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1 General information

1.1 Aim and application

· The aim of this procedure is to define all key aspects involved in CRF design. It is not the objective to specify a step by step working method, but merely to create a frame in which the working instruction can be developed.

· This SOP focuses on paper CRFs and should be read in conjunction with the SOP dealing with eCRF design.
1.2 Legislation and standards

· For clinical trials the minimum standards is based on ICH-GCP (http://www.ich.org/)
· Good Clinical Practice (GCP) is an international ethical and scientific quality standard for designing, conducting, recording and reporting trials that involve the participation of human subjects.
· Compliance with this standard provides public assurance that the rights, safety and well-being of trial subjects are protected and that the clinical trial data are credible.
· For electronic data capture 21 CFR Part 11 defines the criteria under which electronic records and electronic signatures are considered to be trustworthy, reliable and equivalent to paper records
· For non-clinical trials the minimum standards are decided on project by project basis, on a risk-based approach, in agreement with the Head of <Your Unit>, Project Leader at <your Institution> and the responsible Data Manager, while keeping the general objective of safeguarding the data from source document until database lock
· If local legislation requires additional standards for DM, then these need to be adopted.

2 Roles and Responsibilities

The responsibility for CRF design and development may vary between clinical research organizations (PI, CRA, data manager, specialty role).

	Roles
	Responsibility

	Data Manager
	· Provide input on the design review

	Project Leader or delegate
	· Lead the process of CRF design
· Provide input on the design
· Ensures adequate CRF’s for use in the study at all participating sites

	Trial Statistician
	· Provide input on the design


CRF completion instructions should be given to all participating sites to ensure data is collected in a standardized fashion.  A CRF completion guide would be highly beneficial in a multicentre study.

3 Definitions and abbreviations

Definition

· CRF
: A case report form (or CRF) is a paper or electronic questionnaire specifically used in clinical trial research. The Case Report Form is the tool used by the sponsor of the clinical trial to collect data from each participating site. All data on each patient participating in a clinical trial are held and/or documented in the CRF, including adverse events.

Abbreviation

· CRF
: Case Record Form

· pCRF
: Paper Case Record Form

· eCRF
: Electronic Case Record Form

· PI
: Principal Investigator

· SOP
: Standard Operating Procedure

· ICH
: International Conference on Harmonisation

· GCP
: Good Clinical Practice

· EDC
: Electronic Data Capture

· CRA
: Clinical Research Assistance

4 Method

CRFs should collect data for each study participant in an appropriate format, in accordance with the study protocol and as intended for statistical analysis. The design of a CRF and its completion have a direct impact on the quality assurance and control during monitoring.

4.1 General CRF Design guidelines

The way the CRF is designed depends on the variables that need to be collected.  Generally the following guidelines should be considered:

· Provide standard header and footer information (study name/number, IDs, Initials, Site name/number, page count, dates and version, signature, etc.)

· Adopt a standardised format throughout the design to ensure consistency in data capture and facilitate training for field workers.

· The arrangement of the data fields should be clear, logical and user friendly.

· Where possible, provide tick box options and keep free text to a minimum. 

· For variables where the actual value is captured, the number of boxes required should be adequate and if appropriate reflect the number of decimal places expected.

· The unit of measurement should be specified. 

· Consideration should be given as to how the CRF will relate to the trial database and so it is important to discuss its design with the Data Manager/Trial Statistician. 

· Make sure that all elements of the CRF are clear, especially for non-skilled personnel. 

· Seek advice from experienced Clinical Investigators. 

· Avoid requesting unnecessary calculations and/or conversions.

· Separate the CRF into sections by visit to ease organisation, and include a checklist at the front of each section as reminder of assessments required per visit.

· Where possible, provide a CRF trial schedule, to indicate which CRF pages are applicable to particular visits.

· Try to limit the use of ‘additional comments’ within CRFs as free text is more complex to analyse and should therefore be kept to a minimum.

· Use questions, prompts and provide instructions, which must be clear, concise and consistent with other CRF pages and the protocol.

· Use well-known terminology and abbreviations.

· Provide definitions when necessary.

· Avoid duplication (same data at different locations on CRF) unless explicitly needed for confirmation such as economic based questions.

· Ensure that the confidentiality of research participants’ personal information is maintained by separating identifiers into its own form so can easily be removed when sharing the data.

· Provide CRF completion guidelines document based on the design (how to deal with blank fields, coding, corrections, use black pen and capital letters, etc) as this will help minimise misinterpretations.

· Only collect data specified in the protocol and intended for analysis.

4.2 What data should be captured?

In general, CRFs should contain study identification information (study code, title, and sponsor).  All pages should have the subject’s ID and initials and date of visit captured.  There should be a place, preferably at the end of the CRF for the Principal Investigator or clinician’s signature to verify that all data is complete and accurate.

CRF pages are arranged in order of subject visits and generally include the following in a typical trial: 

· Inclusion/exclusion criteria checklist with tick boxes.

· If informed consent had been taken or date informed consent taken.

· Baseline data and demography data.

· Relevant medical history.

· Data specifically required by the protocol (eg clinical assessment data)
· Laboratory data.

· Adverse events.

· Concomitant medications.

· Withdrawal study form.

· Follow-ups.
· End of study Form
4.3 Layout

The layout of the CRF should be consistent throughout the entire CRF including alignment, page margins, spacing and fonts.  The CRF should not be overly cramped and should have sufficient space in the page margin to accommodate hole punching/binding.

4.4 How should the CRF be completed

· Use black ball point pen only, never use pencil.

· The date format should be specified and be consistent throught.  To avoid confusion dates should be captured as ‘dd-mmm-yyyy’ for example 01-Jan-2012. 

· Answers or sections should never be left blank, always enter something e.g. ‘unknown’, ‘missing’ or ‘not applicable’.

· Where free text is required, handwriting should be legible for anybody to read.

If a correction needs to be made, simply cross out the incorrect entry.  Do this with a single line so that the original entry is still readable.  Enter the correct data and initial and date the correction Never use correction fluid or obliterate the entries made on the CRF, it is important that someone is able to trace back.

4.5 Specific Procedure Layout
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4.7
Approval process and amendment

CRFs should be reviewed and signed off by the PI and the approval process should be well documented.

Amendment to the CRF may be triggered by a change in trial design or data requirements. These amendments should be tracked through version numbers and dates and approval documented in the Trial Master File.

5 Attachments and forms for completion

There is currently no attachment to this SOP 

6 References to other SOPs

· SOP for Database and electronic CRF design

7 Revision

	Version
	 Changes with respect to the previous published version

	Draft 
	Draft version presented at 2011 Data Management Workshop at ITM, Antwerp by Hiwot Debalke and Hercule Kalonji 

	Version 1.0
	Changes made based on discussion at the 2011 Workshop and subsequent harmonization process by Yves Claeys (ITM) and James Smedley (LSTM)


8 Approval and distribution

	
	Name and function

	Initiated by:
	Name and function of the person(s) initiating the document

	Approved by:
	Name and function of the person(s) approving the document

	Manual distribution:
	Indicate the manual distribution of the document.
E.g. ‘No manual distribution.’
E.g. ‘1 copy available in the laboratory.’
Preferably no hard copies of this document should be made unless absolutely necessary. 


9 References

· Techniques for Designing Case Report Forms in Clinical Trials Considerations for Efficient Data Management and Statistical Analysis (Online reference)
· Case Record Form Design 2009 Final  v1.0 The Joint Clinical Trials Office, An Academic Health Sciences Center for  London (Online reference) 

· Standard Operating Procedure 16 Case Report Forms (CRF)  Review: January 2008 Version 1.0 Warwick Clinical Trials Unit (Online reference)
· Wikipedia for modeling definitions (online reference)
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