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A. Subject headings and keywords for the search strategies developed for the Cochrane

Appendix 1A

Menstrual Disorders and Subfertility Group, 2002.
Search strategy for menstrual disorders for use on MEDLINE:

VPN BN -

11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24.
23.
26.
27.
28.
29.
30.
31.
32.
33.
34.

33.
36.

37.
38.

40.
41.
42
43.
44.
435.
46.
47.
48.
49.
50.
51.
52.
33.
54.
33.
6.
57.
38.
39.
60.
61.
62.

randomized controlled trial.pt.

controlled clinical trial.tp.

randomized controlled trials/

random allocation/
double-blind method/
single-blind method/
or/1-6

clinical trial.pt.

exp clinical trials/
(clin$ adj25trial$).tw.

((singl$ or doub!$ or treb$ or tripl$) adj25 (blind$ or mask$)).tw.

placebos/
placebo$.tw.

random$.tw.
research design/

or/8-15

animal/ not (human/ and animal/)

7o0r16 K
18 not 17

exp menstruation disorders/ or menstruation disorders.tw

pelvic pain/
endometriosis/
(pelvic ad)$ pain).tw.,
endometrio$.tw.
adenomy$.tw.
dysmenorrh$.tw.
add-back.tw.

add back.tw,

‘add back’.tw.

(pelvic adj5 (ven$ or congestion)).tw.

(ovar$ adj$ bleed$).tw.
(menstru$ adj5 bleed$).tw.
(heavy adj5 menstru$).tw.
(iron adj5 anaecm$).tw.

(dysfunctional adj$ uter$).tw.

menorrhag$.tw.

fibroma/

fibroma$.tw.

fibroid$.tw.

leciomyoma/

leiomy$.tw.

premenstrual syndrome/
prementrual.tw.
pre-menstrual.tw,

late Juteal.tw.,

luteal phase.tw,

(luteal adj5 sumptom$).tw.
hirsutism.

hirsutism.tw.
oligomenorrhea/
oligomenorrh$.tw.
oligo-amenorrh$.tw.
polycystic ovary syndrome/
(polycystic adj ovar&).tw.
hyperprolactinemia/
hyperprolactinem$.tw
amenorrhea/
amenorrhea.tw,

ovarian cysts/

exp climacteric/
climacter$.tw.
menopause$.tw.
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63.
64.
63.
66.
67.
68.
69.
70.
71.
72.
73.

74.

75.
76.
71.
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.
89.
90.
91.
92,

Search strategy for trials in subfertility for use on MEDLINE:

CRXNIIAEUN —-

10.

12.
13.
14,
15.
16.
17.
18.
19.
20.
21.
22,
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
3J.

flushing/

flush$.tw.

flash$.tw.

vaginal dryness.tw.

(painful adj5 menstrua$).tw.
(painful adjS period$).tw.
postmenopaus$.tw
post-menopaus$.tw
perimenopaus$.tw
peri-menopaus$. tw
endometrial hyperplasia/
(endometrial adj5 hyperplasia).tw.
myoma/ or myoma.tw.
Acne Vulgaris/ and female/
metrorrhagia.tw,

metrorrhagia/
or/20-78

79 and 19

exp hysterectomy/ or exp hysterectomy, vaginal/

exp hysteroscopy/
(endometrial adj$ ablation).tw
endometrium.su [Surgery]
Endometrium/su[Surgery]
Hysterectom$.tw
Hysteroscop$.tw

Or/81-87
88 not 90
89 and 19

80 or 90
limit 91 to latest update

randomised controlled trial.pt.
controlled clinical trial.pt.
randomised controlled trials/
random allocation/
double-blind method/
single-blind method/

or/1-6

clinical trial.pt.

exp clinical trials/

(clin$ ad;j25 trial$).tw.

((sing!$ or doubl$ or treb$ or tripl$) adj25 (blind$ or mask$)).tw.

placebos/

placebo$.tw.

random$.tw.

research design/

or/8-15

animal/ not (human/ and animal/)
7orl6

18 not 17

exp reproduction techniques/
exp fertility agents/

(in vitro adj$ fertili$).tw.
Ivt.tw.

icsi.tw,

(intracytoplasmi$ adj5 sperm$).tw.

subfertili$.tw.

(sperm adj$ injection$).tw.
Suzi.tw,

(subzon$ adj$ sperm$).tw.
(zona adj5 dissect$).tw.,
pzd.tw,

(ovar$ adj$ hyperstim$).tw
ohss.tw

(oocyte adj$ retriev$).tw
(oocyte adj5 pickup).tw
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36.

37.
38.

39.
40.
4].
42.
43.
44,
435.
46.
47.
48.
49,
0.
S1.
52.
53.
54.
335.
56.
37.
58.
9.
60.
61.
62.
63.
64.
635.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.

(sperm adj5 prepa$).tw.
(acrosome adj3 sperm).tw.
(sperm$ adj5 stimul$).tw.
(sperm$ adj5 pentoxl|$).tw.
(sperm$ adj5 caff$).tw.
(sperm$ adj$ kalli$).tw.
(sperm$ adj5 swimup).tw.
(sperm$ adj$ percol$).tw.
(embryo$ adj5 biops$).tw.
(cocult$ adjS embry$).tw.
(occult$ ad;j5 trophobl$).tw.
luteal phase adjS support.tw.
(sperm$ adj5 cryopreserv$).tw.
(frozen adjS embryo$).tw.
antisperm$ ad;5 antibod$.tw.
(sperm adj5 antibod$).tw.
(artifice$ adj$5 inseminat$).tw.
(cervic$ adj5 inseminat$).tw.
(fallopian tub$ adj$ perfus$).tw
(luteal adj5§ defect$).tw.
(luteal adj$ dysfunct$).tw.
(ovulat$ ad;j$ induc$).tw.
(intraut$ adj5 inseminat$).tw.
(ectop$ adj5 preg$).tw.

(tub$ adj5 preg$).tw.
inseminate$.tw.

varicoc$.tw.

fertility/

fertilization/

insemination/

ovum implantation/
(embryo$ adj5 transfer$).tw
or/20-67

68 and 19

*Breeding/

*Consanguinity/

(plant$ adj5 hybridi$).tw..

*plants/ or *plants, edible/ or * power plants/

or/70-73
69 not 74
limit 75 to latest update

Appendix 1B

B. Subject headings and keywords used by Proctor ML, Smith CA, Farquhar CM, Stones RW
for the systematic review entitled “Transcutaneous electrical nerve stimulation and acupuncture

for primary dysmenorrhoea (Cochrane Review)”. In: The Cochrane Library, Issue 4, 2002,

Oxford: Update Software.

DAY aWN -

10.
11.
12,
13.
14,
15.
16.
17.
18.
19.

exp Menstruation disorders/, exp Menstruation disorders/

Pelvic pain/

(pelvic adj$ pain).tw.
Dysmenorrhea/
dysmenorrh$.tw.

(painful adj5 menstrua$).tw.
(painful adj$ period$).tw.
menstrual disorder.tw.
or/]1-8

Transcutaneous electric nerve stimulation/
transcutaneous electrical nerve stimulation.tw,

transcutancous nerve stimulation.tw.

nerve stimulation.tw.
TENS.tw,
Acupuncture/
Acupuncture therapy/
acupuncture$.tw.
Or/10-17

9and 18
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Appendix 2

Reviewer’s checklist for trials of acupuncture for menstrual disorders

Reviewer Article No

Author of study and

Publication year
ltem | Heading | Question _Yes | No' [ Partially |
1| Reporting Is the aim of the study clearly described? n“-

Methods Are both inclusion and exclusion criteria specified?
Protocol

Are the distributions of principal confounders in each group of
subjects to be compared clearly described? (A list of principal
confounders is provided: eg. age, parity, contraception, obesity,
severity and chronici

Are the interventions of interest clearly described and their timing?
(Precise details of treatments and placebo (where relevant) that are to
be compared and how and when they were aclually administered.
Where a score of 75% or more is achieved on the Checklist for
Acupuncture Quality, this question should be answered yes. Answer
partially for a score of 50% or above.

-- Are primary & secondary outcome measures clearly defined? (This -n_
should include a statement about minimum important differences).

Is justification for the sample size given? (If the effect size is given
and a power caiculation was undertaken prior to the study answer
yes. Answer partial if only effect size was discussed or only a power
calculation was undertaken).
Is the method of randomisation secure in principle? (Answer yes if is
an on-site, coded computer system that gives allocations only after
inputting an enrolled participants details, is a remote-telephone
system; or envelopes sequentially numbered, sealed and opaque.
Answer no if randomisation involves a ‘list’ or ‘table’ to allocate
assignments; or for “envelopes” or “sealed envelopes" without giving
further details.
Are the methods for allocation concealment adequate? (Answer yes
if the paper conwnces you that allocation cannot be predicted.

Methods:
Assignment

convincing). .--

' Are those assessing the outcomes blinded to group assignment? -n-
Anal sls
“- Is baseline comparability assessed? -n_

Is the attnition rate acceptable? {Answer yes if less than 20%, partial if
between 20 end 30% and no if more than 30%)

Has an intention to treat analysis been carried out? {(Answer yes if all
pamc:pants were analysed according to their original group

Are the statistical analyses appropriate? (Answer yes if yield an
estimate of effect on primary and secondary outcome measures;

include a point estimate and measure of precision; give actual p

Are there enough summary data and descriptive and inferential
statistics to permit altemative analyses and replication?

Do the findings support the conclusions?
(Do the authors note sources of bias and imprecision and discuss the

issue of external validity? Do they g:ve guidance on interpretation of
the evidence in lic

Maximum quality assessment score of 32

' No and Not stated
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Appendix 3a

Checklist for the assessment of the methodological quality both of randomised and non-randomised studies of
health care interventions from: Downs & Black 1998. "The feasibility of creating a checklist for the assessment of
the methodological quality both of randomised and non-randomised studies of health care interventions®, Journal
of Epidemioloqy and Community Health, vol. 52, pp. 377-384.

Are the main outcomes to be measured clearly described in the
Introduction or Methods section? (If the main outcomes are first

mentioned in the Resulls section, the question should be answered

Are the characteristics of the patients included in the study clearly
described? (In cohort studies and trials, inclusion and/or exclusion
criteria should be given. In case-control studies, a case-definition and

Are the interventions of interest carly ﬁescribed? (Treatments and
placebo (where relevant) that are to be compared should be clearly
described.

Are the distributions of principle confounders in each group of subjects
to be compared clearly described? (A list of principle confounders is
pmviqeq e.g. age, parnty, contraception, obesily, seventy and

Are the main findings of the study clearly described? (Simple outcome
data (including denominators and numerators) should be reported for

all major findings so that the reader can check the major analyses and
conclusions. (This question does not cover statistical tests which are

7 Does the study provide estimates of the random variabilty in the data
for the main outcomes? (In non-normally distnbuted data the inter-
quartile range of results should be reported. In normally distributed
data the standard error, standard deviation or confidence intervals
should be reported. If the distribution of the data is not described, it
must be assumed that the estimates used were appropriate and the
question should be answered yes.

Have all important adverse events that may be a consequence of the
intervention been reported? (This should be answered yes if the study
demonstrates that there was a comprehensive attempt lo measure
adverse events. (A list of possible adverse events is provided).

Have the characteristics of patients lost to follow-up been described?
(This should be answered yes where there were no losses to follow-
up or where losses to follow-up were so small that findings wouid be
unaffected by their inclusion. This should be answered no where a
does not report the number of patients lost to follow-up.

Have actual probabihty values been reported (e.g. 0.035 rather than
<0.05) for the main outcomes except where the probability value is
less than 0. 001‘?

| - External validi - -+ Y=yes N=no, ?=unable todetermine | Y [ N | ?

All the following

criteria attempt to

address the

representativeness

of the findings of

the study and

whether they may

be generalised to

the population from

which the study

subjects were
Were the subjects asked to participate in the study representative of III
from which the patients are dernived, the question should be answered

as unable to determine.

the entire population from which they were recruited? (The study must
12| | Wers those subjects who were prepared to participate representative | | [

identify the source population for patients and describe how the
patients were selecled. Palients would be representative if they
comprised the entire source of population, an unselected sample of
consecutive patients, or a random sample. Random sampling is only
feasible where a list of all members of the relevant population exists.
Where a study does not report the proportion of the source population
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of the entire population from which they came? (The proportion of
those asked who agreed should be stated. Validation that the sample
was representative would include demonstrating that the distribution
of the main confounding factors was the same in the study sample
and the source population

Were the staff, places, and facilties where the patients were treated,
representative of the treatment the majority of patients receive? (For
the question to be answered yes the study should demonstrate that
the intervention was representative of that In use in the source
population. The question should be answered no if, for example, the
intervention was undertaken in a specialist centre unrepresentative of
the hospitals most of the source population would attend.

Was an attempt made to blind study subjects to the intervention they
have received? (For studies where the patients would have no way of
knowfng which intervention they received, this should be answered

“_ Was an attempt made to blind those measuring the main outcomes of
the intervention?

If any of the results of the study were base on “data dredging”, was
this made clear? (Any analyses that had not been planned at the
outset of the study should be clearly indicated. If no retrospective

In trials and cohort studies, do the analyses adjust for different lengths
of follow-up of patients, or in case-control studies, is the time period
between the intervention and out¢come the same for cases and
controis? (Where follow-up was the same for all study patients the
answer should be yes. If different lengths of follow-up were adjusted
for by, for example, survival analysis the answer should be yes.
Studies where differences in follow-up are ignored should be
answered no.
Were the statistical tests used to assess the main outcomes
appropriate? (The slalistical techniques used must be appropriate lo
the data. For example non-parametrnic methods should be used for
small sample sizes. Where liltle statistical analysis has been
undertaken but where there is no evidence of bias, the question
should be answered yes. If the distribution of the data (normal or not)
is not described it must be assumed that the estimates used were

Was compliance with the intervention(s) reliable? (Where thers was
non-compliance with the allocated treatment or where there was

contamination of one group, the question should be answered no. For
studies where the effect of any misclassification was likely to bias any

Were the main outcome measures used accurate (valid and reliable)?
(For studies where the outcome measures are clearly descnbed, the
question should be answered yes. For studies which refer to other
work or that demonstrates the outcome measures are accurate, the

internal validity = - KR NN Y
confounding
selection bias

Were the patients in different intervention groups (tnals and cohort
studias) or were the cases and controls (case-control studies)
recruited from the same population? (For example, patients for all
companson groups should be selected from the same hospital. The
question should be answered unable to determine for cohort and
case-control studies where there is no information conceming the
patients included in the study.
Were the study subjects in different intervention groups (trials and
cohort studies) or were the cases and controls (case-control studies)
recruited over the same period of time? (For a study which does not
specify the time period over which patients were recruiled, the
question should be answered as unable {o determine.
Were study subjects randomised to intervention groups? (Studies,
which state that subjects were randomised, should be answered yes,
except where method of randomisation would not ensure random
allocauon For example, alternate allocation would score no because it

Was the randomised intervention assignment concealed from both
patients and health care staff until recruitment was complete and

irrevocable’? (All non-randomised studies should be answered no. If
assignment was concealed from palients but not from staff, it should




- lbeansweredro) 01 | |

Was there adequate adjustment for confounding in the analyses from
which the main findings were drawn? (This question should be
answered no for trials if: the main conclusions of the study were based
on analyses of treatment rather than intention to treat; the distribution
of known confounders in the different treatment groups was not
described; or the distribution of known confounders differed between
the treatment groups but was not taken into account in the analyses.
In non-randomised studies if the effect of the main confounders was
not investigated or confounding was demonstrated but no adjustment
was made in the final analyses the question should be answered a8s

Were losses to follow-up taken into account? (/f the numbers of III

patients lost to follow-up are not reported, the question should be
I

answered as unable lo determine. If the proportion lost to follow-up
was loo small to affect the main findings, the question should be
I Size of smallest intervention group -

Did the study have sufficient power to detect a clinically important
effect where the probability value for a difference being due to chance

is less than 5%7
(Sample sizes have been calculaled to detect a difference of x% and

E

Maximum quality assessment score of 32
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Appendix 3b

Reviewer's checklist for time-series, cohort and case-control studies

Reviewer: Article No:

Name of author and publicationdate: ___ .
1  Reporting - _Y=yes, P=partially, N=no, NA=not applicable | Y | P | N | NA™
_— s the hypothesis/aim/objective of the study clearly descnbed? !nn.

Introduction or Methods section? (If the main outcomes are
first mentioned in the Resulls section, the question should be
Are the characteristics of the patients included in the study
clearly described? (In time-series and cohort studies, inclusion
and/or exclusion criteria should be given. In case-control
studies, a case-definition and the source for controls should be
Are the interventions of interest clearly described? (Treatments
and placebo (where relevant) that are to be compared should
be clearly described. Where a score of 75% or more Is
achieved on the Checklist for Acupuncture Qualily, this
question should be answered yes. Answer partially for a score
Are the main findings of the study clearly described? (S:mple
outcome data (including denominators and numerators) should
be reported for all major findings so that the reader can check
the major analyses and conclusions. {This question does not
cover statistical tests which are considered below).

7 Does the study provide estimates of the random vanabilty in
the data for the main outcomes? (/n non-normally distnbuted
data the inter-quartile range of results should be reported. In
normally distributed data the standard error, standard deviation
or confidence intervals should be reported. If the distribution of
the data is not described, it must be assumed that the
estimates used were appropriate and the question should be
answered yes.
of the intervention been reported? (This should be answered
yes if the study demonstrates that there was a comprehensive

lmm—----
'- Are the main outcomes to be measured clearly described in the Il

answered No.

Are the distributions of principle confounders in each group of

subjects to be compared clearly described? (A list of principle

confounders rs provided: e. g. age, panly contraception,

Have all important adverse events that may be a consequence

attempt to measure adverse evens. (A list of possible adverse

Have the charactenstm of patients lost to follow-up been
described? (This should be answered yes where there were no
losses to follow-up or where losses to follow-up were so small
that findings would be unaffected by their inclusion. This should
be answered no where a study does not report the number of
patients lost to follow-up.

Have actual probability values been reported (e.g. 0.035 rather
than <0.05) for the main outcomes except where the probability
value is less than 0.0017

Y

- | External valid|

All the following
criteria attempt to
address the
representativeness
of the findings of
the study and
whether they may
be generalised to
the population from
which the study
subjects were
derived.

Were the subjects asked to participate in the study
representative of the entire population from which they were
recruited? (The study must idenlify the source population for
patients and describe how the patients were selecled, Patients
would be representative if they comprised the entire source of




population, or were an unselected sample of consecutive
patients. Where a study does not report the proportion of the
source population from which the patients are derived, the

guestion should be answered as unable to determine.

In time senes Studies (i.e. controlled-before-and-after studies,
interrupted-time-series and large n=1 studies), was there
evidence of stable trends? (Answer NA if the study was a
cohort or case control stud
Were those subjects who were prepared to participate
representative of the entire population from which they came?
(The proportion of those asked who agreed should be stated.
Validation that the sample was representative would include
demonstrating that the distribution of the main confounding
factors was the same in the study sample and the source
population
Were the staff, places, and facilities where the patients were
treated, representative of the treatment the majority of patients
receive? (For the question to be answered yes the study
should demonstrate that the intervention was representative of
that in use in the source population. The question should be
answered no if, for example, the intervention was undertaken in
a specialist centre unrepresentative of the hospitals most of the
source population would attend

Was an attempt made to blind study subjects to the intervention
they have received? {For studies where the patients would
have no way of knowing which intervention they received, this
should be answered yes.

“- Was an attempt made to blind those measuring the main nnn
outcomes of the intervention?

If any of the results of the study were base on "data dredging",
was this made clear? (Any analyses that had not been planned

at the outset of the study should be clearly indicated. If no
refrospective unplanned subgroup analyses were reported,
then answer Is yes

In time-series and cohort studies, do the analyses adjust for
different lengths of follow-up of patients, or in case-control
studies, is the time period between the intervention and
outcome the same for cases and controls? (Where follow-up
was the same for all study patients the answer should be yes. If
different lengths of follow-up were adjusted for by, for example,
survival analysis the answer should be yes. Studies where
differences in follow-up are ignored should be answered no.
Were the statistical tests used to assess the main outcomes
appropriate? (The statistical techniques used must be
appropriate to the data. For example non-parametric methods
should be used for small sample sizes. Where little statistical
analysis has been undertaken but where there is no evidence
of bias, the question should be answered yes. If the distribution
of the data (normal or not) is not described it must be assumed
that the estimales used were appropnate and the question
should be answered yes.
Was compliance with the intervention(s) reliable? {(Where there
was non-compliance with the allocated treatment or where
there was contamination of one group, the question should be
answered no. For studies where the effect of any
misclassification was likely to bias any association to the null,
question should be answered yes.
Were the main outcome measures used accurate (valid and
reliable)? (For studies where the outcome measures are clearly
described, the question should be answered yes. For studies
which refer to other work or that demonstrates the outcome
measures are accurate, the question should be answeored yes.

- | Internal validity = Y
confounding
. | (selection bias

Were the patients in different intervention groups (trials and
cohort studies) or were the cases and controls (case-control
studies) recruited from the same population? (For example,
patients for all comparison groups should be selected from the
same hospital. The question should be answered unable to
determine for cohort and case-control studies where there Is no
information conceming the source of patients included in the




Were the patients in different intervention groups (cohort
studies) or were the cases and controls (case-control studies)
recruited over the same period of time? (For a study which

does not specify the time period over which patients were
recruited, the question should be answered as unable to

determine.

Was there adequate adjustment for confounding in the
analyses from which the main findings were drawn? (This
question should be answered no if the effect of the main
confounders was not investigated or confounding was
demonstrated but no adjustment was made in the final

Were losses to follow-up taken into account? (/f the numbers of
patients lost to follow-up are not reported, the question should
be answered as unable to determine. If the proportion lost to
follow-up was too small to affect the main findings, the question
should be answered yes.

Y Was quality assurance demonstrated? (7o answer yes, the
study should state how it had considered, sought to identify or
addressed, possible bias and confounding from, for example, 'II.
changes in practice organisation, the influence of a new GP, or
known and unknown prognostic variables.
— [Power ] G N IO
27 Did the study have sufficient power to detect a clinically

important effect where the probability value for a difference

being due to chance is less than §%7
(Sample sizes have been calculaled to detect a difference of

.
. Size of smallest intervention group -
Alw 0
Blotme2 '

. Maximum quality assessment scord of 41
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Appendix 4

Reviewer’s checklist for uncontrolled before-and-after studies, cross-sectional surveys and case-series studies of
acupuncture for menstrual conditions

Reviewer: Article No:

Name of author and publication date:

! T ! 1 ! | 3

] Repom’ng . Y|P |NJNA
1 | |isthe hypothesnslalmlnb}ectwe of the study clearly described? |2 |1 |0 |

in the introduction or discussion, do the authors acknowledge
that the study is concerned with and designed only to describe
the existing distribution of variables, without regard to causal
hypotheses? (Answer no if authors overstep the data and
present results as clear evidence of effecliveness

Are the interventions of interest clearly described?
(Treatments should be clearly described, Where a score of
75% or more is achieved on the Checklist for Acupuncture
Quality, this question should be answered yas. Answer partial
for a score above and no for a score below 50%

Are the main findings of the study clearly described? (Simple
outcome data (including denominators and numerators) should
be reported for all major findings so that the reader can check

.- the major analyses and conclusions

External Validity - |

Is the process used to select the sampie completely defined?
(To answer yes, the study must identify the source population
and describe how the patients were selected or recruitec

Are the characteristics of the patients included in the study
clearly descnbed? (To answer yes, the study must give explicit

[ |
confoundinc

Were the patients sufficiently homogenous with respect to
prognostic risk? (To answer yes, the study must descnbe the

distrib utron of principle confounders such as age, chronicily

Were patients recruited from the same time-period, 80
avoiding non-contemporaneous bias through changes in
definitions, diagnoses, exposures, disorders and interventions
over time? (Where the time-period over which patienis were
recruited is not stated the question should be answered no
If sub-group comparisons are made, are the distributions of
principle confounders in each group of subjects to be
compared clearly descnbed? (E.g. age, p&nty, contraception,

Internal Validity -
bias

Are the main outcome measures accurate (valid and reliable)? 'II.
(For studies which refer to other work or that demonstrate the
outcome measures are accurate, the question shouid be
answered yes. For studies where the oulcome measures are
' clearly descnbed, the question should be answered partially.
Was an attempt made to blind those measuring the main n"n-
outcomes of the intervention?
IEI— 2jt110 4

Was follow-up sufficiently complete? (This should be answered I'Il

yes where validity of study is not threatened by a loss that is
large in relation to the proportion of patients who did not
respond, whose symptoms became worse, or who suffered
unacceplable side effects from the intervention. Answer no

where losses to follow-up are large or where a study does not
nort the number of patients lost to follow-up.

Were the statistical tests used to assess the main outcomes
appropriate? {The statistical techniques used must be
appropriate lo the data. Where little statistical analysis has
been undertaken but where there is no evidence of bias, the
question should be answered Partiall

Maximum quality assessment score and denominator = 28 minus NA score

KEY : Y =yes P=partially N=no NA=not applicable 204



Appendix &

Reviewer’s checklist for interventions In trials of acupuncture for menstrual disorders
Reviewer Article No

Author of stud and Publication year e

m| M
Acupuncture | Is the style of acupuncture used defined? The approach taken should be
rationale stated, e.g. traditional Chinese medicine or western medical.

'- Is the rationale for treatment and whether it is individualised or standardised 'II.

given? The rationale for prescribing treatment, for example according to
ndrome patterns, segmental levels or trigger points should be stated.
(T [ Aeeoumsuosiojss borakwslopodte? |7 [T [0
Needllng Are points used described with standard nomenclature {(e.g. ST36, Zusanli) or
domi " | in o of v ot NN
Are specific point locations, and whether unilateral or bilateral, given for a
‘- formula of points? Or, where treatment is individualised, are typical points and I'I.
the range of points used given?
n- Is the number of needle insertions specified? A simple total of needle IIH.
insertions for a formula of points, or as a mean and range where the number of
needles varies between patients
N w0 el ol M
standardised or individualised?
TS| Aoresonse dtedesorbedfog coqartichrporsr [ | T [0 |

n- Is needle stimulation described (e.qg. manual or electrical)? n“n-
“- Is needle retention time specified? The standard time needles were retained, ﬂ'n.

or the mean and ranqe for individualised treatments, should be given,

n_ Is the needle type (gauge, length, and manufacturer or material) stated? nnn-
Treatment Are the number or treatment sessions clearly documented? Where there is
regimen vaniation in the regimen between patients, the mean and range should be
reported.
Is the frequency of treatment clearly documented? Where there is variation in nnu.
the ogimen between patients, the mean and range should be reported.
“ Are auxiliary techniques clearly documented (e.g. moxibustion, cupping and ﬂ“nn
interventions | herbs)?
Are prescribed self-help interventions clearly documented (e.g. exerclses and ulnn
lifestyle advice, such as dietary changes, based on diagnostic criteria)?

16 | Practitioner | Practitioner's duration of relevant training stated? 2 110}

_ Length of clinical experience stated? 211 ]0 1]
18 | | Expertise in specific condition stated? 21110

Is the intended effect of the control intervention and its appropriateness to the

research question described?

The control may be an active comparison such as physiotherapy, a minimally
active penetrating or non-penetrating sham, or an inert control such as an
inactivated TENS machine. Participants may or may not be blinded. In all
cases the aims and objectives of the control in relation to the research question

Control
interventions
should be given,

m | Aresources that justify the choice of control provided? 21110} 22
Are the explanations given to patients of treatment and control interventions
stated? For sham acupuncture this should include the precise wording used, 1
8.q. “another type of acupuncture” or “not acupuncture, but feels similar’,
*Needling details” above, and other items if a different regimen from the III'
has been used should be qi
Maximum quality assessment score of 46 minus NA scores T ,

Is the control credible? If the control treatment is common practice for the
Y= yos P= partially N= no NA= not applicable

cond.'t:on answer yes. If the control Is sham acupuncture or an inert control,
ibility has been demonstrated on the target population,

s the control intervention clearly reported? A precise description, as for
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Appendix 6
DATA EXTRACTION SHEET: ACUPUNCTURE FOR MENORRHAGIA REVIEW

(Reproduced here with the omission of white space)

Article Number:

Study Quality Assessment Score:

Interventions Quality Assessment Score:
VERIFICATION OF STUDY ELIGIBILITY

Type of acupuncture:

Gynaecological or obstetric condition treated:

Outcomes of interest:

Study design:

Include / exclude

DETAILS OF PUBLICATION

Author ................................................................................................................

VOIUIMIE it iiiiiereeiesetesiianressnsnnsrosnnassorsannoseonsenssasensnssssnnnrssnsnsessonsnsssnnesssnnns
T TR
COUNITY Of OrIgIN iiiiii ittt it ettt v et tteiaressssssnsnsesssnsrncenssnenssnnsnsensans nss
INSULULIONA] AfTIIEALION  oueririeiiiiirirerrtinnereresssnsscossesnnnsssesessasossssnnnsssssnsnesssssnsersssssssssesnes
POSIAl AAAIESS ettt rei it rte st tetartnnssestrnaseaseennanssentsentortsennrotennnssennns
X s ¢ b T B Te 1o T 1Y
STUDY DESIGN and METHODS

1. Justification for sample size:

2. Randomisation secure:
1. Recruitment procedures:
2. Recruitment time-period:
3. Number of participants:
4. Number in each group (describe)
o GroupA
o GroupB
o GroupC
o GroupD
3. Allocation concealment adequate:
4. Blinding:
5. Assessor blinding:
6. DBaseline comparability / comparable controls:
7. Stable trends:
8. Loss to follow-up:
9. Intention to treat analyses:

10. Appropriate statistical analyses:
11. Alternative analyses possible:

12, Other evidence of quality assurance:

PARTICIPANTS
5. Location:
6. Source population:
7. Inclusion criteria:
8. Exclusion criteria:
9. Characteristics of participants at intervention commencement;
o Age
o Ethnicity
o Socio-economic group
o Contraception
o Parity
o Obesity
o Severity
o Chronicity
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10. Number in sub-groups (describe)

o GroupA

o GroupB

o GroupC

o GroupD

o GroupE
11. Distribution of principle confounders in sub-groups:

o Age

o Ethnicity

o Socio-economic group

o Contraception

o Panty

o Obesity

o Severity

o Chronicity
INTERVENTIONS

o Setting:
o Practitioner details:

o Relevant training

o Clinical experience / Specific expertise
Style of acupuncture:
Rationale for treatment (e.g. trigger points or syndromes):
Points used (specific or typical):
Number of needle insertions (precise or mean and range):
Needle type:
Depths of insertions (specific or typical):
Responses elicited (specific or typical):
Needle stimulation (e.g. manual or electrical):
Needle retention time (specific or mean and range):
Number of treatments (specific or mean and range):
Frequency of treatments (specific or mean and range):
Co-interventions (describe):

o A

o B

o C
o Control intervention(s)

o A

o B

o C
Intended effect of control and appropriateness (describe):
Sources that justify the control (detail):
Explanations given to patients of control and interventions (describe):
Evidence of credibility:

UTCOMES
Measures taken at baseline:

O 0O0O000000O0O00O0

C
D
Measures taken at follow-up:
C

D> >—=Q00000

D

3. Evidence outcome measures are accurate (describe):
4. Timing of follow-up:

5. Adverse events monitored (describe):

A C
B D
FINDINGS

1. Results reported.:
2. Do findings support conclusions?

NOTES
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ACUMEN ~ A Research Collaboration

FOUNDATION for TRADITIONAL MEDICAL CARE

Tue Usiversity of YOIk
. . s CHINESE MEDICINE ‘SEARC T
Department of Health Sciences .Ml D RESEARCH UNTIT
Registered Charity University of Shef-
No. 702083 s .

ACUMEN Research Centre
122A Acomb Road. York, YO24 4EY
Tel: 01904 781630

20™ April 2001
Dear Dr

Acupuncture for Menorrhagia Exploratory Trial

I'his exploratory trial of acupuncture for menorrhagia is a collaborative DPhil project between
the Department of Health Sciences and Clinical Evaluation, University of York, the York-based
research Foundation for Traditional Chinese Medicine, and the Medical Care Research Unit,

University of Sheffield.

T'he study will involve 40 patients, and aims to assess the feasibility of a full-scale trial to
evaluate the clinical and economic benefits of offering acupuncture to patients with menorrhagia
in primary care. The York Research Ethics Committee has approved the study, and we are now
writing to all GPs in the Selby and York PCT to invite them to participate.

GPs participating in the study are only required to identify and notify the researcher of suitable
menorrhagia patients. These patients are then contacted by the researcher, and recruited if they
meet the criteria and consent to randomisation. For patients randomised to the offer of
acupuncture, treatment 1s provided free of charge at one of three local private clinics. All
patients will continue to receive normal primary care management at the discretion of their GP.

I'he professional acupuncturists providing study treatment are members of the British
Acupuncture Council. They are responsible for the acupuncture care they provide and are in-
demnified for the patients they treat. In line with GMC guidelines, GPs retain responsibility for

the overall management of the patient’s care.

Further details of the trial are enclosed. If you are interested in referring patients to the trial,
please return the enclosed post-card to the study office, and we will arrange a convenient time to

come and talk to you.

Yours sincerely

Alison Gamon Prof. lan Russell Dr Hugh MacPherson Ms Kate Thomas Dr Manuela Fontebasso
DPhil Student, Academic Supervisor Director, Foundation for Academic Co-Supervisor  GP Advisor to Project
University of York  University of York Traditional Chinese University of Sheffield

Medicine
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Summary of the ACUMEN trial included with the GP letter of invitation
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THE UNIVERSITY qf }/orf FOUNDATION for TRADITIONAL MEDICAL CARE

Eﬁ ® '
Department of Health Sciences CHINESE MEDICINE RESEARACH UNIT
Registered Charity University of Sheffield

& Clinical Evaluation No. 702083

ACUMEN

| Acupuncture for Menorrhagia Exploratory Trial

ll_f .

To assess the feasibility of a full-scale trial to evaluate the clinical and economic
benefits of offering acupuncture to patients with menorrhagia in primary care

Summary:

A 12 month exploratory trial to develop and test a protocol for the rigorous evaluation of offering acupuncture to
patients with menorrhagia assessed as suitable for management in primary care.

A parallel qualitative study, based on interviews with a subset of six patients accepting the offer of acupuncture, will
examine the acceptability and appropriateness of acupuncture treatment for menorrhagia.

Inclusion criteria:

* Women of 18 years and over with menorrhagia

Exclusion criteria:

* Serious underlying pathology such as carcinoma, endometriosis or fibroids
* Currently receiving specialist medical care for gynaecological conditions

* Pending litigation

Treatment arm:

Patients randomised to acupuncture will be offered up to 20 treatments by one of three qualified acupuncturists
with a minimum of three years experience working at a York-based clinical centre: The York Clinic for Complementary

Medicine on Tadcaster Road, the Northern Acupuncture Clinic on Micklegate, or the Healing Clinic on Fulford Cross.

Treatment costs:

Costs are to be met in full by the Foundation for Traditional Chinese Medicine, York.

Sample size:

40 patients will be referred by GPs and recruited by the study researcher over 5 months.

Key people:

Alison Gamon—DPhil Student, ACUMEN Research Centre, 122a Acomb Road, York. Tel: 01904 781630

Prof. lan Russell— Academic Supervisor and Head of Department of Health Sciences and Clinical Evaluation, University of York.
Tel: 01904 434519

Hugh MacPherson PhD- Clinical Supervisor and Director, Foundation for Traditional Chinese Medicine, York. Tel: 01904 781630

Kate Thomas— Academic Co-supervisor and Deputy Director, Medical Care Research Unit, University of Sheffield. Tel: 0114 222 5202

Dr Manuela Fontebasso—General Practitioner and Project Advisor, York. Tel: 01904 788304
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Tue UNiversity of York

Department of Health Sciences

ISSUE 1

September 2001
Primary Health Care Team Edition

e ACUMEN Newsletter

FOUNDATION for TRADITIONAL

CHINESE MEDICINE
L . _ Registered Charity
& Clinical Evaluation No. 702083

MEDICAL CARE ".
RESEARACH UNIT *

University of Sheffield

Alison Gamon
ACUMEN Researcher

Acupuncture for Menorrhagia Exploratory Trial

Trial underway—more patients needed

[n this, the first of our ACUMEN Newsletters,
we aim to bring you up to date with our
progress, and address some of the key
questions that have been raised by you.

The most pressing issue concerns
recruitment. The trial has been underway
since June, and it is clear that we now need
to increase the rate of referral to 9 patients
per month, in order to meet the target of
40 patients by the end of December 2001.
Please be extra vigilant in your identification
of suitable patients over the coming months.

The free acupuncture service

To date, all patients randomised to the “offer
of acupuncture” have accepted this offer and
attended for treatment within one week of

randomisation.

Patterns of referral

21 GPs (from 11 practices) in the York and
Selby area are now participating in the trial
and have been briefed by the researcher,
Alison Gamon. Our thanks to the 5 GPs who
have referred patients so far.

By the end of August, 6 patients had been
dentified as suitable for the trial, all of
whom were recruited to the study. Of these:

* 1 patient had been asked to consider taking

part in the trial by their GP,
* 3 had asked their GP about the study on

seeing the ACUMEN poster in the surgery
waiting room,

1 had heard about the study through their
acupuncturist and consulted their GP to

discuss the possibility of their participating,
and
« 1 had contacted the researcher on hearing

about the study from an ACUMEN patient.

So far no patients identified as suitable and
invited to participate in the trial by their GP
have declined. Please don't forget to tell us
about these patients.

Frequently Asked Questions:

1). What makes the ACUMEN trial a
pragmatic study?

This is not a placebo— controlled explanatory
trial. We are conducting what is called a
“pragmatic trial”, designed to answer
questions about the relative clinical and cost
effectiveness of different treatment options
in a real world setting. This design does not
provide a definitive answer to the question
“Does acupuncture work?” Instead it
answers the more practical question "Does
the addition of the option of acupuncture for
women with menorrhagia in primary care
lead to greater health benefits than the offer
of standard care alone, for the same or less

cost?”

The results from a full-scale trial would,
therefore, assist GPs and Primary Care
Groups in making decisions about offering
acupuncture to this patient population in the
future. The results from this exploratory trial
will enable us to determine the feasibility of,
and justification for, a full-scale trial.



2). How sure do I need to be that my
patient doesn’'t have underlying
pathology, such as fibroids, before I
invite her to consider taking part in the

ACUMEN trial?

Some of you have been worried about your
ability to satisfy this aspect of our inclusion
criteria without first referring the patient for
investigative surgery. Please do not worry
about this unnecessarily!

The key here is whether or not you would
consider this to be appropriate for the
patient. If you would not under normal
circumstances refer the patient for further
investigations, you need not for the purposes
of this trial. All we are asking is that you be
reasonably confident that the patient’s
symptoms of menorrhagia are idiopathic in
origin when inviting her to consider taking
part in this trial.

3). What if a patient is interested in
taking part in the trial, but I would like
to refer her for investigative surgery?

Please let the patient know that once you
know her diagnosis, you will be better able
to advise on whether or not joining the study

would be appropriate for her. You may also
wish to provide her with a Patient
Information Sheet at this point. The
inclusion/exclusion criteria for the trial is
discussed here, and Alison Gamon'’s contact
phone number is printed on the front cover.

4). What steps have been taken to
ensure that the ACUMEN trial is

acceptable to patients?

We have taken into consideration the way in
which women who consult acupuncturists
privately for treatment for heavy periods
tend to choose to manage their care. Based
on both research evidence and clinical

experience we know that:

a) Women who consult acupuncturist for
treatment for menorrhagia are often also
taking prescribed medication.

b) It is only when they feel confident that
acupuncture can successfully address

their symptoms that they then consult
their GP to discuss withdrawing from
their medication.

c) Waiting to experience the benefits
from acupuncture before withdrawing
from medication is most often the case,
even when patients are not convinced
that the medication is of any benefit to
them.

Thus we determined that the pragmatic
acupuncture-as-adjunct trial design
would be more acceptable to both patients
and their GPs, than a study that denied

patients randomised to acupuncture access
to normal GP care.

5). Are there any restrictions on the
treatment and care I can give to
patients in the ACUMEN trial?

None what so ever! You are able to provide
the treatment and care that you normally
would to each and every patient you invite to
consider taking part in this trial. You do not
need to deny your patients any treatment
you believe will be of benefit to them. What
we are interested in evaluating is whether or
not there is a reduction in medication usage
in the acupuncture group over time.

More patients needed

We look forward to receiving more referrals
from you all and thank you for your interest
in and support of the ACUMEN study.
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Project Team:
Prof. Ian Russell— Academic Supervisor and Head
of Department of Health Sciences and Clinical
Evaluation, University of York. Tel: 01904 434519

Hugh MacPherson PhD- Clinical Supervisor and
Director, Foundation for Traditional Chinese Medicine,
York. Tel: 01904 781630

Kate Thomas— Academic Co-supervisor and Deputy
Director, Medical Care Research Unit, University of

Sheffield. Tel: 0114 222 5202

Dr Manuela Fontebasso—General Practitioner and
Project Advisor, York. Tel: 01904 794141
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26 patients recruited—only 14 to go—
thank you!

In this, the second of our ACUMEN
Newsletters, we aim to bring you up to date
with our progress, and thank the many GPs
n the Selby and York PCT who have referred
patients to the study so far.

Patient recruitment rates rose dramatically in
October (see fig. below). By the end of the
month a total of 26 patients had been
recruited to the study out of 40. This means
that we are on target to achieve 40
patients by the end of December 2001.

>0 far, no patients identified as suitable and
nvited to participate by their GP have
declined referral to the researcher. Please

FOUNDATION for TRADITIONAL

CHINESE MEDICINE
"2 3 : . Registered Charity
& Clinical Evaluation No. 702083

— —— ACUMEN Newsletter

Acupuncture for Menorrhagia Exploratory Trial

MEDICAL CARE
RESEARCH UNIT
University of Sheffield

Alison Gamon
ACUMEN Researcher

don't forget to tell us about all your suitable
patients.

To date, just 3 patients identified as suitable
for the trial have not been recruited by the
researcher. At the point of telephone
screening, two patients were excluded from
the study due to a history of fibroids. One
patient declined the researcher’s invitation to

further consider participation.
Recruiting a further 14 patients

Between now and the end of December we
need to recruit a further 14 patients. To
help us maintain the success achieved so far,
please be extra vigilant in your identification
of suitable patients over the coming months.

ACUMEN Cumulative Recruitment

45

40 -
35 [0 GPs Participating :'
30 1 M Revised Patient Target
€S 1 W Patient Recruitment |
20
15 -
‘Lhbkl
4 [L-
0 r T , , = T ,
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7 month recruitment period

2001




The free acupuncture service research place greater emphasis on
| patient-centred recruitment methods.
Please note that, even at this latter stage of

recruitment, patients still have a 50% Furthermore, with only 3 referrals initiated
chance of being randomised to the by the patient’s GP, these findings also
"offer of acupuncture”. This is because suggest a need to identify and address

we are using a system of random-permuted- what makes it difficult for GPs to
blocks to ensure a relatively even flow of initiate a referral.

patients to the acupuncture service.
For this reason, Alison would be keen to

To date, all patients randomised to the “offer hear your thoughts on what factors may
of acupuncture” have accepted this offer. have made initiating referrals to the

ACUMEN study difficult for
either you or your colleagues.
Please feel free to contact
Alison at the Research Centre
by phone, fax, or letter, at

any time.

ACUMEN Referral Pathways

Acupuncturist
initiated [3]

GP surgery poster [9] Only 14 patients to
Christmas!

We are confident that, with
the continued support of GPs
in the Selby and York PCT, we
will achieve our target of 40

GP initiated [3]

Radio feature [1] i ] Acupuncture clinic patients by the end of
K e December 2001.
ACUMEN patient
recommendation [1] We look forward to receiving
Newspaper feature more referrals from you all,
8] and thank you for your

interest in and support of the

ACUMEN recruitment pathways

As can be seen in the figure above, the
most successful recruitment strategies to

date have been patient-centred:

1) Posters and leaflets displayed in GP
surgery waiting rooms and,

2) Local newspaper article* about the
study, which involved interviews with
the lead researcher, an ACUMEN
acupuncturist, and 3 ACUMEN patients

receiving acupuncture.

*"Needle Work” by Stephen Lewis and Jo
Hayward. Evening Press, September 17,

2001.
These findings would suggest that future

Prof. Ian Russell— Academic Supervisor and Head
of Department of Health Sciences and Clinical
Evaluation, University of York. Tel: 01904 434519

Hugh MacPherson PhD- Clinical Supervisor and
Research Director, Foundation for Traditional
Chinese Medicine, York. Tel: 01904 781630

Kate Thomas— Academic Co-supervisor and
Deputy Director, Medical Care Research Unit,
University of Sheffield. Tel: 0114 222 5202

Dr Manuela Fontebasso—General Practitioner and
Project Advisor, York. Tel: 01904 794141
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Alison Gamon
ACUMEN Researcher

Acupuncture for Menorrhagia Exploratory Trial

33 of 40 patients recruited so far -
Thank you!

In this, the third and last of our ACUMEN

Newsletters, we aim to;

» Bring you up to date with our progress,

« Thank the many GPs in the Selby and
York PCT who referred patients to the

study, and
« Inform you of an upcoming GP survey.

It's hard work being a pioneer...!

The ACUMEN study is the first UK-based
study of acupuncture in the treatment of
menorrhagia in primary care, meaning that
we started out with many more questions
than we had answers, and of key importance
were questions concerning acceptability:

Would GPs be willing to refer patients into a
trial of acupuncture for menorrhagia, and
would patients be willing to go?”

What we have found is that GPs are willing
o refer wiling patients! That is, the
Majority of referrals were initiated by the
patient in response to patient-centred
recruitment methods and facilitated by the
GP, with posters and leaflets in GP surgeries
and a local newspaper article about the
study proving to be the most effective

recruitment strategies (table 1).

Table 1: ACUMEN Recruitment Pathways

ruiter Poster in Newspaper
ay GP article about the
Surgery study

11 9 6

Acupuncturist

Is a full-scale trial really feasible?

Clearly these findings have serious
implications for future research. It is very
encouraging to have received such positive
interest from women, many of whom have
gone to great lengths to get involved in
ACUMEN. We have also received a great
deal of positive feedback from GPs who have

been pleased to be able to support research
that seeks to improve the evidence base for

acupuncture.

However, a full-scale ACUMEN trial will only

succeed if we are able to:

1) Increase GPs willingness to actively
refer suitable patients to the trial,

and/or
2) Develop other more acceptable and

therefore efficient recruitment
strategies*.

*For example, it maybe that many GPs would
have found it easier to support the study if we
had given them different recruitment options to
chose from. Such as A) inviting patients to
consider taking part during a consultation, or B)
writing to invite suitable patients on their
computerised practice list to contact the
researcher (administrative support, materials and
funding provided).

Turn over

to find out about the
GP Prize Draw to Win a Case
of Fine Wines!’

GP ACUMEN Poster in Local radio
patient Acupuncture feature about
recommendation Clinic acupuncture
3 2 1 1
L L




Testing an alternative strategy in the
recruitment of the last 7 patients

Dr Manuela Fontebasso has kindly agreed to
help us test the alternative database
recruitment pathway suggested above, and
In the process recruit the last of our 7
patients. This is important if we are to avoid
compromising the study through being under
powered. Other GPs can let us know what
they think of this recruitment strategy in the
upcoming ACUMEN GP Survey.

The ACUMEN GP Survey - Do you think
a full-scale ACUMEN trial is achievable?

We will be sending all GPs in the Selby and
York PCT a
Questionnaire to elicit their views on
recruiting patients for a trial of acupuncture
for menorrhagia. All GPs returning a
completed questionnaire will be entered into
the prize draw to win a case of fine
wines. This is in recognition of the
valuable part GPs will be playing in the
design and conduct of future research in this
area, and in recognition of the time allocated

to completing the survey.

We thank you in advance for your support of
the ACUMEN GP Survey and we wish you the
best of luck in the prize draw.

ject Team:

Tel: 01904 434519

Hugh MacPherson PhD- Clinical Supervisor and Research Director, Foundation for Traditional

Chinese Medicine, York. Tel: 01904 781630

Kate Thomas— Academic Co-supervisor and Deputy Director, Medical Care Research Unit,

University of Sheffield. Tel: 0114 222 5202

Dr Manuela Fontebasso—General Practitioner and Project Advisor, York. Tel: 01904 794141

Confidential GP

ACUMEN GP Survey results

Results from the GP survey will be
published in t<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>