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1 Retrospective Analysis
Collecting data on patients who have undergone haematopoietic stem cell transplantation facilitates retrospective analysis on outcomes. During the last 10 years many such analyses have been run and published in major journals through the work of a number of BSBMT investigators and Registry Data Managers.  The process of data collection from BSBMT centres is time consuming and the complexity of the variables requested is increasing so it is essential that Investigators follow certain rules when preparing retrospective studies to ensure that centres are not overburdened by continuous and overlapping requests. At the same time, there is a need to utilise the BSBMT Registry resources and the resources from the contributing transplant centres in the most efficient way. The aim of this document is to present guidelines on how such studies should be performed to further improve the way in which retrospective studies are designed, carried out, analysed and reported. 

What is a BSBMT retrospective analysis?

 A retrospective analysis is a study using information on events that have taken place in the past. In most cases data may have already been gathered and stored in the registry, while in other cases, new data, but always on past events, may have to be collected.

A BSBMT retrospective study should be initiated by a clinician (Principal Investigator {PI}) working in a BSBMT member centre, and be approved by the BSBMT CTC (Clinical Trials Committee). It must also be peer reviewed by another two clinicians who are not co-investigators in the proposed study.  The PI is responsible for the design, collection, cleaning and analyses of the data and its subsequent publication. 

Before writing any study proposal the Head of the Registry must be approached in order to ascertain that there are sufficient numbers of cases in the database for your study to be worthwhile.  It is the responsibility of the BSBMT Registry Data Managers to ensure that the correct procedures for data management are followed. All proposed studies must be presented to the CTC at the appropriate meeting. In some cases, where overlap of subjects is obvious, investigators should consider combining their protocols to form a single study.  All study proposals must be sent to the following CTC Members (as per the BSBMT website www.bsbmt.org) prior to submission for approval:

Chair of the CTC  


Dr Gordon Cook
Secretary of the CTC  

Dr Bronwen Shaw
Head of the BSBMT Data Registry 
Keiren.Kirkland@kcl.ac.uk
BSBMT Statistician 


Rachel.Pearce@gmail.co.uk
1.1 Procedures for retrospective studies
ALL STUDIES WILL BE COORDINATED THROUGH THE BSBMT DATA REGISTRY

Any active member of the BSBMT can initiate a retrospective study. An active member is any investigator belonging to a centre that submits data to the BSBMT. If an investigator wants to use BSBMT data, then initial enquiries must be made to the Head of the Registry. 
If the study appears feasible (in terms of numbers) the investigator should then approach the Chair of the CTC with a very brief description of the study. S/he can offer advice regarding the validity of the proposal and verify that a similar study is not being conducted already and thus give the green light to the investigator for a more detailed proposal.  At this point the study should be given a unique study number by the CTC Secretary. 

There are other potential types of studies besides retrospective registry based studies. An example would be a small case series of rare complications where the patients are first identified by a questionnaire to the centre, using registry study sheets thereafter to collect the necessary data. For these studies, a similar proposal as for registry-based studies shall be produced and approved by the CTC. This is particularly important if at any stage of the procedure, some data are to be obtained from the BSBMT database. The recommended procedure for this type of study is to first ask the centre if they are willing to participate in the study and if they have any patient(s) that fulfil the selection criteria for the study. After such approval has been obtained, the questionnaire or case report form (CRF) can be sent to the centre. 

1.1.1 Study protocol

Studies should not be initiated until a detailed protocol has been written, submitted to, and approved by the CTC. Once approved, the protocol should not be changed without informing the participating centres. The protocol must be submitted using the BSBMT CTC study proposal template which can be found on the website.  The protocol should include the following points:

1.1.2 Population 

The characteristics of the population should be described unambiguously: diagnosis, age, disease characteristics, transplant specifics, period, gender, etc. For example, all patients aged over 17 at time of transplant, receiving a second allogeneic transplant between 1999 and 2008 for relapsed AML. 

1.1.3 Objective

The objectives of the study and its main end points (overall survival, late effects, development of complications, etc.) should be listed and defined statistically. For example, the aim of the study could be the frequency of DLI for mixed chimaerism or outcome of unrelated HSCT for Ph –ve ALL.
1.1.4 Variables

The protocol should be accompanied by a list of variables (items, "database fields") that are essential for the study to be completed. This point is very important and should be thought out carefully. Given the characteristics of registry data a balance needs to be reached regarding the size of the population that will be available and the degree of completeness that can be achieved for each piece of data.  Variables should be divided between MED-AB variables (fields already present in the BSBMT database) and variables which are not usually and which may need to be stored separately.  These should be kept to a minimum (if at all).
1.1.5 Participants

For some studies, either for convenience or for other reasons, it may be advisable to restrict the number of participating centres. If this is the case, those centres should be listed at this point, either nominally or by characteristics. For example, all centres that perform more than 10 allografts per year for non-malignant diseases. 

1.1.6 Ethical committee approval

All patients undergoing HSCT now consent to their annonymised MED A or MED B data being submitted to the Registry.  Data used for retrospective analyses is either already held in the Registry, or requires updating.  Under these circumstances ethical committee approval is not generally required.  However, it is the CTC Chair’s responsibility to determine whether an ethical committee application is appropriate. 

1.1.7 Statistics

A description of the statistical techniques which will be used to analyse the data should be given. This should include grouping of variable codes, if applicable, and a clear explanation on how missing values will be dealt with. The BSBMT statistician should be contacted from the outset, and certainly before any protocol is put before the CTC for final approval.
1.1.8 Authors

The authorship of the projected publication must follow the published BSBMT guidelines (www.bsbmt.org). However, the study protocol should list authors such as the promoter of the study, the Registry data manager and statistician, pathologist, or any other investigator whose authorship will not be dependent on the number of patients provided for the study. 

1.2 Preliminary analysis

It is advisable that a description of the population as it already exists in the BSBMT database be produced as a first step. An important question to consider before a study is initiated is to document the completeness of the MED-B variables to be asked for. This is helpful to obtain an idea of the feasibility of the study, the likely statistical power of the investigation, and the amount of work necessary to fill in the missing data. 

2 Data collection

The request of data from centres is perhaps the single most important issue which needs to be addressed in order to maximise the number of centres who will be prepared to submit the data that is requested for any particular study.
2.1 Centre availability

If extra data needs to be requested, all centres involved should be approached with a copy of the protocol. 

2.2 Forms for data collection

If variables are not yet present in the BSBMT database, every attempt should be made to keep these new items to a minimum. A list of these items should be sent to the Registry Office to verify that these fields indeed do not exist, since the investigator may be unaware of fields which are present in the database but used only for a particular disease. If the items are not present and are vital to the specifics to the study columns requesting this data will be added to the final study spreadsheet by the Registry. 

2.3 Existing data

Data which has already been submitted should never be requested again. 
The existing data should be downloaded from the BSBMT database and processed into a format that will allow centres to see clearly which items are missing and are, therefore, to be submitted. 

2.4 Requesting data

Procedure to follow:
1) The Registry will forward an invitation letter (written by the PI), the protocol, and study data spreadsheet to each eligible centre.  A deadline for return of data will be included in the covering email.

2) If it becomes necessary, the Registry will remind centres that the data is due.

3) Once the data has been received, the Study Coordinator will immediately update the ProMISe database and the master study spreadsheet (which will be used for the analyses). 
2.5 Entering data

All MED-B data must be entered into the BSBMT database via ProMISe by the Registry data team. There are no exceptions to this rule. Keeping MED-B data outside the BSBMT database in local databases for studies, or other types of files is not acceptable and it will not be uploaded into the database if this rule is not adhered to. 

3 Procedures for statistical analysis of retrospective studies.

In all proposals for registry studies, a plan for the statistical analysis to be performed shall be included. With the exception of studies for which very simple statistical analyses are intended, it is mandatory that the BSBMT statistician perform the analyses. This plan shall include the intended methodology in enough detail so that it can be assessed. No study should be published in the name of the BSBMT unless such a review has been performed.

4 Authorship and acknowledgement guidelines

The BSBMT has issued authorship guidelines which can be found on the BSBMT website (http://www.bsbmt.org/pages/46-CTC_Clinical_Trials_Committee). These guidelines should be followed on publication of the retrospective study. 

Several journals now require listings of all contributing participants as an appendix to submitted papers. One recommended procedure is to list in the ’acknowledgements’, the Transplant Lead and Data Manager from each participating Centre. It is the responsibility of the Study Coordinator and PI of the study to collate such a list and ensure it is included when the paper is submitted to the journal. 

5 Step-by-step procedure

5.1 First step: requesting participation and study data
SEND TO THE TRANSPLANT DIRECTOR AND DATA MANAGER IN EACH ELIGIBLE CENTRE

5.1.1 Documents needed

a) A cover letter with an explanation of the study 

b) The study protocol
c) The number of patients involved in this centre... 

d) Give a deadline (depending on the size of the study this will be a minimum of eight weeks but frequently longer).
e) If there is no reply, repeat the request at least twice 

f) If the centre answers negatively, stop

g) If the centre answers positively, proceed as below....


5.2 Second step: requesting data

5.2.1 Chasing data request – do not do this before the deadline!
5.2.2 Following up data request

a) If there is no reply, 

· repeat the request at least twice
· the PI of the study can contact directly (phone, e-mail, meeting, etc) the centre physician who has agreed to participate in the study – The Registry will request this as appropriate
b) On receipt of data

· Thank the centre directly! 

5.3 Study completion

Always inform the participating centres when the study has been submitted/accepted for publication.  The Registry will do this.
5.4 Recommended flow and deadlines
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