + NETA (N = 44):7.95 + 2.15

Control (Ca + Vit D3) (N = 44): 7.52 + 2.04

Follow-up

Tibolone (N =42):5.83 £ 1.79 - p<0.05 compared

to baseline

E2 + NETA (N = 44): 5.91 + 2.13- p<0.05 compared

to baseline

Control (Ca + Vit D3) (N =44): 5.84 + 1.93 -
p<0.05 compared to baseline

Baseline

Tibolone (N = 42): 18.17 + 4.12

E2 + NETA (N =44): 17.23 £ 4.61

Control (Ca + Vit D3) (N = 44): 17.36 + 4.51

Follow-up

Tibolone (N = 42): 14.33+5.03 - p<0.05

compared to baseline

E2 + NETA (N =44): 12.70 £ 3.91 - p<0.05

compared to baseline

Control (Ca + Vit D3) (N = 44): 13.41 + 3.51 -
p<0.05 compared to baseline

Results
HAMD scores

Comments
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes (WHQ)

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: -
participants had to
have 'moderate
VSM' symptoms -

BKMI = 20 or
more)
Limitations

NICE guidelines

Identifiers

Main outcome
classification
Psychological
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Study details
Burrows,E.,
Huang,H., Chinese
medicinal herbs in
relieving
perimenopausal
depression: a
randomized,
controlled trial,
Journal of Alternative
and Complementary
Medicine, 15, 93-
100, 2009

Ref Id

254731
Country/ies where
the study was
carried out

China

Study type

RCT

Aim of the study
To explore the
effects of
GengNianLe (GNL,
also called
perimenopausal
relieving formula), a
defined formulaof
Chinese medicinal
herbs in relieving
perimenopausal
depression in
Chinese women.
Study dates

Sept 2004 - April
2004

Source of funding
National Natural
Science Foundation
of China

Interventions
(Tibolone)

Participants
Control (tibolone): N
=26
Characteristics
Age:

GNL: 48.7 + 8.1
Control: 50.4 + 26

Duration of
perimenopausal
depression
(months):

GNL: 2.6 + 0.7
Control: 2.9 + 1.0
Inclusion criteria

- Aged 40 - 60 with
at least 6
consecutive months
of amenorrhea with
serum estradiol
level < 20 pg/mL
and FSH > 40
miU/mL

- minimum of 1
month of low mood,
total HAMD score >
20

Exclusion criteria

- Hormonal
medication within
past 3 months

- medical conditions
/ contraindications

Methods

- Not reported
Details
Setting
Zheijang
University

Randomisation
methods
Microsoft Excel
randomised
numbers into 2
groups

Statistical analysis
Mann Whitney
tests used to
analyse the inter
and intra group
differences of
HAMD cores.

QOutcomes and Results
Depressed mood

GNL:

Baseline: 3.4 + 1.2

Post-treatment: 1.9 + 0.5 p < 0.05 compared to
baseline

Control:

Baseline: 3.8 + 1.2

Post-treatment: 2.2 + 0.6 p < 0.05 compared to
baseline

Anxiety (Psychological)

GNL

Baseline: 3.3 + 1.3

Post-treatment: 2.3 + 0.5 p < 0.05 compared to
baseline

Control:

Baseline: 3.2 + 0.7

Post-treatment: 2.5 + 0.5 p < 0.05 compared to
baseline

Anxiety (somatic)

GNL

Baseline: 3.9 + 0.9

Post-treatment: 3.3 + 0.6 p < 0.05 compared to
baseline

Control:
Baseline: 3.7 + 1.0
Post-treatment: 3.5 + 0.5 - not significant

Comments
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at
baseline - Yes
Level of bias: low

B Performance
bias

B1 - Did groups
get same level of
care - Unclear
B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation-
Unclear

Level of bias: low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups

Identifiers

Main interventions
classification

Non - pharmaceutical
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Study details

Full citation
Simon,J.,
Braunstein,G.,
Nachtigall,L.,
Utian,W., Katz,M.,
Miller,S.,
Waldbaum,A.,
Bouchard,C.,
Derzko,C., Buch,A.,
Rodenberg,C.,

Participants

Sample size
Placebo n=279
Testosterone n=283
Characteristics
Women aged 26-70
years with
hypoactive sexual
desire disorder after
bilateral salpingo-
oophorectomy who

Interventions

Interventions
Testosterone (300
mcg/d) or placebo
patches applied
twice weekly for 24
weeks

Methods

Power calculation
230 patients/arm
were estimated to
be necessary to
provide
approximately
90% power to
detect a difference
between
treatment groups

QOutcomes and Results

Results
Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse

Reported as mean frequency (SE) of total satisfying
sexual activity over a 4 week period at 24 week,
using a weekly diary, the sexual activity log (SAL)
Placebo/Testosterone/Treatment difference (95%
Clh/p

Comments
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes (HAMD -
validated)

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there

Identifiers

Main outcome
classification
Sexual function
Discontinuation
Adverse events-
headache

Main interventions
classification
Testosterone
Placebo
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Study details
Lucas,J., Davis,S.,
Testosterone patch
increases sexual
activity and desire in
surgically
menopausal women
with hypoactive
sexual desire
disorder, Journal of
Clinical
Endocrinology and
Metabolism, 90,
5226-5233, 2005
Ref Id

254964

Country/ies where
the study was
carried out

USA, Canada,
Australia

Study type

RCT

Aim of the study
Evaluate the efficacy
and safety of a
testosterone patch in
surgically
menopausal women
with hypoactive
sexual desire
disorder (HSDD)
Study dates

Not reported
Source of funding
Procter & Gamble
Pharmaceuticals,
Inc.

Participants

were receiving
concomitant
oestrogen therapy.
All women were in a
stable,
monogamous
relationship with a
partner who was
sexually functional.
Placebo /
Testosterone

Mean age (SD):
48.9 (7.4) 1 49.2
(7.7)

Mean time since
oophorectomy
(year): 8.2 (6.6) / 8.7
(7.0)

Inclusion criteria
20-70 year of age,
in good health, have
a normal
mammogram if age
40 year or older,
have a normal Pap
smear, have
undergone bilateral
salpingo-
oophorectomy and
hysterectomy at
least 6 months
before screening,
and have no
physical impediment
to sexual function.
Need to report
having a satisfying
sex life before
oophorectomy and a
meaningful loss of
sexual desire and
decrease in sexual
activity after surgery
and being bothered
or concerned about
this decrease in
desire for sexual

Interventions

Methods

of 0.34 satisfying
sexual
activities/week.
Intention to treat
Yes, with all
patients who
received at least
one application of
study medication
included in the
analyses. A last
observation
carried forward
approach was
used to account
for patients who
did not complete
the study.
Details

Setting
Multi-centre study
in the US,
Canada, and
Australia

Randomisation
method

All women were
receiving a stable
dose of oestrogen
therapy (oral or
transdermal
patch) for at least
3 months before
screening.
Women were
stratified by route
of concomitant
oestrogen
therapy(transderm
al or oral) and
were then
randomly
assigned in a 1:1
ratio to receive
placebo or 300
mcg testosterone

Outcomes and Results

Baseline: 2.94 (0.19)/ 2.82 (0.15) / -0.12 (-0.60,
0.36) / 0.615

Value at wk 24: 3.93 (0.27) / 4.92 (0.30) / 0.99
(0.20, 1.79) / 0.015

Change from baseline: 0.98 (0.19) / 2.10 (0.25) /
1.11 (0.5, 1.73) / 0.0003

Reported as mean frequency (SE) of total sexual
activity over a 4 week period at 24 week, using a
weekly diary, the sexual activity log (SAL)
Placebo/Testosterone/Treatment difference (95%
Ch/p

Baseline: 4.94 (0.28)/ 4.98 (0.24) / 0.04 (-0.69,
0.78) / 0.906

Value at wk 24: 5.39 (0.33) / 6.27 (0.33) / 0.88 (-
0.04, 1.81) / 0.0602

Change from baseline: 0.45 (0.19) / 1.29 (0.23) /
0.84 (0.25, 1.43) / 0.0036

Psychological symptoms
-Anxiety
Not reported

-Depression
Not reported
-Cognitive function
Not reported

-Sleep disturbance
Not reported
-Quality of life

Not reported

Musculoskeletal symptoms

Not reported

Safety outcomes

-Discontinuation

Patients who withdrew from study due to adverse
events

19 in placebo, 24 in testosterone

-Major adverse events
Not reported

-Minor adverse events
Headache events
Placebo n=21

Comments Identifiers
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment - Not
reported

A3 - Were groups
comparable at
baseline - Yes
Level of

bias: Moderate

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of

bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
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Study details

Full citation
Soares,C.N.,
Thase,M.E.,
Clayton,A., Guico-

Participants Interventions
activity.

Exclusion criteria
Other conditions
that could impact
sexual function,
including
dysparenuia; major
life change
interfering with
sexual function; a
psychiatric disorder,
including
depression; or drug
or alcohol
dependency, or
were taking
medications known
to affect sexual
function, including
androgens,
phytoestrogens,
selective serotonin
reuptake inhibitors,
systemic beta-
blockers, raloxifene,
tamoxifen, and
sildenafil; had a
history of breast
cancer or
oestrogen-
dependent
neoplasia, active
gall bladder
disease, diabetes,
history of
cerebrovascular
disease or
thromboembolic
disorders, or
abnormal levels of

TSH, serum

creatinine, or liver

enzymes.

Sample size Interventions

N = 607 SNRI:

Acute desvenlafaxine 100-

Desvenlafaxine: 224 200 mg/day

Methods

daily for 24 weeks
in the form of a
twice weekly
patch worn on the
abdomen.
Patients and all
study personnel
were blinded to
treatment
assignments.

Statistical
methods

All hypothesis
tests were two-
sided, and
treatment
differences were
assessed at the
0.05 significance
level. The primary
efficacy end point
was the change
from baseline in
the 4-wk
frequency of total
satisfying
episodes during
week 21-24.
Treatment groups
were compared
using an analysis
of covariance
model, adjusting
for route of
administration of
concomitant
oestrogen
therapy, baseline
rate of activity,
age, and pooled
centre.

Power calculation
Alpha level 5%,
power of approx
90% = min of 250

QOutcomes and Results
Testosterone n=28

Results

HAM-D (MMRM analysis)
Raw change from baseline, mean (SD)
Desvenlafaxine (N = 110): -18.82 (5.51)

Comments

D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Unclear

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of

bias: Unclear

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Other information

Limitations

NICE guidelines
manual 2012:

Identifiers

Main outcome
classification
Psychological
Main interventions
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Study details

Pabia,C.J., Focht,K.,

Jiang,Q.,
Kornstein,S.G.,

Ninan,P., Kane,C.P.,

Cohen,L.S.,
Desvenlafaxine and
escitalopram for the
treatment of
postmenopausal
women with major
depressive disorder,
Menopause, 17,
700-711, 2010

Ref Id

255000
Country/ies where
the study was
carried out
Argentina, Chile,
Columbia, Mexico
and US

Study type
Randomised,
double-blind

Aim of the study
To assess the
efficacy, safety and
tolerability of the
serotonin-
norepinephrine
reuptake inhibitor
desvenlafaxine and
the SSRI
escitalopram for
major depressive
disorder (MDD) in
postmenopausal
women.

Study dates

Dec 2006 - Sept
2008

Source of funding
Wyeth Research,
acquired by Pfizer
Inc

Participants
Escitalopram: 237

Continuation Phase
Desvenlafaxine: 137
Escitalopram: 160
Characteristics

Age

Acute
Desvenlafaxine: 56
(6)

Escitalopram: 56 (6)
Continuation Phase
Desvenlafaxine: 56
(6)

Escitalopram: 56

(6)

Inclusion criteria

- Postmenopausal,
between 40 - 70 yrs
with primary
diagnosis of MDD

- Depressive
symptoms for at
least 30 days before
screening vidit and
MADRS total score
of 22 or higher
Exclusion criteria

- Ever previously
received treatment
or had known
hypersensitivity to
vanlafaxine,
citapram,
escitalopram

- Had significant risk
of suicide

Interventions
SSRI: excitalopram
10-20 mg/d

Methods
women

Intention to treat
Yes

Details

Setting

72 centers

Randomisation
Method

Wyeth's
computerised
randomisation and
assignment
system (CORE)

Statistical analysis
ANOVA, Mixed
effects model for
repeated
measures
(MMRM) analysis,
Last observation
carried forward
(LOCF).

Outcomes and Results
Escitalopram (N = 124): -17.88 (4.96)
Difference in adjusted mean (95% CI)
-0.70 (-1.82 - 0.43)

p=0.224

HAM-D (LOCF analysis)

Raw change from baseline, mean (SD)
Desvenlafaxine (N = 137): -16.44 (6.65)
Escitalopram (N = 160): -15.68 (6.30)
Difference in adjusted mean (95% ClI)
-0.48 (-1.79 - 0.83)

p=0.474

HAM-A (MMRM analysis)

Raw change from baseline, mean (SD)
Desvenlafaxine (N = 110): -15.10 (7.86)
Escitalopram (N = 124): -15.02 (6.46)
Difference in adjusted mean (95% CI)
-0.35 (-1.51 - 0.81)

p = 0.549

MADRS (MMRM analysis)

Raw change from baseline, mean (SD)
Desvenlafaxine (N = 110): -26.65 (6.29)
Escitalopram (N = 124): -25.56 (6.32)
Difference in adjusted mean (95% CI)
-1.10 (-2.59 - 0.39)

p =0.333

Comments
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment - No
- continuation
phase had both
blind and open-
label

A3 - Were groups
comparable at
baseline - Yes
Level of

bias: Medium

B Performance
bias

B1 - Did groups
get same level of
care - Unclear
B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals

administering care

blinded to
treatment
allocation- No

Level of bias: High

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for

Identifiers
classification
Non-hormonal
pharmacological
(SSRI & SNRI)
non-hormonal
pharmaceutical
treatments
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Study details

Full citation
Uebelhack,R.,
Blohmer,J.U.,
Graubaum,H.J.,
Busch,R.,
Gruenwald,J.,

Participants

Sample size
N = 301 (total)

Treatment (Black
Cohosh): 151
Placebo: 143

Interventions

Interventions

- Black Cohosh 1
mg triterpene
glycosides and St
John's Wort extract
(0.25 mg total

Methods

Power calculation
Not reported.
Intention to treat
Yes

Details

Setting

QOutcomes and Results

Results
HAMD
Treatment (N = 151)

Baseline: 18.9 + 2.2
Endpoint: 11.0 + 3.8

Comments
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - No -
continuation
phase open label
and blinded

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: High

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology

Identifiers

Main outcome
classification
Psychological
Main interventions
classification

Non - pharmaceutical
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Study details
Wernecke,K.D.,

Black cohosh and St.

John's wort for
climacteric
complaints: a
randomized trial,
Obstetrics and
Gynecology, 107,
247-255, 2006

Ref Id

255137

Country/ies where
the study was
carried out
Germany

Study type
Double-blind,
randomised placebo
controlled

Aim of the study

To investigate the
efficacy of the fixed
combination of black
cohosh and St
John's wort extracts
inwomen with
climacteric
complaints with a
pronounced
psychological
component

Study dates

Oct 2003 - June
2004

Source of funding
Schaper & Brummer
GmbH & Co KG,
Germany

Participants
Characteristics
Mean Age (yrs)
Treatment: 52.4 +
4.5

Placebo: 51.9 + 4.0

Number of
gynaecological
surgeries:
Hysterectomy/unilat
eral
oohorectomy/others
Treatment: 25/9/49
Placebo: 21/14/59

Time since last
menses (months)
Trearment: 88
(9.5%) > 12 months
Placebo: 97 (67.3%)
> 12 months
Inclusion criteria

- 45 - 60 yrs,
experiences
climacteric
complaints with
pronounced
psychological
component for at
least 3 months, left
untreated for at
least 2 months

- HAMD total score
15 - 23 points
Exclusion criteria

- Treatment with
hormones,
nonhormonal
climacteric drugs or
any other treatment
- Psychological
therapy / therapy or
depressive
symptoms

- Contraindications

Interventions
hypericine)

- Placebo

2 tablets orally twice
per day (week 1 - 8)
and 1 tablet orally
twice per day
(weeks 9 - 16)

Methods

Not reported
Randomisation
method
Medication
prenumbered
using a 1:1
randomisation
withblock size of
4.

Statistical
methods
Mann-Whitney U
test

Outcomes and Results
Change from baseline: -7.9 + 4.0 p <0.001

Placebo (N = 143)

Baseline: 18.9 + 2.1

Endpoint: 16.5 + 4.3

Change from baseline: -2.4 + 4.3 p < 0.001

Adverse events (any)

Treatment: 35 (23.2 %)

Placebo: 32 (21.3%)

- no discontinuation due to adverse events

Comments Identifiers
checklist:
randomised
controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment - Not
reported

A3 - Were groups
comparable at
baseline - Yes
Level of

bias: Medium

B Performance
bias

B1 - Did groups
get same level of
care - Unclear
B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: low

C Attrition bias

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low
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Study details

Full citation
Veerus,P., Hovi,S.L.,
Sevon,T., Hunter,M.,
Hemminki,E., The
effect of hormone
therapy on women's
quality of life in the
first year of the
Estonian
Postmenopausal
Hormone Therapy
trial, BMC Research
Notes, 5, 176-, 2012

Participants

Sample size

N = 1395

Non-HT arm
(placebo and non-
treatment arms): N
=673

HT arm (blind and

non-blind HT arms):

N = 686

N = 1395:

Interventions

Interventions

- 0.625 mg CEE
(regardless of
hysterectomy
status) + 2.5 mg
MPA or:

- 0.625 mg CEE and
5 mg MPA if they
were within 3 years
from their last period

Methods

Power calculation
Not reported.
Intention to treat
Yes

Details

Setting

Clinical centres in
Estonia

Randomisation
method
Not reported

QOutcomes and Results

Results
WHQ scale

Depressed mood (mean (SE))
Non-HT: 0.22 (0.01)

HT: 0.21 (0.01)

Between group p-value*: 0.308
Between group p-value**: 0.539

Anxiety/fear (mean (SE))

Comments

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes - HAMD
scores

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations

NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -

Identifiers

Main outcome
classification
Psychological
Main interventions
classification

HRT
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Study details

Ref Id

255171
Country/ies where
the study was
carried out
Estonia

Study type
Randomised (both

blind and open label)

Randomised (both

blind and open label)

Aim of the study
To analyse the
impact of the HT on
different aspects of

symptom experience

on QOL during a
randomised trial.
Study dates

1999 - 2001
Source of funding

Academy of Finland,

STAKES and
Estonian Ministry of
Education and
Research

Participants

Non-HT arm
(placebo and non-
treatment arms): N
=673

HT arm (blind and
non-blind HT arms):
N = 686
Characteristics
Mean Age (yrs)
Non-HT: 60.1 (4.0)
HT: 59.5 (4.0)
Inclusion criteria

- Aged 50 - 64

- Estonian speaking
in 2 areas (Tallinn
and Tartu)
Exclusion criteria
Not reported.

Interventions

Methods
Statistical method
Between group
significants: t-test,
Chi squared,
Wilcoxon rank test

Setting

Clinical centres in
Estonia

Randomisation
method

Not reported

Statistical method

Between group
significants: t-test,
Chi squared,
Wilcoxon rank test

Outcomes and Results
Non-HT: 0.27 (0.01)

HT: 0.27 (0.01)

Between group p-value*: 0.519
Between group p-value**: 0.642

Sleep problems (mean (SE))
Non-HT: 0.39 (0.01)

HT: 0.34 (0.01)

Between group p-value*: 0.005
Between group p-value**: 0.005

* = Wilcoxon rank sum test
** = t-test

Comments Identifiers
Not reported

A2 - Was there
adequate
concealment -
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias:
High

B Performance
bias

B1 - Did groups
get same level of
care - Unclear
B2 - Were
participants
blinded to
treatment
allocation- No -
some arms open
label

B3 - Were
individuals
administering care
blinded to
treatment
allocation- No
Level of bias:
High

C Attrition bias

C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias:
Low

D Detection bias
D1 - Was follow-
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Study details

Full citation
Wang,C.C.,
Cheng,K.F.,
Lo,W.M., Law,C.,
Li,L., Leung,P.C.,
Chung,T.K.,
Haines,C.J., A
randomized, double-
blind, multiple-dose
escalation study of a
Chinese herbal
medicine preparation
(Dang Gui Buxue
Tang) for moderate
to severe

Participants

Sample size
1.5g/day DBT n =20
randomised, 17
analysed

3.0g/day DBT n

=20 randomised, 19
analysed

6.0g/day DBT n =20
randomised, 16
analysed
Characteristics
1.59/3.0g/6.0g/
p-value

Mean age, year
(SD): 51.79 (3.73) /

Interventions

Interventions
Chinese herbal
medicine
preparation, Dang
Gui Buxue Tang
(DBT) given orally
daily at 1.5, 3.0, or
6.0 g/day for 12
weeks

Methods

Power calculation
A sample size of
20 per dose group
was calculated to
provide 80%
power at the 5%
significance level,
with an
anticipated mean
difference (SD) of
10.3 (15.1), to
show the
difference in
menopausal
symptoms

QOutcomes and Results

Results

Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse

Not reported

Psychological symptoms
-Anxiety
Not reported

-Depression
Not reported
-Cognitive function
Not reported

Comments

up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes - WHQ

D4 - Were
investigators
blinded to
intervention - No
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias:
High

Indirectness

Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate

Identifiers

Main outcome
classification
Quality of life-
psychological: GCS,
MENQOL

Quality of life-
musculoskeletal: GC
S, MENQOL
Discontinuation
Main interventions
classification

Herbal preparations-
Chinese herbal
preparations in 3
different dosages
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Study details
menopausal
symptoms and
quality of life in
postmenopausal
women, Menopause,
20, 223-231, 2013
Ref Id

255207
Country/ies where
the study was
carried out

Hong Kong

Study type

A randomized,
double-blind,
multiple-dose
escalation study
Aim of the study
To investigate the
dose-response
relationship of a
Chinese herbal
medicine
preparation, Dang
Gui Buxue Tang
(DBT), with short-
term menopausal
symptoms and
quality of life in local
postmenopausal
women

Study dates

Not reported
Source of funding
Area of Excellence
Grant of the
University Grants
Committee in Hong
Kong

Participants

51.84 (3.54) / 52.07
(3.16) / 0.96

Mean years since
menopause (SD):
2.42 (1.03) / 3.99
(1.79)/2.85 (1.71) /
0.439

Inclusion criteria

-At least 3 moderate
to severe hot
flashes per day or at
least 21 moderate
or severe hot
flashes per week
-Amenorrhea for at
least 12 months
-Serum follice-
stimulating hormone
concentrations
higher than 18 IU/L
-Luteinzing hormone
concentrations
higher than 12.6
IU/L

-17 beta-oestradiol
concentrations
lower than 361
pmol/L at screening
Exclusion criteria
-Usage of any
Chinese medicine,
herbal medicinal
products, or
hormone therapy
before the study
-Serious underlying
medical disorders or
undiagnosed
vaginal bleeding

Interventions

Methods
between DBT and
placebo from
baseline to week
12, as shown in
the authors' phase
| clinical trial.
Intention to treat
Yes

Details

Setting

Chinese
University of Hong
Kong

Randomisation
method

Each participant
was randomised
and allocated to
one of three dose
groups according
to a computer-
generated
randomisation
code listina 1:1:1
ratio using a block
size of six. The
DBT preparations
were prepared
and packed in
capsule form and
provided in an
envelope with the
randomisation
code. The
randomisation
code was not
broken for anyone
during the study.

Statistical
methods

Only those
participants who
completed all the
visits and
measurements

QOutcomes and Results

-Sleep disturbance

Not reported

-Quality of life

Reported as mean Greene Climacteric Scale-
Psychological (SD)

1.5g/3.0g/ 6.0g / p-value for difference between
dose groups

Baseline (1 to 4 weeks before intervention): 0.13
(1.11)/0.13 (1.37) / 0.12 (0.94) / 0.06

Oth week: 0.12 (1.11) / 0.14 (1.33) / 0.13 (0.90) /
0.086

4th week: 0.15 (1.00) / 0.15 (1.12)*/ 0.11 (0.63)* /
0.046

12th week: 0.09 (0.89)* / 0.17 (1.23)*/ 0.10 (0.61)**
/0.006

Reported as mean MENQOL-Psychosocial scores
(SD)

1.5g/3.0g/ 6.0g / p-value for difference between
dose groups

Baseline (1 to 4 weeks before intervention): 2.65
(1.00) / 3.34 (1.06) / 2.52 (1.15) / 0.061

Oth week: 2.53 (1.06) / 3.37 (1.29) / 2.50 (1.07) /
0.051

4th week: 2.55 (0.97) / 3.02 (1.33)* / 1.84 (1.01)*/
0.021

12th week: 2.32 (0.75) / 2.93 (1.11)* / 2.04 (1.24) /
0.046

*p< 0.05 compared with baseline

" p< 0.05 compared with other doses

Reduction in scores indicate improvement
Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with

and without] stiffness)
Not reported

Comments Identifiers
concealment -

Yes

A3 - Were groups

comparable at

baseline - Yes

Level of bias: Low

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes

B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: Low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Unclear
C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Unclear

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
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Study details

Participants

Interventions

Methods

were included for
analysis.
Repeated-
measures ANOVA
was performed to
test the significant
dose x time
effects of DBT on
quality of life
scores. Paired t
test was used to
analyse within-
group differences.

Outcomes and Results

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

The study reported Greene somatic scale as quality
of life-see below

-Quality of life

Reported as mean Greene Climacteric Scale-
Somatic (SD)

1.59/3.0g/ 6.0g / p-value for difference between
dose groups

Baseline (1 to 4 weeks before intervention): 0.14
(0.96) / 0.15 (1.20) / 0.12 (0.92) / 0.281

Oth week: 0.13 (1.05) / 0.16 (1.23) / 0.13 (0.95) /
0.376

4th week: 0.13 (0.92) / 0.14 (1.04) / 0.10 (0.63)* /
0.067

12th week: 0.11 (0.90) / 0.16 (1.10) / 0.11 (0.68)* /
0.092

Reported as mean MENQOL-Physical scores (SD)
1.5g/3.0g / 6.0g / p-value for difference between
dose groups

Baseline (1 to 4 weeks before intervention): 3.05
(0.84) / 3.60 (0.89) / 2.85 (0.84) / 0.365

Oth week: 2.92 (0.95) / 3.68 (0.99)"/ 2.84 (0.79)"/
0.015

4th week: 2.76 (1.06) / 3.29 (1.17)"/ 3.21 (0.46)*" /
0.046

12th week: 2.84 (1.04) / 3.19 (0.94)*A / 2.06
(0.98)*" / 0.005

*p< 0.05 compared with baseline
" p< 0.05 compared with other doses
Reduction in scores indicate improvement

Safety outcomes

-Discontinuation

Reported as discontinuation due to treatment-
emergent adverse event

1.5g n=1 at week 4

6.0g n=1 at week 0

-Major adverse events
Not reported

Comments Identifiers
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: Low

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness:
some, the study
used Chinese
women

Other information
No placebo
control was
included in the
study
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Study details

Full citation

Xia,Y., Zhao,Y.,
Ren,M., Zhang,J.,
Wang,Y., Chang,Y.,
Fu,S., Fan,G.,
Zhu,Y., Huang,Y.,
Gao,X., A
randomized double-
blind placebo-
controlled trial of a
Chinese herbal

medicine preparation
(Jiawei Qing'e Fang)

for hot flashes and
quality of life in
perimenopausal

women, Menopause,

19, 234-244, 2012
Ref Id

255270
Country/ies where
the study was
carried out

China

Study type
Randomised,
double-blind
placebo-controlled
RCT

Aim of the study
To evaluate the
effictiveness and
safety of a Chinese
herbal medicine
preperation, Jiawei
Qing'e Fang (JQF),
on menopausal
symptoms in
perimenopausal
women.

Study dates
August 2009.
Source of funding
National Science &

Participants

Sample size
N=72
perimenopausal
women *

JQF: N =32
Placebo: N = 32
* perimenopausal
defined as
menstrual
irregularity or
amenorrhea for a
period of 3to 11
months.
Characteristics
Age

JQF (N=36) =
50.69 + 3.45
Placebo (N = 36) =
50.39 + 2.46

BMI

JQF (N=36)
=25.38+2.62
Placebo (N = 36)
=24.38+2.62

Inclusion criteria
- Aged 45 - 55 yrs,
perimenopausal
who reported 14 or

more hot flushes per

week

Exclusion criteria
- Hyperplasia,
abnormal bleeding
- Surgical
menopause

- known
hypersensitivity to
drugs and
contraindications.

Interventions

Interventions
Jiawei Qing'e Fang
(JQF) herbal
medicine

Placebo

Methods

Power calculation
Unclear

Intention to treat
Unclear

Details

Setting

Second Affiliated
Hospital of Tianjin
University of
Traditional
Chinese Medicine
Randomisation
method
Predefined
computer-
generated
randomisation list
with a balaced 1:1
randomisation
using a block size
of 4.

Statistical
methods
Continuous
variables - means
compared used
independent t test
for normally
distrubed and
Wilcoxon test for
skewed
distribution.
Categorical
variables
compared using
chi squared test.

QOutcomes and Results

-Minor adverse events

Not reported

Results

Menopause specific quality of life (MENQOL)
scores

VSM

Reported in seperate table
Psychosocial (score, mean + SD)
Placebo (N = 32)

Baseline = 3.15 + 1.25

4 weeks = 3.06 + 0.95

8 weeks = 3.00 + 1.28

12 weeks = 3.07 £ 1.14

% reduction from baseline

4 weeks = 3.97

8 weeks = 4.54

12 weeks = 2.41

JQF (N =32)

Baseline = 3.56 + 1.31

4 weeks =3.18 +1.13

8 weeks =2.95 + 1.15

12 weeks =3.00 £ 1.10
% reduction from baseline
4 weeks = 10.41

8 weeks = 17.19

12 weeks = 15.81

*p =0.055

Physical

Baseline = 3.17 £ 1.02

4 weeks = 3.06 + 0.95

8 weeks = 3.02 £ 0.88

12 weeks = 2.98 + 0.82
% reduction from baseline
4 weeks = 3.57

8 weeks = 4.74

12 weeks = 6.04

JQF

Baseline = 3.29 + 1.32

4 weeks =2.90+1.13

8 weeks = 2.66 + 1.06

12 weeks = 2.85 + 1.04
% reduction from baseline
4 weeks = 11.65

Comments Identifiers

Main outcome
classification
Psychological

Limitations
NICE guidelines
manual 2012:

Appendix C: Musculoskeletal
Methodology Sexual

checklist: Main interventions
randomised classification

controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment -
Yes

A3 - Were groups
comparable at
baseline - Yes
Level of bias: Low

non-pharmaceutical
treatments

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation- Yes
Level of bias: low

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes
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Study details
technology Pillar
Programme,
International

Cooperative Project

of the Science and

Technology Ministry,

Programme for the

Changjiang Scholars

and Innovative
Research Team in
Tianjin.

Full citation

Bao,T., Cai,L.,
Snyder,C., Betts,K.,
Tarpinian,K.,
Gould,J., Jeter,S.,
Medeiros,M.,
Chumsri,S.,

Participants

Sample size
Acupuncture n=25,
analyzed n=24
Sham acupuncture
n=26, analyzed
n=23
Characteristics

Interventions

Interventions
Sham acupuncture
and Acupuncture
weekly for 8 weeks

Methods

Power calculation
Not reported
Intention to treat
Yes

Details

Setting

John Hopkins and

QOutcomes and Results
8 weeks = 18.97

12 weeks = 13.14

*P =0.034

Sexual

Baseline = 3.16 £ 1.79

4 weeks = 3.19 + 1.63

8 weeks = 3.02 + 1.59

12 weeks = 3.17 £ 1.55

% reduction from baseline
4 weeks = -1.32

8 weeks = 4.29

12 weeks = - 0.33

JQF

Baseline = 3.21 + 1.63

4 weeks = 3.05 + 1.50

8 weeks =2.90 + 1.41

12 weeks = 2.88 + 1.41
% reduction from baseline
4 weeks = 4.97

8 weeks = 9.74

12 weeks = 0.39
*p =0.249

Results
Frequency of hot flushes (including night sweats)
Reported in separate evidence table

Frequency of sexual intercourse
Not reported

Comments

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data - Yes
Level of bias: Low

D Detection bias
D1 - Was follow-
up appropriate
length - Unclear
D2 - Were
outcomes defined
precisely - Yes
D3 - Was a valid
and reliable
method used to
assess outcome -
Yes

D4 - Were
investigators
blinded to
intervention - Yes
D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias: low

Indirectness
Does the study
match the review
protocol in terms
of

Population: No
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised

Identifiers

Main outcome
classification

Hot flashes
Depression

Main interventions
classification

Acupuncture vs sham
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Study details
Bardia,A., Tan,M.,
Singh,H.,
Tkaczuk,K.H.,
Stearns,V., Patient-
reported outcomes in
women with breast
cancer enrolled in a
dual-center, double-
blind, randomized
controlled trial
assessing the effect
of acupuncture in
reducing aromatase
inhibitor-induced
musculoskeletal
symptoms, Cancer,
120, 381-389, 2014
Ref Id

328293

Country/ies where
the study was
carried out

USA

Study type
Dual-center, double-
blind, randomized
controlled trial

Aim of the study
Assess whether real
acupuncture (RA),
compared with sham
acupuncture (SA),
improves patient-
reported outcomes
(PROs) in patients
with breast cancer
who are receiving an
adjuvant Al.

Study dates

Not reported

Source of funding
American Society of
Clinical Oncology
Foundation Young
Investigator's Award,
Susan Komen
Postdoctoral

Participants

Sham
acupuncture/Acupu
ncture

Median age, year
(range): 61 (44-82) /
61 (45-85)
Duration of
aromatase
inhibitors: median
(range),d: 426 (137-
1561)/389 (109-
1738)

Inclusion criteria
-Postmenopausal
-Stage 0-3 hormone
receptor-positive
breast cancer who
had been receiving
Al therapy for
greater than or
equal to 1 month
-Reported Al-
associated
musculoskeletal
symptoms

-Had not received
acupuncture within
the past 12 months
Exclusion criteria
Not reported

Interventions

Methods
University of
Maryland Cancer
Center

Randomisation
method
Generated by trial
statistician using
specialised
randomisation
software before
the start of the
trial.
Randomisation
assignments were
provided to center
acupuncturists.
Randomisation
sequence was not
concealed

Statistical
methods
-Comparison
between
treatment in
change from
baseline to week
8 used Wilcoxon
signed-rank test
-ANCOVA

Outcomes and Results
Psychological symptoms
-Anxiety Not reported
-Depression

Reported as CESD median (IQR)
Sham Acupuncture/Acupuncture
Baseline: 10.5 (10) / 16 (9)
Week 12: 7.5 (11.75) / 10 (10.5)
P-value for change from baseline between group:
0.442

-Cognitive function Not reported
-Sleep disturbance Not reported
-Quality of life

Not reported

Musculoskeletal symptoms

-Symptom relief (joint pain and muscular pain [with
and without] stiffness)

Not reported

-Muscle strength

Not reported

-[validated] Physical activity (Greene sub-scale
data)

Not reported

-Quality of life

Not reported

Safety outcomes

-Discontinuation

Not reported

-Major adverse events Not reported
-Minor adverse events Not reported

Identifiers
acupuncture

Comments
controlled trials

A Selection bias
Al - Was there
appropriate
randomisation -
Yes

A2 - Was there
adequate
concealment - No
A3 - Were groups
comparable at
baseline - Yes
Level of

bias: Moderate

B Performance
bias

B1 - Did groups
get same level of
care - Yes

B2 - Were
participants
blinded to
treatment
allocation- Yes
B3 - Were
individuals
administering care
blinded to
treatment
allocation- No
Level of bias:
Moderate

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - Yes

C3 - Were groups
comparable for
missing data -
Unclear

Level of

bias: Moderate
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Study details
Fellowship Award,
Breast Cancer
Research
Foundation, Komen
for the Cure

Full citation
Zheng,T.P.,
Sun,A.J., Xue,W.,
Wang,Y.P., Jiang,Y.,
Zhang,Y., Lang,J.H.,
Efficacy and safety
of Cimicifuga foetida
extract on
menopausal
syndrome in Chinese
women, Chinese
Medical Journal,

Participants

Sample size

N=96 participated in
study

Group A: Cimicifuga
rhizome extract,
n=32 (n=31
completed
treatment)

Group B: Oestradiol
valerate
+progesterone,
n=32 (n=30

Interventions

Interventions

Group A: Cimicifuga
foetida

extract (three
tablets) every day
for three months
Group B: Oestradiol
valerate (one tablet)
for 30 days each
cycle, from the 19th
day, also took two
capsules of

Methods

Power calculation
Not reported
Intention to treat
Not reported
Details

Setting
Department of
Peking Union
Medical College
Hospital, China

Randomisation

QOutcomes and Results

Results

Frequency of hot flushes (including night sweats)
Not reported

Frequency of sexual intercourse

Not reported

Psychological symptoms

-Anxiety

Reported as scores of the Hospital Anxiety and
Depression score (HADS) (mean, SD)

Group A/Group B/Group C

Baseline: 5.23 (3.39)/6.43 (2.81)/5.71 (3.84)
After 3 months (final): 4.42 (3.16)/5.00 (3.13)/4.79

Comments

D Detection bias
D1 - Was follow-
up appropriate
length - N/A

D2 - Were

outcomes defined

precisely - Yes
D3 - Was a valid
and reliable
method used to

assess outcome -

Yes

D4 - Were
investigators
blinded to
intervention -
Unclear

D5 - Were
investigators
blinded to
confounding
factors - Unclear
Level of bias:
High

Indirectness
Does the study
match the review
protocol in terms
of

Population: yes
Intervention: yes
Outcomes: yes
Indirectness: no
Limitations
NICE guidelines
manual 2012:
Appendix C:
Methodology
checklist:
randomised
controlled trials
A Selection bias
Al - Was there
appropriate
randomisation -

Identifiers

Main outcome
classification
Anxiety
Depression
Vaginal bleeding
Main interventions
classification
Non-pharmaceutical
treatments: Herbal
preparation- black
cohosh

Hormonal
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Study details

126, 2034-2038,
2013

Ref Id

288683

Country/ies where
the study was
carried out

China

Study type
Prospective
randomised
controlled trial

Aim of the study
To compare the
clinical effects of
different regimens of
three-month course
on climacteric
symptoms, so as to
evaluate the efficacy
and safety of black
cohosh extract
Study dates
Recruitment: from
July 2009 to July
2010

Source of funding
Not reported

Participants
completed
treatment)

Group C: Oestradiol
valerate
+medroxyprogester
one acetate (MPA),
n=32 (n=28
completed
treatment)
Characteristics
Age (mean, years,
SD):

Group A: 53.4 (3.0)
Group B: 52.7 (3.6)
Group C: 52.1 (3.2)
Amenorrhea (
mean, months
(duration), SD):
Group A: 27.0 (14.1)
Group B: 28.5 (16.4)
Group C: 29.5
(15.0)

Height (mean, cm,
SD):

Group A: 159.29
(4.82)

Group B: 161.40
(3.70)

Group C: 159.46
(4.68)

Weight (mean, kg,
SD):

Group A: 64.65
(9.21)

Group B: 59.00
(7.07)

Group C: 60.09
(9.08)

Inclusion criteria
Women aged 40 to
60 years, early
menopausal, going
through climacteric
symptoms

Early menopause
was defined as
going through

Interventions
progesterone for 12
days (for three
cycles)

Group C: Oestradiol
valerate (one tablet)
for 30 days each
cycle, from the 19th
day, two tablets of
MPA added to
treatment for 12
days (for three
cycles)

Methods
method

96 participants
randomly and
equally assigned
to group A, B, or
C in 16 blocks,
generated by SAS
software
according to
magnitude of
random number

Statistical
methods
Two-tailed tests
were performed
with a significant
level of

0.05. Quantitative
data meeting
normal distribution
were presented as
mean (SD).
Intra-group
comparison was
carried out
between before
and after
treatment, paired-
samples t test was
used if data was
of normal
distribution,
otherwise
Wilcoxon W test
was preferred.
ANOVA was
chosen for
comparisons
among groups if
data was of
normal distribution
and equal
variance, and
P<0.05, LSD was
chosen for post
hoc multiple

QOutcomes and Results

(3.11)
P value: 0.015/0.003/0.282

Quality of life reported as MENQOL scores (mean,
SD)

Group A/Group B/Group C

Baseline: 4.33 (1.27)/4.69 (1.40)/4.40 (1.33)

After 3 months (final): 3.72 (1.20)/3.40 (1.19)/3.39
(1.64)

P value: 0.01/<0.001/0.001

-Depression

Reported as scores of the Hospital Anxiety and
Depression score (HADS) (mean, SD)

Group A/Group B/Group C

Baseline: 5.19 (2.94)/5.90 (3.92)/5.93 (4.02)

After 3 months (final): 5.13 (3.22)/5.00 (3.17)/5.75
(3.80)

P value: 0.7/0.1/0.9

Cognitive function
Not reported

Sleep disturbance
Not reported

Musculoskeletal symptoms

Quality of life reported as MENQOL scores (mean,
SD)

Group A/Group B/Group C

Baseline: 4.58 (1.07)/4.63 (1.10)/4.58 (1.37)

After treatment (endpoint):3.79 (0.98)/3.20
(0.98)/3.54 (1.27)

P value: <0.001/<0.001/<0.001

Muscle strength
Not reported

Physical activity
Not reported

Comments Identifiers
Yes pharmaceutical
A2 - Was there treatments: oestrogen

adequate combined with
concealment - progesterone
Unclear

A3 - Were groups
comparable at
baseline - Yes
Level of bias: High

B Performance
bias

B1 - Did groups
get same level of
care - yes

B2 - Were
participants
blinded to
treatment
allocation-
Unclear

B3 - Were
individuals
administering care
blinded to
treatment
allocation-
Unclear

Level of bias: High

C Attrition bias
C1 - Was follow-
up equal for both
groups - Yes

C2 - Were groups
comparable for
dropout - No.
Group C had
12.5% drop out
C3 - Were groups
comparable for
missing data -
unclear

Level of bias: high

D Detection bias
D1 - Was follow-
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Study details Participants Interventions Methods Outcomes and Results Comments Identifiers
amenorrhea above comparisons. up appropriate
6 months and within Kruskal-Wallis H length - Yes
5 years, serum E2 test was used for D2 - Were
concentration data not fitting outcomes defined
<30pg/ml, and normal precisely - Yes
serum follicle distribution. D3 - Was a valid
stimulating hormone Enumeration data and reliable
(FSH) concentration were reported as method used to
>40 IU/L frequencies and assess outcome -
Exclusion criteria rates, and X2 test Yes
Uterine fibroid (Fisher's exact D4 - Were
(fibroid diameter test) was used for investigators
=5cm or the size of rate comparison. blinded to
uterus 28 intervention -
gestational weeks), Unclear
history of diabetes D5 - Were
or hypertension, investigators
history of blinded to
thromboembolism, confounding
severe factors - Unclear
endometriosis, Level of bias: High
epilepsy, asthma,
hyperprolactinaemia
, first degree relative
having a history of
breast cancer,
receiving HRT in the
past three months,
and endometrial
thickness 20.5 cm
after withdrawal
bleeding
H.5 Urogenital atrophy
H.5.1 Local oestrogens for short-term treatment
Study details Participants Interventions Methods Outcomes and Results Comments
Full citation Sample size Interventions Details Results Limitations
Karp,D.R., Jean-Michel,M., N = 65 Women were 1. Standardised history and Efficacy endpoints NICE guidelines manual
Johnston,Y., Suciu,G., E-string = 22 randomised to vaginal health assessmnets 1. Change in maturation value 2012: Appendix C:
Aguilar,V.C., Davila,G.W., A Placebo (PLA) = 21 either an were performed at baseline 2. Vaginal pH Methodology checklist:

randomized clinical trial of Control (CON) = 22 estradiol- and at 6 and 12 weeks after 3. Vaginal atrophy randomised controlled trials
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Study details

the impact of local estrogen
on postoperative tissue
quality after vaginal
reconstructive surgery,
Female Pelvic Medicine and
Reconstructive Surgery, 18,
211-215, 2012

Ref Id

226751

Country/ies where the study
was carried out

United States

Study type

Randomised controlled trial
Aim of the study

To evaluate the use and
effect of early administration
of vaginal oestrogen in the
immediate post-operative
period via a continuous low-
dose estradiol vaginal ring in
a placebo-controlled trial.
Study dates

October 2008 to January
2010

Source of funding

No funding reported and
Pfizer supplied the placebo
vaginal rings

Interventions
releasing vaginal
ring placed
immediately
after surgery, a
placebo ring of
identical size
and shape or a
control group

Participants
Characteristics

Age (years) - Mean (SD)
E-string = 65 (7.4)

PLA = 66 (7.9)

CON =65 (7.8)

Time since last period
(years) - Median (Range)
E-string = 14.5 (3 - 30) who did not

PLA =17 (4 - 29) have any vaginal
CON =15 (3 - 35) ring.

Ethnicity White - n (%)
Not reported

Dyspareunia - n (%)
Not reported

Vaginal Dryness - n (%)
Not reported

Inclusion criteria

1. Inclusion criteria were
postmenopausal women
at least 2 years after
spontaneous or sugical
menopause with
symptomatic urogenital
atrophy and pelvic organ
prolapse and had opted to
undergo reconstructive
vaginal surgery.

2. Eligible candidates had
to have at least one
symptom (vaginal dryness,
vulvar pruritus,
dyspareunia, dysuria, or
urinary urgency) and/or
sign (vaginal pallor,
petechiae, friability) of
atrophic vaginitis.
Exclusion criteria
Women were excluded if
they had contra-
indications to oestrogen
use (vaginal bleeding,
oestrogen-dependent
cancers, hepatic or

Methods

surgery. The women were
asked to complete symptom
and severity

guestionnaires in which the
presence and severity of
vaginal dryness, pruritus,
dyspareunia, dysuria and
urinary urgency were
recorded by the patient.

2. Specimens for maturation
value, microscopic
inflammation and vaginal pH
were collected at 6 and 12
weeks. For vaginal cytology,
vaginal smears were taken
from the upper right or left
lateral vaginal walls with a
plastic spatula, spread on a
slide and immediately fixed
with fixative spray.

3. Presence and severity of
vaginal pallor, petechiae,
friability, and dryness were
noted at 6 and 12 weeks
post-operatively and were
assessd on a scale of 0
(none) to 4 (severe)

4. Maturation value (MV) =
number of superficial cell +
[0.5 x (number of
intermediate cells)] + [0 x
(number of parabasal cells)]
divided by 2. A value of 0 to
49 indicated low oestrogen
effect, 50 to 64 indicated
moderate oestrogen effect
and 65 to 100 indicated high
oestrogen effect

Qutcomes and Results

Safety endpoints
Not objectively evaluated

Acceptability endpoints
Withdrawal due to adverse events

Quality of life endpoints
Not evaluated

EFFICACY

Maturation value, mean percentage change at
week 12

E-string = 27.1

PLA =-34.7

CON =-15.4

P <0.01

Vaginal pH, number (%) of participants with
pH less than 5.5

E-string = 12 (54.5)

PLA =0 (0)

CON=2(9.1)

Mean percentage difference in overall
objective atrophy

E-string = -63

PLA = +13

CON=+2.4

ACCEPTABILITY

Withdrawal due to adverse events
E-string = 2

PLA=2

CON=0

Comments

A. Selection bias
(systematic differences
between the comparison
groups)

Al. An appropriate method
of randomisation was used
to allocate participants to
treatment groups (which
would have balanced any
confounding factors equally
across groups) - Yes

A2. There was adequate
concealment of allocation
(such that investigators,
clinicians and participants
cannot influence enrolment
or treatment allocation) -
Yes

A3. The groups were
comparable at baseline
including all major
confounding and prognostic
factors - Yes

Low risk of bias

B. Performance bias
(systematic differences
between groups in the care
provided, apart from the
intervention under
investigation)

B1. The comparison groups
received the same care
apart from the
intervention(s) studied -
Yes

B2. Participants receiving
care were kept 'blind' to
treatment allocation - Yes
B3. Individuals
administering care were
kept 'blind' to treatment
allocation - Yes

Low risk of bias

C. Attrition bias (systematic
differences between the
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Study details

Participants

thrombotic disease),
allergies to silicone and/or
vaginal pH of less than or
equal to 4.0, or use of
vaginal or systemic
oestrogen in the previous
6 months.

Interventions

Methods

Qutcomes and Results

Comments

comparison groups with
respect to loss of
participants

C1. All groups were
followed up for an equal
length of time (or analysis
was adjusted to allow for
differences in length of
follow-up) - Yes

C2a. How many
participants did not
complete treatment in each
group? - See results

C2b. The groups were
comparable for treatment
completion (that is, there
were no important or
systematic differences
between groups in terms of
those who did not complete
treatment) - Yes

C3a. For how many
participants in each group
were no outcome data
available? - Outcome data
was available for those who
completed treatment.

C3b. The groups were
comparable with respect to
the availability of outcome
data (that is, there were no
important or systematic
differences between groups
in terms of those for whom
outcome data were not
available) - Yes

Low risk of bias

D. Detection bias (bias in
how outcomes are
ascertained, diagnosed or
verified)

D1. The study had an
appropriate length of
follow-up - Yes

D2. The study used a
precise definition of
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Study details

Full citation

Griesser,H., Skonietzki,S.,
Fischer,T., Fielder,K.,
Suesskind,M., Low dose
estriol pessaries for the
treatment of vaginal atrophy:
a double-blind placebo-
controlled trial investigating
the efficacy of pessaries
containing 0.2mg and
0.03mg estriol, Maturitas, 71,
360-368, 2012

Ref Id

226600

Country/ies where the study
was carried out

Germany

Study type

Randomised controlled trial
Aim of the study

To confirm the superior

Participants

Sample size

N =436

Estriol 0.2mg (0.2 ES) =
142

Estriol 0.03mg (0.03 ES) =
147

Placebo (PLA) = 147
Characteristics

Age (years) - Mean (SD)
0.2 ES =64.9 (8.1)

0.03 ES =65.4 (7.3)
PLA =64.8 (7.8)

Time since last period
(years) - Median (Range)
Not reported

Ethnicity White - n (%)
Not reported

Dyspareunia - n (%)

Interventions

Interventions

1. The women
were randomly
assigned in a
1:1:1 ratio to
receive either
0.2mg estriol,
0.03mg estriol or
placebo.

2. The treatment
duration was 12
weeks with
once-daily
applications for
20 days,
followed by
twice weekly
administration
for a further 9
weeks as a
maintenance

Methods

Details

1. Primary efficacy endpoints
were the rise (increase) in
the vaginal maturation index,
the normalisation (decrease
of the vaginal pH value, and
the improvement (decrease)
in intensity of the subjective
most bothersome symptom
of vaginal atrophy after 12
weeks.

2. Secondary efficacy
variables comprised the time
course of the vaginal
maturation index, of vaginal
pH, and the most
bothersome symptom, the
physician's evaluation of
effcacy and the rate of
responders (meeting

Qutcomes and Results

Results

Efficacy endpoints

1. Change in maturation index (increase)

2. Vaginal pH (decrease)

4. Subjective assessment of severity of most
bothersome symptom of vaginal atrophy
(decrease)

Safety endpoints
Treatment related adverse events

Acceptability endpoints

1. Withdrawal due to adverse events

2. Subjective assessment of accepatbility to
treatment

Quality of life endpoints
Not evaluated

EFFICACY
Maturation index, mean (SD) change at week

Comments

outcome - Yes

D3. A valid and reliable
method was used to
determine the outcome -
Yes

D4. Investigators were kept
'blind' to participants'
exposure to the
intervention - Yes

D5. Investigators were kept
'blind' to other important
confounding and prognostic
factors - Unclear

Low risk of bias

Indirectness

Does the study match the
review protocol in terms of
Population: Yes
Intervention: Yes
Outcomes: Yes
Indirectness: No serious
Other information

Data from vaginal ring and
placebo ring groups only
used in guideline review.
Limitations

NICE guidelines manual
2012: Appendix C:
Methodology checklist:
randomised controlled trials
A. Selection bias
(systematic differences
between the comparison
groups)

Al. An appropriate method
of randomisation was used
to allocate participants to
treatment groups (which
would have balanced any
confounding factors equally
across groups) - Unclear
A2. There was adequate
concealment of allocation
(such that investigators,
clinicians and participants
cannot influence enrolment
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Study details

efficacy of pessaries with
0.03 mg and/or 0.2 mg
estriol compared to
pessaries without an active
substance in the treatment of
vaginal atrophy.

Study dates

October 2008 to January
2011

Source of funding

Study was sponsored by Dr.
Kade Pharmazeutische
Fabrik gmbH

Participants
Not reported

Vaginal Dryness - n (%)
Not reported

Inclusion criteria

1. Postmenopausal
women (last menstrual
period more than 12
months ago or having
undergone bilateral
ovariectomy) aged 18
years or older with a
clinical diagnosis of
vaginal atrophy, a vaginal
maturation index > 40%
and a vaginal pH value >
5.

2. At least one subjective
symptom of vaginal
atrophy (dryness,
pain/burning sensation,
pruritus, discharge,
dyspareunia) had to be
rated at a score of 2 on a
visual analogue scale.
Exclusion criteria
Hormone replacement
therapy; therapy with
phytoestrogens or local
vaginal hormonal therapy
during the 12 weeks
preceding baseline as well
as current or suspected
estrogen-dependent
malignant tumor; a pap
smear = grade lI;
endometrial thickness >
5mm; current or suspected
vaginal infection; current
symptomatic urinary tract
infection; existing or
previous breast cancer or
suspicion thereof;
undiagnosed bleeding in
the genital area; current
venous thromboembolic
disease; known severe

Interventions
therapy.

Methods

simultaneously the criteria of
vaginal maturation index =
55%, vaginal pH < 5 and
most bothersome symptom <
35 on the visual analogue
scale).

3. Maturation value was
calculated as follows:
number of superficial cells +
[0.5 x (number of
intermediate cells)] + [0 x
(number of parabasal cells)].

Outcomes and Results
12 (pairwise comparisons)
0.2 ES = 46.3 (17.0)

PLA =23.9 (21.5)

0.03 ES = 38.4 (19.4)
PLA = 23.9 (21.5)

Vaginal pH, mean (SD) change at week 12
(pairwise comparisons)

0.2 ES =-1.6 (0.8)

PLA =-0.6 (0.8)

0.03 ES =-1.4 (0.9)
PLA = -0.6 (0.8)

Severity of most bothersome symptom
score, mean (SD) change at week 12
(pairwise comparisons)

0.2 ES =-52.2 (23.7)

PLA = -31.8 (26.3)

0.03 ES = -47.1 (23.4)
PLA = -31.8 (26.3)

SAFETY

Treatment related adverse events, n (%)
0.2 ES =34 (23.9)

0.03 ES =32 (21.8)

PLA = 38 (25.9)

ACCEPTABILITY

Withdrawal due to adverse events
0.2 ES =5/142

0.03 ES = 7/147

PLA = 5/147

Percentage reporting 'very good' or ‘good’
tolerability

0.2ES =94.6

0.03 ES =88.9

PLA =80.5

Comments

or treatment allocation) -
Unclear

A3. The groups were
comparable at baseline
including all major
confounding and prognostic
factors - Yes

Unclear risk of bias

B. Performance bias
(systematic differences
between groups in the care
provided, apart from the
intervention under
investigation)

B1. The comparison groups
received the same care
apart from the
intervention(s) studied -
Yes

B2. Participants receiving
care were kept 'blind’ to
treatment allocation - Yes
B3. Individuals
administering care were
kept 'blind' to treatment
allocation - Yes

Low risk of bias

C. Attrition bias (systematic
differences between the
comparison groups with
respect to loss of
participants

C1. All groups were
followed up for an equal
length of time (or analysis
was adjusted to allow for
differences in length of
follow-up) - Yes

C2a. How many
participants did not
complete treatment in each
group? - See results

C2b. The groups were
comparable for treatment
completion (that is, there
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Study details

Participants

renal insufficiency or
hypersensitivity to estriol
or any excipients (hard fat
and emulsifiers) of the
study medication.

Interventions

Methods

Qutcomes and Results

Comments

were no important or
systematic differences
between groups in terms of
those who did not complete
treatment) - Yes

C3a. For how many
participants in each group
were no outcome data
available? - Outcome data
was available for those who
completed treatment.

C3b. The groups were
comparable with respect to
the availability of outcome
data (that is, there were no
important or systematic
differences between groups
in terms of those for whom
outcome data were not
available) - Yes

Low risk of bias

D. Detection bias (bias in
how outcomes are
ascertained, diagnosed or
verified)

D1. The study had an
appropriate length of
follow-up - Yes

D2. The study used a
precise definition of
outcome - Yes

D3. A valid and reliable
method was used to
determine the outcome -
Yes

D4. Investigators were kept
'blind' to participants'
exposure to the
intervention - Unclear

D5. Investigators were kept
'blind' to other important
confounding and prognostic
factors - Unclear

Unclear risk of bias

Indirectness
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Study details

Full citation

Bachmann,G., Bouchard,C.,
Hoppe,D., Ranganath,R.,
Altomare,C., Vieweg,A.,
Graepel,J., Helzner,E.,
Efficacy and safety of low-
dose regimens of conjugated
estrogens cream
administered vaginally,
Menopause, 16, 719-727,
2009

Ref Id

226127

Country/ies where the study
was carried out

Canada & United States
Study type

Randomised controlled trial
Aim of the study

To evaluate the efficacy and
safety of low dose
conjugated oestrogen cream
0.3mg (equivalent to
Premarin Vaginal Cream
0.59) for the treatment of
vulvovaginal atrophy

Study dates

Not reported

Source of funding

The study was supported by
Wyeth Research,
Collegeville, PA

Participants

Sample size

N =423

Conjugated oestrogen
cream daily for 3 weeks
then 1 week off (CE 21/7)
for 12 weeks = 143
Conjugated oestrogen
cream twice weekly (CE
2/W) for 12 weeks =72
Placebo daily for 3 weeks
then 1 week off (PLA 21/7)
for 12 weeks = 140
Placebo twice weekly
(PLA 2/W) for 12 weeks =
68

Characteristics

Age (years) - Mean (SD)
CE 21/7 = 57.7 (+5.8)

CE 2/W = 57.5 (¥5.5)
PLA 21/7 = 58.0 (+5.8)
PLA 2/W = 58.7 (+5.8)

Time since last period
(years) - Mean (SD)
CE 21/7 = 8.9 (¢6.0)
CE 2/W =7.9 (£5.8)
PLA 21/7 = 9.7 (£6.6)
PLA 2/W =9.9 (¢6.7)

Ethnicity White - n (%)
CE 21/7 = 134 (93.7)
CE 2/W =127 (90.7)
PLA 21/7 = 63 (87.5)
PLA 2/W =60 (97.1)

Dyspareunia - n (%)
CE 21/7 = 88 63.8)
CE 2/W = 83 (60.6)
PLA 21/7 = 33 (47.1)
PLA 2/W =37 (55.2)

Interventions

Interventions
Women were
treated with
either
conjugated
oestrogen cream
daily for 3 weeks
then 1 week off,
conjugated
oestrogen cream
twice weekly,
placebo daily for
3 weeks then 1
week off, or
placebo twice
weekly for a
period of 12
weeks. All
women went on
to receive open-
label treatment
with conjugated
oestrogen cream
for the next 40
weeks using the
same regimen to
which they were
assigned during
the initial 12
week phase.

Methods

Details

1. Primary endpoints were
changes from baseline in
vaginal maturation indices,
vaginal pH and the severity
of pateint-reported most
bothersome symptom at 12
weeks.

2. Vaginal pH and the
percentage of superficial and
parabasal cells (on vaginal
cytologic smear) were
measured at baseline, 4, 6,
12 and 52 weeks or the time
of study discontinuation.

3. The severity of each
symptom was recorded daily
on a daily diary card and the
weekly score derived from an
average of daily scores
during that week.

4. A secondary endpoint was
the GHCE perfomed at
baseline, 4, 6, 12 and 52
weeks or the time of study
discontinuation

Qutcomes and Results

Results

Efficacy parameters

1. Change in vaginal maturation index
(percentages of superficial and parabasal cells
in vaginal smear)

2. Change in vaginal pH

4. Severity of most bothersome symptom of
atrophic vaginitis: vaginal dryness, itching,
burning, or dyspareuinia

Safety parameters
Treatment related adverse events

Acceptability parameters
Withdrawal due to adverse events

Quality of life parameters
Not evaluated

EFFICACY

Superficial cells, mean (SD) percentage
change from baseline to week 12

CE 21/7 = 27.9 (+20.3)

CE 2/W = 25.8 (+20.1)

PLA 21/7 = 3.0 (+20.4)

PLA 2/W = 1.0 (+19.8)

P <0.001

Parabasal cells, mean (SD) percentage
change from baseline to week 12

CE 21/7 = -60.9 (+20.3)

CE 2/W = -58.2 (+26.0)

PLA 21/7 = -21.5 (+25.5)

PLA 2/W =-6.6 (£25.6)

P <0.001

Vaginal pH, mean (SD) change from baseline
to week 12

CE 21/7 =-1.6 (+1.2), 143

CE 2/W =-1.6 (+1.2), 140

PLA 21/7 =-0.4 (x0.8), 72

Comments

Does the study match the
review protocol in terms of
Population: Yes
Intervention: Yes
Outcomes: Yes
Indirectness: No serious
Limitations

NICE guidelines manual
2012: Appendix C:
Methodology checklist:
randomised controlled trials
A. Selection bias
(systematic differences
between the comparison
groups)

Al. An appropriate method
of randomisation was used
to allocate participants to
treatment groups (which
would have balanced any
confounding factors equally
across groups) - Unclear
A2. There was adequate
concealment of allocation
(such that investigators,
clinicians and participants
cannot influence enrolment
or treatment allocation) -
Unclear

A3. The groups were
comparable at baseline
including all major
confounding and prognostic
factors - Yes

Unclear risk of bias

B. Performance bias
(systematic differences
between groups in the care
provided, apart from the
intervention under
investigation)

B1. The comparison groups
received the same care
apart from the
intervention(s) studied -
Yes
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Study details

Participants

Vaginal Dryness - n (%)
CE 21/7 = 34 (24.6)

CE 2/W =22 (23.4)

PLA 21/7 = 21 (30.0)
PLA 2/W = 16 (23.9)
Inclusion criteria

Healthy postmenopausal
women aged between 45
and 80 with an intact
uterus and syl score of 15
or less on the Genital
Health Clinical
Evaluationotamptoms of
moderate-to-severe
vaginal atrophy defined
as;

a baseline composite
score, at the screening
visit, of at least 5 (1 = mild,
2 = moderate, 3 = severe)
on the four symptoms
(dyspareunia, vaginal
dryness, vaginal itching
and vaginal burning)

at least one of these
symptom said to be
moderate or severe

a total score of 15 or less
on the Genital Health
Clinical Evaluation
(GHCE)

vaginal pH of at least 5

a clinical diagnosis of
atrophic vaginitis (defined
as 0% to 5% superficial
cells on vaginal cytologic
smear)

Additional criteria included
a serum estradiol
concentration of 30 pg/ml
or less and a serum
follicle-stimulayting
hormone level greater
than the lower limit of
normal for
postmenopausal women

Interventions

Methods

Qutcomes and Results
PLA 2/W =-0.3 (+0.8), 68
P <0.001

Mean change in severity score for most
bothersome symptom reported
CE 21/7=-1.3

CE2W=-1.4
PLA 21/7=-0.8
PLA 2/W =-0.7
P <0.001
SAFETY

Treatment related adverse events, n (%)
CE 21/7 = 95 (66.4)

CE 2/W =100 (71.4)

PLA 21/7 = 46 (63.9)

PLA 2/W = 47 (69.1)

ACCEPTABILITY

Withdrawal due to adverse events
CE 21/7 = 6/143

CE 2/W = 8/140

PLA 21/7 = 3/72

PLA 2/W = 4/68

Comments

B2. Participants receiving
care were kept 'blind' to
treatment allocation - Yes
B3. Individuals
administering care were
kept 'blind' to treatment
allocation - Yes

Low risk of bias

C. Attrition bias (systematic
differences between the
comparison groups with
respect to loss of
participants

C1. All groups were
followed up for an equal
length of time (or analysis
was adjusted to allow for
differences in length of
follow-up) - Yes

C2a. How many
participants did not
complete treatment in each
group? See results

C2b. The groups were
comparable for treatment
completion (that is, there
were no important or
systematic differences
between groups in terms of
those who did not complete
treatment) - Yes

C3a. For how many
participants in each group
were no outcome data
available? - Outcome data
was available for those who
completed treatment.

C3b. The groups were
comparable with respect to
the availability of outcome
data (that is, there were no
important or systematic
differences between groups
in terms of those for whom
outcome data were not
available) - Yes
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Study details

Full citation

Cano,A., Estevez,J.,
Usandizaga,R., Gallo,J.L.,
Guinot,M., Delgado,J.L.,

Participants

at the given laboratory
Exclusion criteria

1. Use of an intrauterine
device within 3 months of
screening or the use of
any oral, vaginal, or
transdermal medication
containing oestrogens,
androgens or progestins
within 8 weeks of
screening.

2. Women who had used
vaginal moisturizers,
lubricants, jellies,
ointments, douches,
herbal medications, over-
the-counter preparations,
home remedies or natural
oestrogen products for the
treatment of menopausal
symptoms agreed to
refrain from using them for
a minimum of 7 days
before screening.

3. Women who currently
used more than two
antihypertensive
medications, had used any
investigational drug or
device within 30 days of
screening, or had
urogynecologic surgery
within 3 months of
screening were also
excluded

Sample size

N =167

Estriol gel (EST) 114
Placebo (PLA) = 53

Interventions

Interventions
Depending on
the
randomisation

Methods

Details

1. Efficacy was assessed by
the evaluation of the
cytological MV, vaginal pH,

Qutcomes and Results

Results

Efficacy endpoints

1. Change in maturation value
2. Vaginal pH

Comments
Low risk of bias

D. Detection bias (bias in
how outcomes are
ascertained, diagnosed or
verified)

D1. The study had an
appropriate length of
follow-up - Yes

D2. The study used a
precise definition of
outcome - Yes

D3. A valid and reliable
method was used to
determine the outcome -
Yes

D4. Investigators were kept
'blind' to participants'
exposure to the
intervention - Yes

D5. Investigators were kept
'blind' to other important
confounding and prognostic
factors - Unclear

Low risk of bias

Indirectness

Does the study match the
review protocol in terms of
Population: Yes
Intervention: Yes
QOutcomes: Yes
Indirectness: No serious
Other information

1. Standard deviation for
results calculated from the
standard error reported
using the following formula:
SD = SE x VN

2. Data for the CE 21/7
group used in the analysis
as this is the recommended
(labelled) regimen
Limitations

NICE guidelines manual
2012: Appendix C:
Methodology checklist:
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Study details
Castellanos,E., Moral,E.,
Nieto,C., del Prado,J.M.,
Ferrer,J., The therapeutic
effect of a new ultra low
concentration estriol gel
formulation (0.005% estriol
vaginal gel) on symptoms
and signs of
postmenopausal vaginal
atrophy: results from a
pivotal phase Il study,
Menopause, 19, 1130-1139,
2012

Ref Id

255650

Country/ies where the study
was carried out

Spain

Study type

Randomised controlled trial
Aim of the study

To evaluate the efficacy and
safety of 0.005% estriol
vaginal gel, delivering an
ultra-low dose of estriol per
application, for the local
treatment of postmenopausal
vaginal atrophy.

Study dates

Not reported

Source of funding

Study funded by ltalfarmaco
SA

Participants
Characteristics

Age (years) - Mean (SD)
EST =56.5 (¥5.72)

PLA =57.2 (+6.70)

Time since last period
(years) - Mean (SD)
EST = 9.7 (+6.57)
PLA = 10.2 (+6.68)

Ethnicity - White n (%)
EST = 114 (100)
PLA =53 (100)

Dyspareunia - n (%)
Not reported

Vaginal Dryness - n (%)
Not reported

Inclusion criteria

Women wre included if
they were
postmenopausal (at least
2 years of amenorrhea by
either natural or sugical
menopause (bilateral
oophorectomy)). They also
presented symptoms and
signs of atrophy of the
vaginal mucosa including
as a minimum vaginal
dryness and at least one
sign of vaginal atrophy (a
thinned vaginal mucosa, a
mucosa with flattening of
the folds or a dry, fragile or
pale vaginal mucosa); and
the presence of petechiae
or any other alteration that
the investigator
considered indicative of
vaginal atrophy were
assessed by the
investigators in
gynecological
examination.

Exclusion criteria

Interventions
schedule,
women received
either 1g of
vaginal gel
containing
50micrograms of
estriol or 1g of
placebo. The
placebo
formulation was
a highly
hydrating gel
identical in
appearance,
aroma, and
texture to the
estriol
formulation but
with the
exclusion of the
hormone.
Women were
advised to
administer the
gel preferably at
night. The gel
was
administered
with an
applicator
inserted deep
inside the
vagina.

Methods

and symptoms and signs of
vaginal atrophy at baseline
and after 3 and 12 weeks of
treatment.

2. Maturation value (MV) =
number of superficial cell +
[0.6 x (number of
intermediate cells)] + [0.2 x
(number of parabasal cells)]
3. Vaginal pH was assessed
using a vaginal pH strip

4. A composite symptom
score (Global Symptom
Score) of - (none) tr 3
(severe) was used

5. Safety was assesed by
evaluation of adverse effects,
gynecological and physical
examinations and vital signs.

Outcomes and Results
4. Signs and symptoms of vaginal atrophy

Safety endpoints
Treatment related adverse events

Acceptability endpoints
1. Withdrawal due to adverse events
2. Subjective assessment of acceptability

Quality of life endpoints
Not evaluated

EFFICACY

Maturation index, mean (SD) change from
baseline to week 12

EST = 26.9 (+23.3)

PLA =3.2 (¢16.5)

Vaginal pH, mean (SD) change from baseline
to week 12

EST =-1.2 (+1.4)

PLA =-0.4 (+1.2)

Vaginal dryness, percentage of women
cured/improved at week 12

EST = 88.2

PLA =66.7

P =0.001; RR=1.32 (1.08-1.62)

Vaginal pruritus, burning, and dysuria
Improved in estriol group but no significant
differences detected.

Dyspareunia, percentage of women
cured/improved at week 12

EST =86.5

PLA =75.0

P =0.095; RR=1.15 (0.96-1.39)

SAFETY

Treatment related adverse events, n (%)
EST =52 (45.6)

PLA = 21 (39.6)

ACCEPTABILITY
Withdrawal due to adverse events
EST = 1/114

Comments

randomised controlled trials
A. Selection bias
(systematic differences
between the comparison
groups)

Al. An appropriate method
of randomisation was used
to allocate participants to
treatment groups (which
would have balanced any
confounding factors equally
across groups) - Unclear
A2. There was adequate
concealment of allocation
(such that investigators,
clinicians and participants
cannot influence enrolment
or treatment allocation) -
Unclear

A3. The groups were
comparable at baseline
including all major
confounding and prognostic
factors - Yes

Unclear risk of bias

B. Performance bias
(systematic differences
between groups in the care
provided, apart from the
intervention under
investigation)

B1. The comparison groups
received the same care
apart from the
intervention(s) studied -
Yes

B2. Participants receiving
care were kept 'blind' to
treatment allocation - Yes
B3. Individuals
administering care were
kept 'blind' to treatment
allocation - Yes

Low risk of bias

C. Attrition bias (systematic
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Study details

Participants

1. Women were excluded
if they had a history of
malignant or premalignant
lesions of the breasts or
endometrium; malignant
colon or hepatic tumors;
malignant melanoma;
venous thromboembolic
disorders or arterial
thromboembolic disorders;
peripheral arterial disease;
mesenteric artery
thrombosis; renal artery
thrombosis or
coagulopathies.

2. Women were also
excluded if they had
undiagnosed vaginal
bleeding, grade Il or
higher uterovaginal
prolapse or signs and
symptoms suggestive of
infection of the genital or
urinary tract.

3. Women with
endometrial thickness
equal to or less than 4 mm
measured by transvaginal
ultrasound or who had
received any type of
vulvovaginal treatment
with 15 days of study
initiation, women who had
received phytoestrogens
with 1 month and women
who had received
hormonal therapy within 3
months of study start.

Interventions

Methods

Qutcomes and Results
PLA =0/53

Percentage of women rating the intervention
as 'excellent' or 'good'

EST =73.6

PLA =43.1

Comments

differences between the
comparison groups with
respect to loss of
participants

C1. All groups were
followed up for an equal
length of time (or analysis
was adjusted to allow for
differences in length of
follow-up) - Yes

C2a. How many
participants did not
complete treatment in each
group? - See results

C2b. The groups were
comparable for treatment
completion (that is, there
were no important or
systematic differences
between groups in terms of
those who did not complete
treatment) - Yes

C3a. For how many
participants in each group
were no outcome data
available? - Outcome data
was available for those who
completed treatment.

C3b. The groups were
comparable with respect to
the availability of outcome
data (that is, there were no
important or systematic
differences between groups
in terms of those for whom
outcome data were not
available) - Yes

Low risk of bias

D. Detection bias (bias in
how outcomes are
ascertained, diagnosed or
verified)

D1. The study had an
appropriate length of
follow-up - Yes

D2. The study used a
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Study details

Full citation

Simon,J., Nachtigall,L.,
Gut,R., Lang,E., Archer,D.F.,
Utian,W., Effective treatment
of vaginal atrophy with an
ultra-low-dose estradiol
vaginal tablet.[Erratum
appears in Obstet Gynecol.
2008 Dec;112(6):1392],
Obstetrics and Gynecology,
112, 1053-1060, 2008

Ref Id

227345

Country/ies where the study
was carried out

United States

Study type

Randomised controlled trial
Aim of the study

To evaluate the efficacy and
safety of a new ultra-low
dose 10-microgram E2
vaginal tablet in a placebo-
controlled, 52-week, double

Participants

Sample size

N =309

Endogenous estradiol (E2)
=205

Placebo (PLA) = 104
Characteristics

Age (years) - Mean (SD)
E2 = 57.5 (+5.64)

PLA = 57.7 (5.27)

Time since last period
(years) - Mean (SD)
E2 = 8.0 (¢5.8)

PLA = 8.2 (#5.3)

Ethnicity White - n (%)
E2 =192 (93.7)
PLA =95 (91.3)

Dyspareunia - n (%)
Not reported

Vaginal Dryness - n (%)
Not reported

Interventions

Interventions

1. Women were
randomly
assigned in a
2:1 ratio in
blocks of 6 to
receive vaginal
tablets
containing either
10 micrograms
E2 (Novo-
nordisk A/S) or
placebo.

2. All vaginal
tablets were
identical in
appearance.

3. Treatment
instructions were
to insert one
vaginal tablet
daily for 14 days
and the
subsequently

Methods

Details

1. The primary efficacy
endpoints included the mean
change form baseline to
weeks 12 (Last observation
carried forward = LOCF) in
vaginal maturation index abd
value, vaginal pH, and the
mean score of the most
bothersome moderate to
severe symptom as identied
by the woman.

2. For vaginal cytology,
smears were taken form the
upper third of the right lateral
vaginal wall and the samples
used to calculate the
maturation index.

3. The maturation value was
calculated according to the
following formula = 1 x
number of superficial cells +
[0.5 x (number of
intermediate cells)] + [0 x

Qutcomes and Results

Results

Efficacy endpoints

1. Percentage of superficial cells on the
vaginal smear

2. Percentage of parabasal cells on the
vaginal smear

3. Percentage of intermediate cells on the
vaginal smear

4. Maturation index

5. Vaginal pH

6. Mean score for most bothersome urogenital
symptom (dyspareunia and vaginal
dryness) [0 = none, 3 = severe]

Safety endpoints
Treatment related adverse events

Acceptability endpoints
Withdrawal due to adverse events

Quality of life endpoints
Not evaluated

EFFICACY

Comments

precise definition of
outcome - Yes

D3. A valid and reliable
method was used to
determine the outcome -
Yes

D4. Investigators were kept
'blind' to participants'
exposure to the
intervention - Yes

D5. Investigators were kept
'blind' to other important
confounding and prognostic
factors - Unclear

Low risk of bias

Indirectness

Does the study match the
review protocol in terms of
Population: Yes
Intervention: Yes
Outcomes: Yes
Indirectness: No serious
Limitations

NICE guidelines manual
2012: Appendix C:
Methodology checklist:
randomised controlled trials
A. Selection bias
(systematic differences
between the comparison
groups)

Al. An appropriate method
of randomisation was used
to allocate participants to
treatment groups (which
would have balanced any
confounding factors equally
across groups) - Yes

A2. There was adequate
concealment of allocation
(such that investigators,
clinicians and participants
cannot influence enrolment
or treatment allocation) -
Yes

A3. The groups were
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Study details

blind clinical trial

Study dates

March 2005 to May 2006
Source of funding
Supported by Novodisk A/S

Interventions
one tablet twice
per week. The
women were
instructed to
insert the tablets
at the same time
each day.

Participants

Inclusion criteria

1. The study included
nonhysterectomised,
postmenopausal (2 or
more years since final
menstrual cycle or bilateral
oophorectomy) women
who were at least 45 years
of age or older, with at
least three urogenital
symptoms (vaginal
dryness, vaginal and/or
vulvar irritation/itching,
vaginal soreness, dysuria,
or dyspareunia and
vaginal bleeding
associated with sexual
activity), one of which had
to be moderate in severity
2. All women were
required to have serum E2
levels less than 20pg/ml,
follicle stimulating
hormone levels more than
40 milli-international
units/ml, 5% or more
superficial cells in vaginal
cytology, vaginal pH more
than 5.0, an endometrial
thickness of less than
4.0mm as assessed by
transvaginal
ultrasonography, and a
normal mammogram
within the 6 months before
study entry.

Exclusion criteria

1. Known or suspected
history of breast
carcinoma, hormone-
dependent tumor, genital
bleeding of unknown
cause, acute
thrombophlebitis or
thromboembolic disorder
associated with oestrogen
use, vaginal infection

Methods

(number of parabasal cells)]
divided by 2.

Outcomes and Results

Superficial cells, mean percentage change
from baseline to week 12

10 E2 =13

PLA=4

P <0.001

Intermediate cells, mean percentage change
from baseline to week 12

10E2=24

PLA=5

P <0.001

Parabasal cells, mean percentage change
from baseline to week 12

10 E2 =-37

PLA=-9

P <0.001

Maturation index, mean change from baseline
to week 12

10 E2=25.0

PLA=6.5

Vaginal pH, participants with pH less than 5.5
at week 12, n (%)

10 E2 = 145 (72)

PLA = 37 (36)

Change in mean score for most bothersome
urogenital symptom at week 12

10 E2=-1.23

PLA =-0.87

P =0.003

SAFETY

Treatment related adverse events, n (%)
10 E2 = 158 (77)

PLA = 77 (75)

ACCEPTABILITY

Withdrawal due to adverse events, n (%)
10E2=11(5)

PLA =5 (5)

Comments

comparable at baseline
including all major
confounding and prognostic
factors - Yes

Low risk of bias

B. Performance bias
(systematic differences
between groups in the care
provided, apart from the
intervention under
investigation)

B1. The comparison groups
received the same care
apart from the
intervention(s) studied -
Yes

B2. Participants receiving
care were kept 'blind’ to
treatment allocation - Yes
B3. Individuals
administering care were
kept 'blind' to treatment
allocation - Yes

Low risk of bias

C. Attrition bias (systematic
differences between the
comparison groups with
respect to loss of
participants

C1. All groups were
followed up for an equal
length of time (or analysis
was adjusted to allow for
differences in length of
follow-up) - Yes

C2a. How many
participants did not
complete treatment in each
group? - See results

C2b. The groups were
comparable for treatment
completion (that is, there
were no important or
systematic differences
between groups in terms of
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Study details

Participants

requiring treatment, allergy
to the test drug or its
constituents, or any
serious disease or chronic
condition that could
interfere with study
compliance.

2. The use of any
investigational drug within
the 30 days preceding
screening, exogenous sex
hormones within 3 months
before study drug
initiation, or current use of
corticosteroids were
prohibited.

Interventions

Methods

Qutcomes and Results

Comments

those who did not complete
treatment) - Yes

C3a. For how many
participants in each group
were no outcome data
available? - Outcome data
was available for those who
completed treatment.

C3b. The groups were
comparable with respect to
the availability of outcome
data (that is, there were no
important or systematic
differences between groups
in terms of those for whom
outcome data were not
available) - Yes

Low risk of bias

D. Detection bias (bias in
how outcomes are
ascertained, diagnosed or
verified)

D1. The study had an
appropriate length of
follow-up - Yes

D2. The study used a
precise definition of
outcome - Yes

D3. A valid and reliable
method was used to
determine the outcome -
Yes

D4. Investigators were kept
'blind’ to participants'
exposure to the
intervention - Yes

D5. Investigators were kept
'blind’ to other important
confounding and prognostic
factors - Unclear

Low risk of bias

Indirectness

Does the study match the
review protocol in terms of
Population: Yes
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Study details

Full citation

Bachmann,G., Lobo,R.A.,
Gut,R., Nachtigall,L.,
Notelovitz,M., Efficacy of
low-dose estradiol vaginal
tablets in the treatment of
atrophic vaginitis: a
randomized controlled trial,
Obstetrics and Gynecology,
111, 67-76, 2008

Ref Id

226126

Country/ies where the study
was carried out

United States

Study type

Randomised controlled trial
Aim of the study

To evaluate and compare
the efficacy of vaginal tablets
containing 25mcg E2, 10mcg
E2 and placebo for vaginal
atrophy in post-menopausal
women.

Study dates

Enrollment lasted from 1994
to 1996

Source of funding
Supported by Novo Nordisk
AIS

Participants

Sample size

N =230

25 mcg Estradiol (25 E2) =
91

10 mcg estradiol (10 E2) =
92

Placebo (PLA) = 47

Characteristics

Age (years) - Mean (SD)
25 E2 = 58.3 (+7.4)

10 E2 =57.7 (x6.5)

PLA = 57.6 (+4.8)

Time since last period
(years) - Mean (SD)
25 E2 = 14.8 (+9.6)
10 E2 =13.5 (+7.8)
PLA =13.6 (+8.1)

Ethnicity - White n (%)
25 E2 = 88 (96.7)

10 E2 = 83 (90.2)
PLA = 41 (87.2)

Dyspareunia - n (%)
Not reported

Vaginal Dryness - n (%)
Not reported

Inclusion criteria

1. Women aged 45 years
or older with moderate-to-
severe vaginal dryness
and soreness.

2. All women had serum

Interventions

Interventions

A low dose
oestrogen
vaginal tablet,
containing 25
mcg estradiol or
10 mcg
estradiol, in a
hydrophilic
cellulose-nased
matrix were
used in double-
blind fashion for
12 weeks and
compared with
an identical-
looking placebo.
treatment
instructions were
to insert one
vaginal tablet
daily for 14 days
and
subsequently
one tablet twice
per week. The
women werre
instructed to
insert the tablet
at the same time
each day.

Methods

Details

1. Evaluations for safety and
efficacy occurred at weeks 2,
4, 7 and 12 in the double-
blind phase and at 12, 26. 39
and 51 weeks in the open
label phase.

2. The primary efficacy
outcome was the change in
the composite score of three
vaginal symptoms (dryness,
soreness and irritation).

3. Routine laboratory
assessments included
haematology, blood
chemistry and urinalysis
measured at screening at at
weeks 12 and 52.

4. Physical examinations
findings were recoded by the
investigators.

Qutcomes and Results

Results

Efficacy endpoints

1. Maturation index (percentage change in
superficial and intermediate cells on the
vaginal smear)

2. Change in vaginal pH

4. Change in composite score of three vaginal
symptoms (dryness, soreness, and irritation)

Safety endpoints
2. Endometrial histology
3. Treatment related adverse events

Acceptability endpoints
Withdrawal due to adverse events

Quality of life endpoints
Not evaluated

EFFICACY

Maturation value, mean (SD) percentage
change from baseline to week 12

25 E2 = 11.5 (¥13.3)

10 E2 =13.1 (+13.3)

PLA = 8.7 (+16.4)

Significant increase in superficial and
intermediate cells

Vaginal pH, proportion of participants with pH
less than 5 at week 12

25 E2 =51%
10 E2 = 39%
PLA =21%

Vaginal symptom composite score
Significant reduction in scores for both E2

Comments

Intervention: Yes
Outcomes: Yes
Indirectness: No serious
Other information

Study primary endpoint
was 12 weeks. Continued
till week 52 of which results
are reported in long-term
review question.
Endometrial safety
evaluated at week 52.
Limitations

NICE guidelines manual
2012: Appendix C:
Methodology checklist:
randomised controlled trials
A. Selection bias
(systematic differences
between the comparison
groups)

Al. An appropriate method
of randomisation was used
to allocate participants to
treatment groups (which
would have balanced any
confounding factors equally
across groups) - Yes

A2. There was adequate
concealment of allocation
(such that investigators,
clinicians and participants
cannot influence enrolment
or treatment allocation) -
Yes

A3. The groups were
comparable at baseline
including all major
confounding and prognostic
factors - Yes

Low risk of bias

B. Performance bias
(systematic differences
between groups in the care
provided, apart from the
intervention under
investigation)
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Study details

Participants

E2 concentrations of
20pg/ml or less, with 5%
or less superficial vaginal
cells.

3. Participants were also
required to be at least 12
months post-menopausal,
with an endometrial
thickness of 5mm or less
as determined by
transvaginal
ultrasonography
Exclusion criteria

Known or suspected
history of breast
carcinoma; hormone
dependent tumor; genital
bleeding of unknown
cause; acute
thrombophlebitis or
thromboembolic disorder
associated with oestrogen
use; vaginal infection
requiring treatment; allergy
to the test drug or its
constituents; or any
serious disease or chronic
condition that could
interfere with study
compliance.

The use of any
investigational drug within
30 days preceding
screening. Any
homeopathic preparation
with the 7 days preceding
study drug administration,
and any exogenous
corticosteroid or sex
hormones within the 8
weeks preceding study
drug initiation was
prohibited.

Interventions

Methods

Outcomes and Results
groups compared to placebo

SAFETY
Endometrial histology
One case of hyperplasia in the 25 mcg E2

group

Treatment related adverse events
No apparent trends reported

ACCEPTABILITY

Withdrawal due to adverse events
25 E2 =4/91

10 E2 = 6/92

PLA = 1/47

Comments

B1. The comparison groups
received the same care
apart from the
intervention(s) studied -
Yes

B2. Participants receiving
care were kept 'blind’ to
treatment allocation - Yes
B3. Individuals
administering care were
kept 'blind’ to treatment
allocation - Yes

Low risk of bias

C. Attrition bias (systematic
differences between the
comparison groups with
respect to loss of
participants

C1. All groups were
followed up for an equal
length of time (or analysis
was adjusted to allow for
differences in length of
follow-up) - Yes

C2a. How many
participants did not
complete treatment in each
group? See results

C2b. The groups were
comparable for treatment
completion (that is, there
were no important or
systematic differences
between groups in terms of
those who did not complete
treatment) - Yes

C3a. For how many
participants in each group
were no outcome data
available? - Outcome data
was available for those who
completed treatment.

C3b. The groups were
comparable with respect to
the availability of outcome
data (that is, there were no
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Study details

Participants

Interventions

Methods

Qutcomes and Results

Comments

important or systematic
differences between groups
in terms of those for whom
outcome data were not
available) - Yes

Low risk of bias

D. Detection bias (bias in
how outcomes are
ascertained, diagnosed or
verified)

D1. The study had an
appropriate length of
follow-up - Yes

D2. The study used a
precise definition of
outcome - Yes

D3. A valid and reliable
method was used to
determine the outcome -
Yes

D4. Investigators were kept
'blind’ to participants'
exposure to the
intervention - Yes

D5. Investigators were kept
'blind’ to other important
confounding and prognostic
factors - Unclear

Low risk of bias

Indirectness

Does the study match the
review protocol in terms of
Population: Yes
Intervention: Yes
Outcomes: Yes
Indirectness: No serious
Other information
Standard deviation for
results calculated from the
standard error reported
using the following formula:
SD =SE x VN

*Data from 25 E2 and 10
E2 group combined for the
analysis as both doses are
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Study details

Full citation
Dessole,Salvatore,
Rubattu,Giovanni,
Ambrosini,Guido,
Gallo,Omar,
Capobianco,Giampiero,
Cherchi,Pier Luigi,
Marci,Roberto, Cosmi,Erich,
Efficacy of low-dose
intravaginal estriol on
urogenital aging in
postmenopausal women,
Menopause (New York,
N.Y.), 11, 49-56, 2004

Ref Id

319335

Country/ies where the study
was carried out

Italy (City of Sassari)
Study type

Propective, randomized,
double-blind placebo-
controlled study

Aim of the study

To assess the efficacy and
safety of intravaginal estriol
administration on urinary
incontinence, urogenital
atrophy, and recurrent
urinary tract infections in
postmenopausal women
Study dates

May 1999 to April 2002
Source of funding

Not reported

Participants

Sample size

Total = 88

Intravaginal estriol ovule
group=44

Placebo group=44
Characteristics
Postmenopausal women
between 55 and 70 years
of age

Treatment and control
groups were homogenous
for age and urogenital
aging symptoms

Age (years)

Intravaginal estriol ovule
group=58 (4)

Placebo group=56 (5)

BMI (kg/m?)

Intravaginal estriol ovule
group=21.8 (4.5)
Placebo group=22.4 (4.9)

Race

Intravaginal estriol ovule
group=99%

Placebo group=98%

Vaginal parity
Intravaginal estriol ovule
group=2.9 (1.8)

Placebo group=2.6 (1.2)

Duration of menopause
(years)

Intravaginal estriol ovule
group=7.5 (5.2)

Placebo group=7.0 (4.8)

Duration of urogenital
atrophy symptoms (years)
Intravaginal estriol ovule
group=4.8 (5.0)

Placebo group=5.0 (5.2)

Interventions

Interventions
Intravaginal
estriol ovule
group:
Intravaginal
estriol ovules: 1
ovule (1 mg)
once daily for 2
weeks and then
2 ovules once
weekly as
maintenance
therapy for a
total of 6
months.
Placebo group:
Inert placebo
vaginal
suppositories in
a similar
regimen

All were identical
in appearance

Methods

Details

Sample size calculated on
the basis of prevalence of
urinary incontinence,
urogenital atrophy, and
recurrent urinary tract
infections in postmenopausal
women.

Determination of vaginal pH,
colposcopic examination,
vaginal and urethral smeras,
and urodynamic examination
performed at baseline and
after 6 months of treatment.
Randmization used sets of
sequenced, sealed, opaque
envelopes, each containing
the bottle number to be given
to each participant.

Vaginl dryness and
dyspareunia were classified
as: none, moderate, or
severe

Degree of urogenital atrophy
visually assessed and
classified as none, moderate,
or severe; taking into account
pallor, petechiae, friability,
and vaginal dryness (yes or
no)

Vaginal pH measured using
an indicator strip

Qutcomes and Results

Results

Efficacy endpoints

1. Vaginal dryness

2. Dyspareunia

3. Urogenital atrophy (n)
4. Vaginal pH

Safety endpoints
Treatment related adverse events

Acceptability endpoints
Withdrawal due to adverse events

Quality of life endpoints
Not evaluated

EFFICACY

Number with vaginal dryness

Intravaginal estriol ovule group: Before
treatment - 44/44 After treatment - 14/44
Control group: Before treatment - 44/44 After
treatment - 37/44

P<0.001

Number with dyspareunia

Intravaginal estriol ovule group: Before
treatment - 38/44 After treatment - 9/44
Control group: Before treatment - 37/44 After
treatment - 38/44

P<0.001

Number with urogenital atrophy

Intravaginal estriol ovule group: Before
treatment - 44/44 After treatment - 12/44
Control group: Before treatment - 44/44 After
treatment - 41/44

P<0.01

Vaginal pH, mean (SD)

Intravaginal estriol ovule group: Before
treatment - 5.65 (0.97) After treatment - 4.12
(0.96)

Control group: Before treatment - 5.47

(0.93) After treatment - 5.30 (0.75)

P<0.05

Comments

recommended in the BNF
Limitations

NICE guidelines manual
2012: Appendix C:
Methodology checklist:
randomised controlled trials
A. Selection bias
(systematic differences
between the comparison
groups)

Al. An appropriate method
of randomisation was used
to allocate participants to
treatment groups (which
would have balanced any
confounding factors equally
across groups) - Yes

A2. There was adequate
concealment of allocation
(such that investigators,
clinicians and participants
cannot influence enrolment
or treatment allocation) -
Yes

A3. The groups were
comparable at baseline
including all major
confounding and prognostic
factors - Yes

Low risk of bias

B. Performance bias
(systematic differences
between groups in the care
provided, apart from the
intervention under
investigation)

B1. The comparison groups
received the same care
apart from the
intervention(s) studied -
Yes

B2. Participants receiving
care were kept 'blind' to
treatment allocation - Yes
B3. Individuals
administering care were
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Study details

Participants Interventions Methods
Inclusion criteria
Postmenopausal women
with urogenital aging
symptoms (symptoms and
signs of urinary stress
incontinence, vaginal
atrophy symptoms
including vaginal dryness
and dyspareunia, and
histories of recurrent
urinary tract infections.
None had received
estrogen therapy before
the study.

Exclusion criteria
Anatomical lesions of the
urogenital tract, such as
uterovaginal prolapse,
cystocele, and rectocele of
grade | or Il, presence of
severe systemic disorders,
thromboembolic diseases,
biliary lithiasis, previous
breast or uterine cancer,
abnormal uterine bleeding,
and body mass index of
25 kg/m? or higher. Wome
with detrusor over activity
and abnormal maximal
cystometric capacity were
also excluded.

Qutcomes and Results
SAFETY

Treatment related adverse events
Intravaginal estriol ovule group: 4
Control group: 3

ACCEPTABILITY

Withdrawal due to adverse events
Intravaginal estriol ovule group: 4
Control group: 7

Comments

kept 'blind' to treatment
allocation - Yes

Low risk of bias

C. Attrition bias (systematic
differences between the
comparison groups with
respect to loss of
participants

C1. All groups were
followed up for an equal
length of time (or analysis
was adjusted to allow for
differences in length of
follow-up) - Yes

C2a. How many
participants did not
complete treatment in each
group? - See results

C2b. The groups were
comparable for treatment
completion (that is, there
were no important or
systematic differences
between groups in terms of
those who did not complete
treatment) - Yes

C3a. For how many
participants in each group
were no outcome data
available? - Outcome data
was available for those who
completed treatment.

C3b. The groups were
comparable with respect to
the availability of outcome
data (that is, there were no
important or systematic
differences between groups
in terms of those for whom
outcome data were not
available) - Yes

Low risk of bias

D. Detection bias (bias in
how outcomes are
ascertained, diagnosed or
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Study details

Full citation

Eriksen,P.S., Rasmussen,H.,
Low-dose 17 beta-estradiol
vaginal tablets in the
treatment of atrophic
vaginitis: a double-blind
placebo controlled study,
European Journal of
Obstetrics, Gynecology, and
Reproductive Biology, 44,
137-144, 1992

Ref Id

226455

Country/ies where the study
was carried out

Denmark

Study type

Double-blind randomized
placebo controlled trial

Participants

Sample size
N=164

Treatment group: 81

Placebo group: 83
Characteristics

Women between 45 and

70 years of age

No statistical significant
difference between the
two groups concerning all

baseline variables
Age (years)

Treatment group: 58.1

(6.0)

Placebo group: 58.6 (6.0)

Weight (kg)

Treatment group: 63.2

(11.5)

Interventions

Interventions
Treatment
group: Vaginal
tablet contaiing
25 g
micronized 1713-
estradiol in a
hydrophilic
matrix system.
One vaginal
tablet daily for
the first 2 weeks
and then one
tablet twice a
week for the last
10 weeks
Placebo group:
Tablets using
the same

Methods

Details

Women interviwed about
degree of vaginal dryness,
burning and itching,
dyspareunia related to the
vagina at each visit.
Gynecological examination to
establish the degree of
atrophy, signs of
inflammation, pallor,
petechiae and thickness of
mucosa.

Degree of atrophy assessed
at 2 and 12 weeks.

Qutcomes and Results

Results

Moderate to severe atrophy of vaginal mucosa
(%)

Treatment group: Before treatment - 78.8%;
After 2 weeks treatment - 14.3%; After 12
weeks treatment - 10.7%

Placebo group: Before treatment - 81.9%;
After 2 weeks treatment - 35.4%; After 12
weeks treatment - 29.9%

P-value at 2 weeks < 0.001

P-value at 12 weeks < 0.001

Vaginal dryness (%)

Treatment group: Before treatment - 70.0%;
After 12 weeks treatment - 14.7%

Placebo group: Before treatment - 65.1%;
After 12 weeks treatment - 28.2%

No difference after 2 weeks

P-value at 12 weeks < 0.002

Comments

verified)

D1. The study had an
appropriate length of
follow-up - Yes

D2. The study used a
precise definition of
outcome - Yes

D3. A valid and reliable
method was used to
determine the outcome -
Yes

D4. Investigators were kept
'blind' to participants'
exposure to the
intervention - Yes

D5. Investigators were kept
'blind' to other important
confounding and prognostic
factors - Yes

Low risk of bias

Indirectness

Does the study match the
review protocol in terms of
Population: Yes
Intervention: Yes
Outcomes: Yes
Indirectness: No serious
Limitations

Method of randomisation,
treatment allocation not
reported.
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Study details

Aim of the study

To investigate the effect of
25 pg 17R3-estradiol
administered as a small
vaginal tablet for 12 weeks
on the symptoms of the
vagina related to atrophy.
Study dates

May 1989 to April 1990
Source of funding

Not reported

Full citation

Casper,F., Petri,E., Local
treatment of urogenital
atrophy with an estradiol-
releasing vaginal ring: a
comparative and a placebo-
controlled multicenter study.
Vaginal Ring Study Group,
International Urogynecology
Journal, 10, 171-176, 1999
Ref Id

255671

Country/ies where the study
was carried out

Germany

Study type

Double-blind placebo-
controlled study

Aim of the study

To detect differences
between the efficacy and
safety of the low-dose
estradiol-releasing silicone
vaginal ring compared to a
placebo ring in the relief of

Participants
Placebo group: 64.6 (9.9)

Systolic blood pressure
(mmHg)

Treatment group: 141 (21)
Placebo group: 142 (21)
Inclusion criteria

Women suffering from
vaginal symptoms related
to postmenopausal
atrophy and not subjected
to any estrogen treatment
for the duration of at least
1 month before
participation.

Exclusion criteria

Past history of acncer or
thromboembolic episodes,
vaginal bleeding of
unknown origin, or if
pregnant.

Sample size

N=84

Number in each treatment
arm not reported, but 67
reported to have
completed 24-week
treatment.

Estradiol vaginal ring
group: 33

Placebo group: 34
Characteristics
Postmenopausal women
recruited from 10 clinical
sites

No clinically significant
differences found between
the two treatment groups.
Inclusion criteria

At least 2 years post
spontaneous or surgical
menopause presenting
with one or more of the
following signs and
symptoms of atrophic
vaginitis due to estrogen

Interventions
applicator

Interventions
Low-dose
estradiol-
releasing vaginal
ring - has a core
containing 2 mg
of 17B-estradiol
within a silicone
vaginal ring
Placebo ring

Methods

Details

Physical and gynecological
examinations, including
vaginal sonography, vaginal
smear and pH measurement
were performed at inclusion
visit.

Efficacy analyses conducted
on a per-protocol analyses
Safety analyses conducted
on an intention-to-treat
analyses

Qutcomes and Results

Vaginal burning and itching (%)

Treatment group: Before treatment - 46.3%;
After 12 weeks treatment - 10.6%

Placebo group: Before treatment - 38.6%;
After 12 weeks treatment - 25.6%

No difference after 2 weeks

P-value at 12 weeks < 0.088

Vaginal dyspareunia (%)
Treatment group: Before treatment - 42.5%;

After 2 weeks treatment - 14.2; After 12 weeks

treatment - 8.0%
Placebo group: Before treatment - 45.8%;

After 2 weeks treatment - 25.9; After 12 weeks

treatment - 24.4%
P-value at 2 weeks < 0.003
P-value at 12 weeks < 0.002

Dropouts due to several reasons (n)
Treatment group: 6

Placebo group: 4

Results

EFFICACY endpoints

1. Epithelial maturation values estimated as
MV=(1.0 X % superficial cells) + (0.6 x %
intermediate cells) + (0.2 x % parabasal cells)
2. Vaginal pH

3. Physician assessment of epithelial atrophy
(vaginal pallor, petechiae, friability, and
dryness)

4. Symptoms of estrogen deficiency - vaginal
dryness, pruritus, dyspareunia, dysuria, and
urinary urgency

SAFETY endpoints
1. Endometrial thickness
2. Treatment-related adverse events

ACCEPTABILITY endpoints
Not evaluated

QUALITY OF LIFE endpoints
Not evaluated

EFFICACY

Comments

Limitations

NICE guidelines manual
2012: Appendix C:
Methodology checklist:
randomised controlled trials
A. Selection bias
(systematic differences
between the comparison
groups)

Al. An appropriate method
of randomisation was used
to allocate participants to
treatment groups (which
would have balanced any
confounding factors equally
across groups) - Unclear
A2. There was adequate
concealment of allocation
(such that investigators,
clinicians and participants
cannot influence enrolment
or treatment allocation) -
Unclear

A3. The groups were
comparable at baseline
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Study details

symptoms of estrogen
deficiency and the reduction
of urogenital atrophy (vaginal
pH an epithelial maturation
values) in postmenopausal
women.

Study dates

Not reported. Study
published in 1999.

Source of funding

Not reported.

Participants Interventions Methods
deficiency:

1. Pruritus vulvae,
dyspareunia, dysuria,
urinary urgency

2. Petechiae, friability or
vaginal dryness on
examination by a
gynecologist

Exclusion criteria

Women who had received
sex hormone therapy
within the previous 3
months, or who had
severe hepatic or renal
diseases, estrogen-
dependent neoplasms and
urinary tract infections
despite antibiotic
treatment, or presented an
endometrial thickness >
5mm or a vaginal
ulceration, irritation, or
bleeding from causes
other than epithelial
atrophy.

Outcomes and Results

Maturation value

Mean maturation value in estradiol group
significantly higher than in placebo group at
week 24 (P = 0.004)

Vaginal pH

Estradiol ring group: decrease in vaginal pH
from 6.7 t0 5.3

Placebo group: decrease in vaginal pH from
6.8 t0 6.2

P = 0.0006

Relief of dyspareunia, %
Estradiol ring group: 90
Placebo group: 45
P=0.028

Free of vaginal dryness, n (%)
Estradiol ring group: 32 (69)
Placebo group: 33 (73)

P = not significant

SAFETY

Mean endometrial thickness, mm

Estradiol ring group: 3.1 at baseline to 3.4 at
24 weeks

Placebo group: 3.0 at baseline to 2.8 at 24
weeks

Adverse effects
No significant difference in adverse effects
between the two groups

Comments

including all major
confounding and prognostic
factors - Yes

Unclear risk of bias

B. Performance bias
(systematic differences
between groups in the care
provided, apart from the
intervention under
investigation)

B1. The comparison groups
received the same care
apart from the
intervention(s) studied -
Yes

B2. Participants receiving
care were kept 'blind' to
treatment allocation - Yes
B3. Individuals
administering care were
kept 'blind' to treatment
allocation - Yes

Low risk of bias

C. Attrition bias (systematic
differences between the
comparison groups with
respect to loss of
participants

C1. All groups were
followed up for an equal
length of time (or analysis
was adjusted to allow for
differences in length of
follow-up) - Yes

C2a. How many
participants did not
complete treatment in each
group? - 67 of 84
completed treatment

C2b. The groups were
comparable for treatment
completion (that is, there
were no important or
systematic differences
between groups in terms of
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Study details

Participants

Interventions

Methods

Qutcomes and Results

Comments

those who did not complete
treatment) - Yes

C3a. For how many
participants in each group
were no outcome data
available? - Outcome data
was available for those who
completed treatment.

C3b. The groups were
comparable with respect to
the availability of outcome
data (that is, there were no
important or systematic
differences between groups
in terms of those for whom
outcome data were not
available) - Yes

Low risk of bias

D. Detection bias (bias in
how outcomes are
ascertained, diagnosed or
verified)

D1. The study had an
appropriate length of
follow-up - Yes

D2. The study used a
precise definition of
outcome - Yes

D3. A valid and reliable
method was used to
determine the outcome -
Yes

D4. Investigators were kept
'blind’ to participants'
exposure to the
intervention - Yes

D5. Investigators were kept
'blind’ to other important
confounding and prognostic
factors - Yes

Low risk of bias

Indirectness

Does th