
MDSG guide for Methods section 
 

The methods suggested below can be adapted as required. Examples are provided in italics. Most of the examples 
below refer to subfertility reviews, but can be adapted for reviews of menstrual disorders. 

 
Criteria for considering studies for this review 

 

• Types of studies 
Published and unpublished randomised controlled trials (RCTs) will be eligible for inclusion.  We will exclude non- 
randomised studies (e.g. studies with evidence of inadequate sequence generation such as alternate days, patient 
numbers) as they are associated with a high risk of bias. 

 
Usually all randomised trial designs should be included. A common exception is crossover trials in situations where 
treatment success precludes “cross over” (e.g. in subfertility trials, where the goal is pregnancy/live birth). Various 
acceptable options exist: 

 
• Crossover trials will be excluded, as the design is not valid in this context; 
• Crossover trials will be included but only data from the first phase will be included in meta-analyses, as the 

crossover is not a valid design in this context. 
• Crossover trials will be included, as the crossover is a valid design in this context 

 
Define ambiguous terms, like “double-blind”. 

 
• Types of participants 

Women/couples with unexplained infertility will be eligible for inclusion. Women with only minimal endometriosis 
(American Fertility Society criteria grade I) will be included within the categorisation of ‘unexplained’. 

 
Definitions of the condition (e.g. unexplained infertility) belong in the Background section. 

 
• Types of interventions 

Trials comparing Factor X via any route versus any other active intervention or placebo will be eligible for inclusion. 
 

• Types of outcome measures 
Label outcomes as primary or secondary, and define them explicitly. Most reviews should have a single primary 
outcome for benefit and one for potential harm, on which the conclusions of the review should be based. They 
should be key clinical outcomes (e.g. live birth), rather than immediate treatment effects (e.g. implantation rate). 
Keep them to a minimum. 

 
Explain how differences between outcome measures (e.g. differing definitions, assesssors, scales, time-points) will be 
addressed. If multiple scales are anticipated, a preference order should be stated. 

 
State whether reporting at least one of the listed outcomes is an inclusion requirement. In general it is important to 
avoid exclusion of studies on the basis of their reported outcome measures and eligible studies that could have 
measured the outcomes of interest should be reviewed even if they did not. 

 
Specify whether adverse events will be grouped as a composite measure (Any adverse event) or analysed separately.  

List primary and secondary outcomes as in the following example, numbering them in a continuous sequence: 

Primary outcomes 
1. Live birth, defined as delivery of a live fetus after twenty completed weeks of gestational age 
2. Multiple birth 

  

MDSG Sept 2013 
 

1  



Secondary outcomes 
 

3. Ongoing pregnancy, defined as evidence of a gestational sac with fetal heart motion at twelve weeks, 
confirmed with ultrasound.* 
4.  Ongoing pregnancy, defined as evidence of a gestational sac with fetal heart motion at twelve 
weeks, confirmed by ultrasound. * 
5. Any adverse event (including miscarriage, ectopic pregnancy, fetal abnormalities, drug side effects, ovarian 

hyperstimulation syndrome and infection). 
6. Quality of life. If studies report more than one scale, preference will be given to the SF-36, then other 

validated generic scales, and finally condition-specific scales. 
 
*Usually one or other of these outcomes is sufficient. 
 

Outcomes should be named and numbered in a consistent way in all sections of the review including data tables. 
 
Search methods for identification of studies 

 

We will search for all published and unpublished RCTs of XX, without language restriction and in consultation with 
the Menstrual Disorders and Subfertility Group (MDSG) Trials Search Co-ordinator: 

 
• Electronic searches 

 
(1) We will search the following electronic databases, trial registers and websites:  
The Menstrual Disorders and Subfertility Group (MDSG) Specialised Register of Controlled Trials, the Cochrane Central 
Register of Controlled Trials, MEDLINE, EMBASE, PsycINFO and CINAHL.  
 
(2) Other electronic sources of trials will include: 

• Trial registers for ongoing and registered trials –  
o  http://www.clinicaltrials.gov (a service of the US National Institutes of Health) 
o http://www.who.int/trialsearch/Default.aspx  (The World Health Organisation International Trials Registry Platform 

search portal)   
• DARE (Database of Abstracts of Reviews of Effects) on the Cochrane Library at 

http://onlinelibrary.wiley.com/o/cochrane/cochrane_cldare_articles_fs.html (for reference lists from relevant non-Cochrane 
reviews)  

• the Web of Knowledge http://wokinfo.com/ (another source of trials and conference abstracts) 
• OpenGrey -  http://www.opengrey.eu/ for unpublished  literature from Europe 
• LILACS database http://regional.bvsalud.org/php/index.php?lang=en (for trials from the Portuguese and Spanish speaking 

world) 
• PubMed (for recent trials not yet indexed in MEDLINE) 
• Chinese databases available at time of search   

• Searching other resources 
(3) We will hand search reference lists of articles retrieved by the search and contact experts in the field to obtain 
additional data.  We will also hand search relevant journals and conference abstracts that are not covered in the 
MDSG register, in liaison with the Trials Search Coordinator. 

 
The MDSG trials search coordinator will help design your search and will run a search in the electronic databases listed 
under (1) above. It is the responsibility of the review authors to run and document the searches of other sources 
(those listed under (2) and (3) above, as appropriate). Trial registers are a very important source for recent and 
ongoing trials and it is mandatory to search them. Reviews of Chinese herbal or Chinese complementary therapies 
must search at least one Chinese database. Liaise with the MDSG Trial Search Coordinator (Marian Showell) to avoid 
duplication of handsearching and for other advice on searching.  
Advice on search strategies, accessing specific databases (including LILACS and Chinese databases), and lists of journals 
can also be found on the MDSG Module at: http://onlinelibrary.wiley.com/o/cochrane/clabout/articles/MENSTR/sect0-
meta.html  
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http://wokinfo.com/
http://www.opengrey.eu/
http://regional.bvsalud.org/php/index.php?lang=en


Document the search process in detail, to be reported in a PRISMA flow diagram in the review. Search strategies should 
be in the form of appendices in the review and not within the body of the text. 
 
N.B. It is mandatory to run/update searches for all relevant databases no more than six months (maximum 12 
months) before publication of the review. Ideally any new studies should be fully incorporated. As a minimum, 
potentially eligible studies should be referenced under “awaiting classification” or “ongoing”. 

 

Data collection and analysis 
 

There does not need to be any text under this heading. 
 

• Selection of studies 

After an initial screen of titles and abstracts retrieved by the search, conducted by XXX*, the full texts of all potentially 
eligible studies will be retrieved. Two review authors (XX and YY) will independently examine these full text articles for 
compliance with the inclusion criteria and select studies eligible for inclusion in the review. We will correspond with 
study investigators as required, to clarify study eligibility. Disagreements as to study eligibility will be resolved by 
discussion or by a third review author. The selection process will be documented with a “PRISMA” flow chart. 

 

*It is preferable (but not mandatory) that two people do this initial screen independently 
 

• Data extraction and management 
Two review authors (one a methodologist and one a topic area specialist) will independently extract data from eligible 
studies using a data extraction form designed and pilot-tested by the authors. Any disagreements will be resolved by 
discussion or by a third review author. Data extracted will include study characteristics and outcome data (see data 
extraction table for details, Appendix XX). Where studies have multiple publications, the main trial report will be used as 
the reference and additional details derived from secondary papers. We will correspond with study investigators for 
further data on methods and/or results, as required. 

 
Please note that data are often presented in a non-standardised format. Studies should be included irrespective of 
whether outcomes are reported in a “usable” way. In multi-arm studies, data from arms that do not meet eligibility 
criteria should be excluded. 

 
• Assessment of risk of bias in included studies 

Two review authors will independently assess the included studies for risk of bias using the Cochrane risk of bias 
assessment tool (www.cochrane-handbook.org) to assess: selection (random sequence generation and allocation 
concealment); performance (blinding of participants and personnel); detection (blinding of outcome assessors); 
attrition (incomplete outcome data); reporting (selective reporting); and other bias. Disagreements will be resolved 
by discussion or by a third review author. We will describe all judgements fully and present the conclusions in the Risk 
of Bias table, which will be incorporated into the interpretation of review findings by means of sensitivity analyses 
(see below). 

 

If likely sources of “other bias” can be identified in advance, these should be specified in this section and the number 
of domains increased accordingly. 

 

Please note that assessment of risk of bias involves considering the potential impact of each domain in the context of 
individual studies (or even individual outcomes). For example, lack of blinding may not increase the risk of bias if 
follow-up is complete and outcomes are unequivocal (e.g. live birth). 

 

Selective reporting is a type of reporting bias that affects the internal validity of an individual study (see Table 10.1A 
in the Handbook). It refers to the selective reporting of some outcomes (e.g. positive outcomes) and the failure to 
report others (e.g. adverse events). Trialists should report all pre-stated outcomes, which should include all outcomes 
that you would expect, such as adverse events. 
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We will take care to search for within-trial selective reporting, such as trials failing to report obvious outcomes, or 
reporting them in insufficient detail to allow inclusion. We will seek published protocols and compare the outcomes 
between the protocol and the final published study. 

Where identified studies fail to report the primary outcome of live birth, but do report interim outcomes such as 
pregnancy, we will undertake informal assessment as to whether the interim values (e.g. pregnancy rates) are similar to 
those reported in studies that also report live birth. 
 

• Measures of treatment effect 
For dichotomous data (e.g. live birth rates), we will use the numbers of events in the control and intervention groups of 
each study to calculate Mantel-Haenszel odds ratios (ORs). For continuous data (e.g. weight gain), if all studies report 
exactly the same outcomes we will calculate mean difference (MDs) between treatment groups. If similar outcomes are 
reported on different scales (e.g. change in weight) we will calculate the standardised mean difference (SMD). We will 
reverse the direction of effect of individual studies, if required, to ensure consistency across trials. We will treat ordinal 
data (e.g. quality of life scores) as continuous data. We will present 95% confidence intervals for all outcomes. Where 
data to calculate ORs or MDs are not available, we will utilise the most detailed numerical data available that may 
facilitate similar analyses of included studies (e.g. test statistics, p values). We will compare the magnitude and 
direction of effect reported by studies with how they are presented in the review, taking account of legitimate 
differences. 

Only include information relevant to the review (e.g. many subfertility reviews contain only binary outcomes.) 

• Unit of analysis issues 
The primary analysis will be per woman randomised; per pregnancy data may also be included for some outcomes 
(e.g. miscarriage). Data that do not allow valid analysis (e.g. "per cycle" data) will be briefly summarised in an 
additional table and will not be meta-analysed. Multiple live births (e.g. twins or triplets) will be counted as one 
live birth event.  Only first-phase data from crossover trials will be included. [OR: Statistical advice will be sought 
regarding the analysis of crossover trials, to facilitate the appropriate inclusion of crossover data in meta-analysis]. 

If studies report only “per cycle” data, contact authors and request “per woman” data. 

• Dealing with missing data 
The data will be analysed on an intention-to-treat basis as far as possible and attempts will be made to obtain 
missing data from the original trialists. Where these are unobtainable, imputation of individual values will be 
undertaken for the primary outcomes only. Live births will be assumed not to have occurred in participants without a 
reported outcome. For other outcomes, only the available data will be analysed. Any imputation undertaken will be 
subjected to sensitivity analysis (see below). 

If studies report sufficient detail to calculate mean differences but no information on associated standard deviation 
(SD), the outcome will be assumed to have standard deviation equal to the highest SD from other studies within the 
same analysis. 

• Assessment of heterogeneity 
We will consider whether the clinical and methodological characteristics of the included studies are sufficiently similar 
for meta-analysis to provide a clinically meaningful summary. We will assess statistical heterogeneity by the measure 
of the I2. An I2 measurement greater than 50% will be taken to indicate substantial heterogeneity (Higgins 2003*, 
2011**). 
 

*Higgins JPT, Thompson SG, Deeks JJ, Altman DG. Measuring inconsistency in meta-analyses. BMJ 2003;327:557-60.  
**Higgins JPT, Green S (editors). Cochrane Handbook for Systematic Reviews of Interventions Version 5.1.0 [updated March 2011]. 
The Cochrane Collaboration, 2011. Available from www.cochrane-handbook.org. 

• Assessment of reporting biases 
This section refers to review-wide reporting bias (e.g. publication bias, multiple publication bias, language bias etc). 
These forms of bias arise when the dissemination of research findings is influenced by the nature and direction of 
results, reducing the likelihood that all studies eligible for a review will be retrieved. Some types of reporting bias (e.g. 
publication bias, multiple publication bias, language bias etc) reduce the likelihood that all studies eligible for a review 
will be retrieved. If all eligible studies are not retrieved, the review may be biased. 

MDSG Sept 2013 
 

4  



In view of the difficulty of detecting and correcting for publication bias and other reporting biases, the authors will aim to 
minimise their potential impact by ensuring a comprehensive search for eligible studies and by being alert for duplication 
of data. If there are ten or more studies in an analysis, we will use a funnel plot to explore the possibility of small study 
effects (a tendency for estimates of the intervention effect to be more beneficial in smaller studies). 

• Data synthesis 
If the studies are sufficiently similar, we will combine the data using a fixed effect/random effects* model in the 
following comparisons: 
1. Factor X versus placebo, stratified by mode of administration and dose: 
(i) Low dose oral 
(ii) High dose oral 
 
2. Factor X versus alternative active therapy, stratified by alternative: 
(i) Factor G 
(ii) Factor H 

An increase in the odds of a particular outcome, which may be beneficial (e.g. live birth) or detrimental (e.g. adverse 
effects), will be displayed graphically in the meta-analyses to the right of the centre-line and a decrease in the odds of 
an outcome to the left of the centre-line. 

Define analyses that are comprehensive and mutually exclusive, so that all results can be slotted into one stratum 
only, and so that trials within the same stratum can sensibly be pooled. Stratification is not a requirement, but allows 
consideration of effects within each stratum as well as, or instead of, an overall estimate for the comparison. 

* In general, fixed-effect analysis can be used if it is reasonable to assume that the underlying effect size is the same 
for all the trials in the analysis. Otherwise consider using random-effects analysis to obtain an overall summary, or do 
not combine the trials. It is important that you can justify whatever decision is made. 
 

• Subgroup analysis and investigation of heterogeneity 
Where data are available, we will conduct subgroup analyses to determine the separate evidence within the following 
subgroups: 

1. Studies with an average age for women of over 35 years. 
2. Female participants aged over 37 years. 

If we detect substantial heterogeneity, we will explore possible explanations in sensitivity analyses. We will take any 
statistical heterogeneity into account when interpreting the results, especially if there is any variation in the direction 
of effect. 

Subgroups can be defined either by characteristics of the study or by those of the participants. In practice, the latter 
are unlikely to be available in reported data. Subgroups should be explicit and few. Preferably the rationale for each 
will be clear from the Background section. If not, it must be explained here. If subgroups are compared, this should 
be done with a formal statistical test. Note that interpretation of the statistical analysis for subgroups is problematic. 
 

• Sensitivity analysis 
We will conduct sensitivity analyses for the primary outcomes to determine whether the conclusions are robust to 
arbitrary decisions made regarding the eligibility and analysis. These analyses will include consideration of whether 
the review conclusions would have differed if: 

1. Eligibility were restricted to studies without high risk of bias 
2. A [fixed effect/random effects] model had been adopted 
3. Alternative imputation strategies had been implemented 
4.  The summary effect measure was relative risk rather than odds ratio. 

 
Overall quality of the body of evidence: Summary of Findings Table 
A Summary of Findings Table will be generated using GRADEPRO software. This table will evaluate the overall quality 
of the body of evidence for main review outcomes, using GRADE criteria (study limitations (i.e. risk of bias), 
consistency of effect, imprecision, indirectness and publication bias). Judgements about evidence quality (high, 
moderate or low) will be justified, documented, and incorporated into reporting of results for each outcome. 
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