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Background

Systematic reviews aim to identify, appraise and synthesise results from all studies addressing a wmmon
research guestion, using tedhniques which minimise bias. Many such reviews are undertaken by members
of the Cochrane Collaboration," an international network of healthcare workers, researchers and
consumers committed to the principles of evidence-based heathcare. This randamised trial, called ‘First
Contact’, addresses one key aspect of the conduct of these reviews.

In order to appraise studies which are identified, and to extrad preiminary data for a qualitative or
quantitative synthesis (when appropriate), the systematic reviewer often has to depend oninformation
avail able from pulished reports of the relevant studies. However, these published reports rarely provide
sufficient evidence necessary to complete athorough and wnbiased systematic review.? In particular,
alocation concealment and other aspects of study design have been poorly described in reports of
randamised trials,*® and seledive reporting of outcomes may result in biased availability of data to the
meta-analyst.® Some important statistics may not be reported, for example standard deviations of
cortinuaus data (particularly changes from basdline), intra-class corrdation coefficients for cluster-
randamised trials and total number of patients both randomised and analysed. Further problems associated
with extracting data from published reports are cnrected with inconsistencies between the analysis of
different studies sich as transformation of raw data, use of intention-to-trea analyses and varying
approades to outcome data such as ordinal and survival data.

To obtain missing information, systematic reviewers might approad the investigators of the studies they
have identified. Some reviewers put considerable dfort into tracking down investigators and data. The
appropriate anourt of effort will depend onthe importance of the missng information to the validity of
the systematic review. Contact details of a primary author may be obtained from most published papers,
and in recent publications an email address and/or a telephane number may also be available. However, it
isunclear which of various possible methods of first contact is most effective, both at establishing whether
the contad details are orrect and at obtaining information onthe study.

The principle of contacting investigators is encouraged within many groups of the Cochrane
Collaboration. The Cochrane Reviewers Handbook’ recommends researchers be mntaded with a view to
identifying additional trials. This can be auseful process® though no specific guidelines are provided in
the Handbodk for collecting additional data from trialists apart from in the context of individual patient
data reviews in which the triaists are ontacted for the raw data from their studies.’ Chalmers et al.
discuss issues of bias which may arise from including unpublished data, but conclude that these ae
unlikely to be more significant than biases associated with selective reporting. They also list a number of
pulications in which contacting investigators appeaed to be beneficial .*°

In May 1999 we surveyed the 44 then-existing Cochrane Review Groups to determine what
recoommendations they provide to their reviewers on contacting trialists. Thirty-one Groups (70%)
responded and we obtained four example letters and three generic letters that were supplied to reviewers.
Two were smple letters that included a request for explicit data or information; two would be
acompanied by atable to be completed; two would be accompanied by a form to be wmpleted and the
last appended a form which had been partialy completed by the reviewer with data extracted from



published reports, in which missng or unclear information was highlighted. Four letters provided some
information on the Cochrane Collaboration, three in an introductory paragraph and me in the form of
enclosed literature. An additional example letter was identified"® with which summaries of extracted data
were sent, along with arequest that missing items be supplied.

Methods for approaching primary investigators for spedfic information have nat been studied in detail,
though there is a wealth o literature on methods for improving survey resporse. A Cochrane review has
been initiated to systematicaly review studies of methods to influence the resporse rates to surveys.'
Existing meta-analyses of controlled studies have indicated that preliminary natification,*? follow-up®
monetary or non-monetary incentives' and appeals for help in a covering letter'® can significantly
improve resporse to surveys. Foll ow-up wsing special mail services or telephore has been advocated,™ as
have numerous other techniques including pre-paid postage using stamps'’ and dbtaining prior agreement
to perticipate'® (the so-cdled ‘foot-in-the-doa’ method). These results have nat al been replicated in
eliciting responses from clinicians. Randomised trials have demonstrated that genera practitioners can
respond to monetary incentives*®? and free pencils’* and that advance telephore cdls can influence the
response of gynaemlogists.”?> However, pre-natification has not been found to affect physicians.?® A
qualitative study of reasons why general practitioners fail to respond highlighted that recipients might be
too kusy and that questionnaires might be lost or discarded.”*

Whether findings from survey research are relevant to requesting information from principal investigators
of trials to be included in Cochrane reviews is unclear. The principal barrier may be failure to make
contact with the investigators rather than poor response to arequest that is adually received. First Contact
asesEs whether implementing a selection of appropriate techniques can affect the @llection o missing
information for systematic reviews.

Aim of thetrial

We aim to evaluate whether response and information retrieval rates from investigators, when contacted
with a request for information to contribute to a systematic review, can be affeded by how they are
approadied. We plan to do this by condcting a randamised trial of a standard letter compared with a
more intensive gproach involving advance warning, additional information, follow-up and aher
techniques aimed at improving resporse.

Terminology

Some cae is appropriate in the terminology used to describe the people involved in First Contact since
trialists and participants in the traditional sense might be seen as, conversely, participants and trialists in
the context of thistrial. Therefore, in this protocol, the following terms are used.

Systematic reviewer, or reviewer

A collaborator, or participant, in First Contact who is conducting a systematic review and is willing to
randamise methods of obtaining information from the studies he or sheidentifies, (analogousto a centrein
amulti-centre dinicd trial).

Primary investigator, or investigator

The author or contad person of a pulished study who is to be gproached by the systematic reviewer,
(analogous to a patient in a multi-centre clinical trial since they will be randamised to receive one
intervention).

Recruitment of ‘centres

First contact will be run along the lines of a multi-centre trial, in that we will recruit ‘ centres' to participate

in the trial. These ‘centres will be individuals or groups conducting systematic reviews. Cochrane

reviewers will be reauited using

* mailing to CCINFO, the email distribution list delivering general information to members of the
Cochrane Collaboration



e poster presentations at Cochrane Coll oquia

e ashort article in the Cochrane Methods Group rewsletter and Cochrane News

» correspondence with each Cochrane Review Group Co-ordinator (with permisson from Coll aboration
Seqetariat)

e advertising on appropriate Cochrane Collaboration internet pages, with links to an HTML version of
this protocol

* persona correspordencewith selected reviewers

» other measures judged appropriate by the First Contact steaing group.

Eligibility

Contact persons or authors (primary investigators) of published studies are digible for the study if (i) the
study has been identified as probably or definitely fulfilling the criteriafor inclusionin a Cochrane review,
(if) any information neaded to complete the systematic review is missing from the published report, and

(iii) a postal, or email, address is available for them. The reviewers shoud have mmpleted asessnent of
studies for inclusion in the review and any data extraction.

The essential criterion for entry into First Contact is that the reviewer is uncertain how first contact should
be made with the investigator in order to dbtain misgng information. In particular, the reviewer must be
uncertain whether the experimental or the cntrol intervention d First Contad will produce the best
results. Thus, if the reviewer is confident that a particular approac (for example, a telephore call) should
be used for a specific investigator, then that investigator should not be included in First Contact.

Reviewers may include investigators in the trial for whom previous contact attempts have yielded only a
new postal, or email, address.

There is no minimum number of investigators with which areviewer may participate in First Contact.

An investigator who is the contact person for more than ore trial should be included only once by any
particular reviewer. Shoud an investigator be randamised more than orce by mistake, he or she will be
treated as two separate investigators in the analysis (with appropriate sensitivity analyses).

Randomisation

Randamisation will be performed centrally at the UK Cochrane Centre in Oxford. A minimisation scheme
will be used to attempt to balance suspected paential confounding variables across intervention groups.
We mnsider the foll owing to be factors highly likely to aff ect response from investigators:

* Most recent date of certainty about the investigator’s address(or date of trial publication)

e Amourt, and rature, of information required

* Surfacemail or email contact

* Previous contact between the investigator and the reviewer

* Involvement of theinvestigator with the Cochrane Collaboration

Reviewers will be required to assign codes for eadh of these items before randamising an investigator into
First Contact.

On contading the randomisation centre, usualy by email or fax, reviewers will submit their name; thetitle
of their review; the Cochrane Review Group in which thisreview is being performed; an ID for the study;
and cktails of ead investigator sufficient to enable the minimisation randomisation (including whether
surfacemail or email will be used). The Data Coll ection Form (Appendix A) will fadlitate the llation of
this information. The randomised alocation and a unique identifier will be sent to the reviewer. Once
randamised, the investigators will be part of the trial and will be included in the analysis irrespective of
whether or nat they receive the dlocated intervention (an intention-to-treat analysis).



I nterventions

Two approaches to contacting investigators will be compared. The control intervention consists of asingle
request for missing information and the experimental intervention a multistage approach involving pre-
notification and follow-up among other techniques aimed at improving response. Ideally a reviewer will
follow the strategies we describe below. However, an element of flexibility is permitted such that certain
elements in the experimenta group may be dropped and others added.

Reviewers may include additional material in both interventions in ways that do not confound the
comparison of interventions. For example, reviewers might wish to include a list of al triads so far
identified, and request that additional trials with which the investigator is familiar are made known to the
reviewer.

Strategies for surface mail and for email are described separately.

Pre-notification Simplerequest J

| l;J

Follow-up
i \ 4
Outcome Outcome
assessment assessment

Flow chart

Surface mail: Control intervention

A single standard | etter, amended as necessary by the reviewer, containing
e ashort introduction to the review being undertaken

e arequest for data or pieces of information which are missing

An example for this|etter appearsin Appendix B.

This letter should be sent by surface mail to the postal address of the investigator.

If they receive no reply, the reviewer should wait twelve weeks after sending the letter before attempting
to contact the investigator again. After this period the reviewer may proceed in any way they feel

appropriate.



This intervention is intended to replicate the usual approach taken by Cochrane reviewers. However, we
do nd wish to hinder any attempts to dbtain important information that are used as standard by individual
reviewers.

Surface mail: Experimental intervention

A multi-stage gpproach to requesting data or information consisting of

1. A letter/padk of pre-natificationto be sent by regular mail to the postal addressof the investigator. This
shoud contain

¢ a Cochrane ledflet and, at the discretion of the individual reviewer, details of the Cochrane
Review Groupto which he or she belongs;

» theprotocol, or abrief version of the protocol, for the arrent review;

» thecitation(s) so far obtained for the investigator’s study with a comment concerning its qualities
or importanceto the systematic review;

e arequest that extra or new contact detail s (telephane/email address), or any new contad person
for the trial, be forwarded to the reviewer as 0n as possible (the envelope may be marked so as
to encourage someone to open it in case forwarding to the aldresse is inconvenient or
impossble);

» advancenatification of aforthcoming request for further information;

* aninvitation to contad the reviewer with any questions regarding the review. Multiple modes of
reply should be offered to the investigators, including surface mail, telephone, email and fax.

An example covering letter appeasin Appendix C.

This stage of the intervention has three specific objectives:. (i) to alow the investigator to initiate the

retrieval of information for their study; (ii) to identify, if necessary, more gpropriate contad

information for the study; and (iii) to improve the likelihood of resporse to the main letter by
providing pre-natification and information.

2. If the investigator responds to the pre-natification, the reviewer may enter into correspordence of any
type with the investigator in order to retrieve the missing information by the most convenient means.
If noreply isforthcoming then the reviewer should proceed to number 3.

3. A letter requesting the misgng information, posted three weeks after the pre-natification, containing

e areminder of the pre-natification;

» thecitation(s) so far obtained for the investigator’ s study;

« aform or table (perhaps the data extradion form being used for the review), which has been
completed as far as possible by the reviewer. This gould make dear which pieces of information
are missing or unclear from the published report. It may be helpful to enclose an urcompleted data
collection form for the investigator to fill in;

« natificationthat al contributions will be a&nowledged;

e natification that investigators approached by the reviewer will be mentioned in the review
irrespedive of any response;

* aninvitationto contad the reviewer with any questions regarding the review.

Multiple modes of reply should again be offered to the investigators, including surface mail,

telephane, email and fax.

An example @vering letter appeasin Appendix D.

This stage of the intervention aimsto (i) confirm the accuracy of the extracted information; (i) request

misgng information; and (iii) improve the likelihood of response by promising adknowledgement in

the final report.

4. An attempt to follow-up investigators who have not replied approximately four to six weeks after the
letter of request. This may be by any means available to the reviewer. We encourage the use of
telephane and email.

This stage of the intervention aims to further improve the response rate by reminding investigators
who may have forgotten to reply, by increasing the speed of any response, and by increasing the
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likelihoodthat correct contact information will be obtained if the postal addressfor the investigator
was incorrect.

email: Control intervention

As aurface mail, but sent by email. The observation time for email interventions is twelve weeks. If the
investigator responds, the reviewer may enter into email, or other, correspordence with the investigator in
order to retrieve the missng information by the most convenient means. If the amail i s unsuccessful (for
example, is returned because the email address no longer exists) then the reviewer should immediately
initiate the antrol arm using surfacemail (unlessthe Steering group tes received ndification gior to
randamisation that this action will not be taken, in which case the outcome for this investigator will be
‘failureto contad’.)

email: Experimental intervention
A multi-stage goproach to requesting data or information consisting of

1. A letter of pre-ndtification to be sent by email to the investigator. It is inadvisable to send email
attachments without the consent of the recipient. The body of the email should therefore contain
« abrief introduction to the Cochrane Coll aboration, with li nks to web sites for further details;
e an dofer to sendfurther detail s of the protocal for the aurrent review;
» thecitation(s) so far obtained for the investigator’s study with a comment concerning its qualities
or importanceto the systematic review;
e arequest that extra or new contact details (telephane/surface mail address), or any new contact
person for the trial, be forwarded to the reviewer as $onas possible;
* advancenatification of aforthcoming request for further information;
* aninvitation to contad the reviewer with any questions regarding the review. Multiple modes of
reply should be offered to the investigators, including surface mail, telephone, email and fax.
The example covering letter in Appendix C may be used as atemplate.
This stage of the intervention has three specific objectives: (i) to alow the investigator to initiate the
retrieval of information for their study; (ii) to identify, if necessary, more gpropriate contad
information for the study; and (iii) to improve the likelihood of resporse to the main letter by
providing pre-natification and information.

2. If the investigator responds, the reviewer may enter into email, or other, correspondence with the
investigator in order to retrieve the missng information by the most convenient means. If noreply is
forthcoming then the reviewer should proceed to number 3. If the email attempt is unsuccessful (that
is, ‘bources because the amail address no longer exists) then the reviewer is encouraged to
immediately initiate the experimental arm using surfacemail. The surface mail option may produce a
beneficial outcome since the letter may still reach the investigator (since eamail addresses may change
more frequently than postal addresses), or the letter may be forwarded or opened by a wlleague. If the
reviewer prefers, attempts to contact the investigator may cease, in which case the outcome for this
investigator will be *failure to contact’.

3. A letter to be sent by email requesting the missng information, pasted three weeks after the pre-
natification, containing
e areminder of the pre-natification;
« thecitation(s) so far obtained for the investigator’ s study;
* therequest for missng data;
« natificationthat al contributions will be a&nowledged;
e natification that investigators approached by the reviewer will be mentioned in the review
irrespedive of any response;
* aninvitationto contad the reviewer with any questions regarding the review.
Multiple modes of reply should again be offered to the investigators, including surface mail,
telephane, email and fax.



An example covering letter appearsin Appendix D.

This stage of the intervention aimsto (i) confirm the accuracy of the extracted information; (ii) request
missing information; and (iii) improve the likelihood of response by promising acknowledgement in
the final report.

4. An attempt to follow-up investigators who have not replied approximately four to six weeks after the

letter of request. This may be by any means available to the reviewer. We encourage the use of
telephone.
This stage of the intervention aims to further improve the response rate by reminding investigators
who may have forgotten to reply, by increasing the speed of any response, and by increasing the
likelihood that correct contact information will be obtained if the email address for the investigator
was incorrect.

Variations on these strategies

Minor variations on these strategies are permitted. For example, it may not be convenient to send
Cochrane brochures, or a reviewer may wish to add to the experimental group by including return
envelopes, or impressive headed paper. Substantial amendments should be approved in advance by the
Steering Group. The minimal criteriafor the interventions are
1. the control group receives a single uninvited communication within a 12 twelve week period
2. the experimental group receives at least two communications within a 12 week period, with at least
three elementsin addition to the control group from the following list:
* pre-notification
» follow-up
* incentive (e.g. acknowledgement, stamped addressed envelope)
» additional information

M easur es of outcome

The primary outcome of interest is the amount of missing information retrieved from the investigator

within twelve weeks of sending the original letter. A four point ordinal scale will be used:

1. Noresponse: no requested information retrieved

2. Inadequate response: some, but not all, requested information retrieved, and insufficient information
toinclude thetrial in the review with no important gaps

3. Satisfactory response: some, but not all, requested information retrieved, and sufficient information to
include the trial in the review with no important gaps

4. Perfect response: al requested information retrieved

Three secondary outcomes will be collected:
1. The time taken to receive some or all of the requested information
2. Any response or acknowledgement from the investigator or someone e se involved with the study or its
data. (Thiswill include aresponse from an ex-colleague stating the author has moved or died.)
3. Cost, in terms of
i. postage and telephone calls
ii. time

Outcomes will be collected on a Data Collection Form (Appendix A). The observation period is twelve
weeks from the date of sending the initial letter.

Analysis

Primary outcome

The primary analysis will be undertaken with a Bayesian logistic model using BUGS.” The effectiveness
of the experimental intervention will be measured by way of an odds ratio, defined as the ratio of the odds



of being in a better category on the experimental intervention relative to the odds of being in a better
caegory on the ntrol intervention. Thus an odds ratio greater than 1.0 indicates superiority of the
experimental intervention.

The proportional odds assumption will be examined when sufficient data have been collected. Shoud it
not appear to had we will perform logistic regression analyses yielding separate odds ratios for (i) al or
some requested information versus nore, and (ii) al versus some or none. The former will be the primary
outcome.

Sopping rule

An advantage of the Bayesian framework® is that a trial may be cntinuously monitored without fea of
obtaining spurioudy significant results. First Contact will be analysed at regular intervals and the results
will be made available to al participants (though na before results from six different reviewers are
avail able). Participants will therefore be ale to use the results to change the certainty or uncertainty they
have &ou how to contact investigators. The trial will continue for a minimum of two yeas. Thereafter it
will be stopped when paentia participants are sufficiently certain of the superiority of one intervention, or
the equivalence of the two, to refrain from randamising. As alast resort, the trial will be stopped when the
primary analysis indicates that (i) there is 99% probability that the odds ratio is greater than 1; or (ii) there
IS 99% probability that the odds ratio is lessthan 1; or (iii) there is 99% probability that the odds ratio lies
between 0.9and 1.1.

Sample size issues

Though the primary analysis will take aBayesian approach, indications of appropriate sample sizes’’ are
given in the table below. These are based onthe supposition that 50% of investigators will respondand
20% will provide complete information, though the sample sizes are robust to some variation in these. *’
The calculations indicae the following for a trial with 80% power and a 5% significance level: to detect
an increase in the response rate from 50% to 60%, 663 investigators would need to be gproached; to
detect an increase from 50% to 64% would require 224 investigators.

Control proportions Experimental proportions
sig. power no some full no some full Odds | Sample
level response | response | response | response | response | response | ratio size
5% 80% 0.5 0.3 0.2 0.40 0.33 0.27 15 663
5% 80% 0.5 0.3 0.2 0.36 0.33 0.31 1.75 345
5% 80% 0.5 0.3 0.2 0.33 0.33 0.33 2 224
5% 90% 0.5 0.3 0.2 0.40 0.33 0.27 15 887
5% 90% 0.5 0.3 0.2 0.36 0.33 0.31 1.75 462
5% 90% 0.5 0.3 0.2 0.33 0.33 0.33 2 298

Theinitia reauitment target for First Contact is at least 450investigators though, as described above, the
Bayesian approad to the analysis renders sample size issuies unimportant. Assuming a minimum average
of six investigators per reviewer this would require the participation d 75 reviewers. The first isaue of the
Cochrane Database of Systematic Reviews in 2000contained 672 protocols, 98 of which were new to that
issie. Asauming a @nsistent rate of reviews being undertaken, a recruitment of 10% of Cochrane
reviewers would see the target reached within two yeas. These estimates are mnsidered conservative,
given the expected reauitment of keen reviewers with many more than six investigators to contact.

Secondary outcomes

Thefirst of the secondary outcomes (time to resporse) will be analysed using standard log-rank “survival”
analyses techniques for time to first response (of any type) and time to first complete response. The second
secndary outcome (contad made, irrespective of data retrieval) will be analysed using an overal odds
ratio. The ast and time outcomes will be analysed using t-tests. Postage and telephone calls will be
transformed to equivalent costsin the United Kingdom.



A further secondary analysis will be performed if the tria stopsin favour of the experimental intervention.
Logistic regression will be used to determine whether response rates differ according to (i) time since
pubication and (ii) request for information or data (the distinction keing that the investigator would
normally be ale to provide the former without needing to refer to files) and (iii) surface mail or email.
The dichotomised outcome of some or al information retrieved versus no information retrieved will be
used for thisanalysis.

Exploratory analyses may be undertaken if the tria stops in favour of the experimental intervention in
order to generate hypotheses concerning which aspects of the experimental intervention are responsible
for the improved response. Pre-natification and follow-up may be investigated by examining the time &
which responses were received. Investigation o other factors is dependent on there being variability in
how the experimental interventionisimplemented.

Bayesian analyses of the primary outcome will be undertaken using a community subjective prior
digtribution elicited from members of the First Contact Steering Group, rticipants in First Contact and
experienced systematic reviewers. All elicitation will take placebefore any results are available.
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Appendix A FCovvrerireen,

Data Collection Form

Please see the form ‘Data Collection Form: Notes for completion’ for help in filling in this form.

Page 1: randomisation form

1. Reviewer
(Your details. All forms must include your Reviewer ID; other details need only be filled in on your first form)

Name: Reviewer ID (assigned by us; based on your initials):

Email:

Fax, address or telephone number if no email:

Your location (country): Review Group:

Review title:

2. Investigator
(Details of the person to whom you will write. This information will be used to maximise balance in the
randomisation process)

Study ID: Date last known at address:

(usually surname and year of publication) (please use dd/mm/yyyy format for all dates)

Amount of information to be requested (tick one):
Small (approx 1-3 items) O / Medium (approx 4-10 items) O / Large (approx over 10 items) [

Mode of contact: surface mail O / email O

Have you had previous contact with this investigator? Yes O /No O / Don’t know [

Is this investigator involved with the Cochrane Collaboration? Yes O /No O /Don’t know J

Please send the above details (or a copy of this page) to Mike Clarke for assignment:
email: mclarke@cochrane.co.uk or fax: +44 1865 516311
or post: UK Cochrane Centre, Summertown Pavilion, Middle Way, Oxford, OX2 7LG, UK

3. Assignment (the response to your request)

This investigator is assigned to  Experimental [0 / Control O

This investigator is assigned the Unique First Contact Identifier | FC

Please write this in the box at the top of this form (and the next page) and use it in future correspondence with us
about this investigator.
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Page 2: process and results

4. either Control Intervention FCoien

0O weeks | sent 0O on (date): by surface O | to (country): COsts:
[ email O

contained: request letter 0 other (specify):

or Experimental intervention

sent pre- on (date): by surface O | to (country): costs:
0 weeks notification [ / email 0
— contained (tick all that apply): letter 0 Cochrane leaflet 0 protocol [
other (specify):
sent request [ on (date): by S}uéfri;ﬁg to (country): costs:
4 weeks contained (tick all that apply): letter 0 table/form OO promise of acknowledgement [J
other (specify):
follow-up [ |©n (dates): to (country): costs:
19 weeks attempted: surface mail O email O fax O telephone O other (specify):

Any other attempts to contact the investigator

Other attempts: 1 | ©n (date): to (country): costs:

by surface mail 00 / email 00 / fax O / telephone 0 / other:

details (specify):

Other attempts: 2 | ©n (date): to (country): | costs:

by surface mail 00 / email 00 / fax O / telephone O / other:

details (specify):

5. Diary (Please log all responses from this investigator)

(1) Date received: Response to: pre-notification* O / request O / follow-up* O /
other(specify):

\ Got: rejection O / new contact details [0 / some requested information O / all requested information O

(2) Date received: Response to: pre-notification* O / request O / follow-up* O /
other(specify):

\ Got: rejection O / new contact details [0 / some requested information [0 / all requested information [

(3) Date received: Response to: pre-notification* O / request O / follow-up* O /
other(specify):

\ Got: rejection O / new contact details [0 / some requested information 0O / all requested information O

*applicable to experimental intervention only

6. Outcomes

At 12 weeks O / measured on (date):
other (specify):

Primary outcome: Information retrieved of that requested:
No information 0 / Inadequate response [ / Satisfactory response O / Perfect response [

Secondary outcome: Response:
Did you receive any response (from anyone) as a result of your letter(s)? Yes 0/ No O

7. Comments

Please return the form (keeping a copy for yourself) to Julian Higgins by mail to MRC Biostatistics Unit, Institute of Public
Health, Robinson Way, Cambridge CB2 2SR, UK or by fax on +44 1223 330 388
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Appendix B

Example letter: Control group

Dea Dr Studelieder,

You may be awvare of the Cochrane Collaboration, a world wide llaboration with the goals of preparing,
maintaining and making accessble up-to-date systematic reviews of the effects of health care. As part of
the Cochrane Everyday Ailments and Annoyances Group a systematic review is being undertaken in the
effediveness of xampal in the treatment of Lakov-Ezde€s disease. | am writing on behaf of our
collaborative team regarding the foll owing pullished study which is being included in this review:

Sudelieder, D., Trigh-Liszt, N.E., Urthawan, N. The dfect of oral xampal on Lakov-Ezdee's disease: A
randamised placebo-controlled trial. Journal of Controlled Trials. 199;31:196-203.

In order to represent your study adequately in ou meta-analysis we need additional information and hope
you can help us. We would greatly appreciate if you could provide us with the some information onthe
trial.

1. Would you ke ale to provide us the number of patients, mean and standard deviation or standard
error for the number of days off work for both the treament and control groups.

2. We would also like information which would alow us to classify the study acwrding to aur
methoddogica criteria.  Could you confirm whether the randomisation o patients to their
treatment/control group was concealed from the person responsible for the randamisation process?
Whowas blinded in thetrial (for example patients, investigators, assesors)?

If you have any further questions regarding our requests, please feel free to contact me.

Thank you very much for considering this request.

Yours sincerely

Ima Revyuer
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Appendix C
Example letter: Experimental group ge-notificaion

Dea Dr Studelieder,

You may be awvare of the Cochrane Collaboration, a world wide llaboration with the goals of preparing,
maintaining and making accesgble up-to-date systematic reviews of the effects of health care. As part of
the Cochrane Everyday Ailments and Annoyances Group a systematic review is being undertaken in the
effediveness of xampal for the treatment of Lakov-Ezde€s disease. | am writing on kehalf of our
collaborative team regarding the foll owing puldished study which is being included in this review:

Suddieder, D., Trigh-Liszt, N.E., Urthawan, N. The dfect of oral xampal on Lakov-Ezde€'s disease: A
randamised placebo-controlled trial. Journal of Controlled Trials. 199;31:196-203.

We would like to include this important study in a meta-analysis with ather, similar studies that we have
aso identified. However, some of the information we would need to do this is not available from the
article. We intend to write to you shortly with a breakdown of what information we would need to fully
represent your study in the review.

In the meantime | would be delighted to answer any questions you have aout our review. | enclose abrief
version of the protocol, and a ledlet which autlines the ativities of the Cochrane Collaboration and it's
product, The Cochrane Library.

A particular reason for this advance notification is in case there ae other personnel from your study whom
it would be more gpropriate for us to contact (for example, the person who holds the data). | would be
very grateful if you could send me mntact details of any such people, or forward this and any subsequent
letters to them.

Thank you in advance.

Yours sincerely

Ima Refyuer

Encs: Cochrane ledlet
Protocol for Cochrane review
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Appendix D
Example letter: Experimental grouprequest

Dea Dr Studelieder,

| hope you receved a letter from me ashort while ajo concerning a systematic review of xampal for the
treatment of the common cold which is being prepared under the auspices of the Cochrane Collaboration.
We are including the following published study:

Suddieder, D., Trigh-Liszt, N.E., Urthawan, N. The dfect of oral xampal on Lakov-Ezde€'s disease: A
randamised placebo-controlled trial. Journal of Controlled Trials. 199;31:196-203.

The Cochrane review process follows explicit methods. These relate, for example, to the strategies for
identifying relevant studies andincluding thesein the review, as well as data extradion and data synthesis.

The attached details have been dbtained from your paper. Where it has not been passible to obtain the
necessary information from the given text or illustrations, some items have been marked “UNCLEAR” or
“MISSING”. In order to facilitate the review processwe would greatly appreciate it if you could examine
the extracted information and inform us of

1. Any errors or misinterpretations in the etracted data. Please state clearly your reasons for
believing that the information extracted is wrong.

2. Any information you have available which is currently described as “UNCLEAR” or
“MISING”.

Any information you are aleto provide will be gratefully adknowledged in the published review. Even if
the data ae not available, please let me know as failure to collect the data should be noted in the review.

Please do not hesitate to contad me if you have any questions regarding the review, or this letter. Your
asgstance in this important heath issue will help us in our aim of presenting and synthesising the

worldwide randamised evidence with regards to the use of xampal in the treatment of Lakov-Ezde€s
disease.

Yours sincerely

Ima Refyuer

Encs. Dataextracted from study
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