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1.0 INTRODUCTION

The results of a trial are only as good as the data collected and analysed. Robust
tools are required to facilitate and maximize the collection and analysis of data to the
highest quality standard possible. The tool for data collection is referred to as a Case
Report Form (CRF).

A CRF is a printed, optical, or electronic document designed to record all of the
protocol required information on each trial subject (defined by ICH GCP section
1.11). CRF design should be a team effort and collaboration with a trial statistician is
recommended during the planning stages of the protocol. The CRF should collect
only data in an appropriate format, as set out in the protocol and for anticipated
analysis. If the trial team wish to collect data additional to that originally outlined and
approved, approval must be sought from the appropriate Research Ethics Committee
(REC).

The CRF is usually used to record data copied from original documents (also known
as source documents) such as medical records, laboratory notes, x-rays etc.
However the CRF can sometimes be the only document used to record source data
i.e. the place where the data is recorded for the first time, e.g. questionnaire. When
this is the case, this needs to be clearly identified in the protocol as recommended by
ICH GCP section 6.4.9.

2.0 OBJECTIVE

The objective of this Standard Operating Procedure is to aid in the design of paper
Case Report Forms (CRFs).

3.0 SCOPE

This SOP applies to paper CRFs used in clinical research where the South Eastern
Health & Social Care Trust has accepted the role of Sponsor. Instructions for the

design, validation and use of electronic CRFs are beyond the scope of this SOP.

Where the design of the CRF has been outsourced to a third party, such as a Clinical
Trials Unit, it may be appropriate to follow their SOP for CRF design.

This SOP does not apply to commercially sponsored research or research sponsored
by an external non-commercial organisation.

4.0 PROCESS

4.1  General Principles

The CRF is a standalone document which should be maintained by a dedicated and

authorised person throughout the duration of the study. The CRF should be subject
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to document control by use of version number and date. Any changes to the CRF
once finalised (e.g. due to a protocol amendment) should be documented.

The CRF should be designed to:

Allow for the accurate collection of the data items as required by the protocol, e.g. the
safety and/or efficacy endpoints for the study.

Reflect the schedule of study visits/assessments as per the protocol to facilitate data
collection.

Facilitate data entry using appropriate data formats, to ensure standardisation and
consistency of data quality.

Provide guidance for the collection of data and instructions of how to complete the
forms within the CRF.

4.2 CRF Design
42.1 Elements of the CRF

A well designed CRF needs to include both generic information and trial specific
information. The following sections should be considered when designing a CRF.

42.1.1 Front Page/Cover
The following elements are recommended for the front cover page of a CRF.

Trial Identification e.g. Trial Title
Trial Acronym (if available)
Sponsor Protocol Number
EudraCT Number

Trial Site

Principle Investigator

Patient Trial ID/Initials

4.2.1.2 Header

Use a header for the following information to appear on each page.
e Protocol Number
e Site/Centre Number or Name
e Patient Trial ID/Initials

4.2.1.3 Footer

Use a Footer for the following information to appear on each page.
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e Version number and date
e Pagexofy

4214 CRF Completion Instructions

The CRF needs to include a page for instructions on how to collect data and
complete the Form, which may include the following (but not limited to):

e Complete the CRF using a black ballpoint pen

e Ensure all entries are complete and legible

e Ensure that the header information (i.e. sponsor’s protocol number,
patient’s initials and patient’s ID) is completed consistently throughout
the CRF. If a patient prematurely withdraws from the trial a single line
must be drawn across each uncompleted page

e Ensure that all fields are completed on each page or an explanation for

missing data is recorded on the comments page

If a test was Not Done record ND in the relevant box (es).

Where information is Not Known write NK in relevant box (es)

Where information is not applicable write NA in the relevant boxes

The Principal Investigator (or a delegate) must sign and date the CRF

to certify accuracy, completeness and legibility of the data reported to

the sponsor in the CRF

e Record patient ID and initials (first, last name) on each page

e Complete all dates as day, month, year e.g. 13/Nov/2008. Partial dates
should be recorded as NK/Nov/2008

e Any change or corrections to entries on the CRF must be dated,
initialled and explained (if necessary). The original entry should be
crossed out with a single line and must not be obscured. The data
correction must be written down as near to original entry as possible

e The use of correction fluid is NOT PERMITTED

4215 CRF Modules/Pages

The details of these pages should be developed on a trial by trial basis,
depending on the complexity of the trial, protocol requirements and statistical
endpoints. If the protocol requires questionnaires these will also form part of
the CRF

Typically CRF pages are arranged in order of the schedule of
visits/assessments and may include the following (some example CRF pages
have been provided in the appendices):

Registration/Randomisation Form - eligibility criteria and consent
Demographics Form

Medical History Form

Physical Examination Form

Vital Signs Form

Laboratory Data Form
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Study Drug Administration Form

Concomitant Medications Form

Adverse Events (AE) Form

Serious Adverse Events (SAE) Form (See SOP 2)
Questionnaires

End of Treatment Form

Off Study/Withdrawal Form

4.2.2 Data Collection Format
There are different types of data collection responses:

Open: text, number, alpha numeric
Closed: Check box, multiple choice
Combination: open and closed
Analogue / rating scales

Open

Avoid free text if possible as it is almost impossible to analyse. For date / time, add
characters to boxes to ensure that the dates are collected in a uniform fashion
(dd/mmlyyyy). This is especially important with international trials. For numeric fields,
specify units if appropriate and avoid requesting unnecessary calculations.

Closed
Provides a list of options, eg yes/no. Checkbox is the clearest option. If using
coding, be consistent across all CRFs, eg ‘Yes’ is always 1, ‘No’ is always 2.

Combination
Generally used with the closed type questions when one of the possible responses is
‘Other’, or ‘Specify’.

Analogue/Rating scales
Use only validated instruments, e.g. Quality of Life Questionnaires. They are used to
measure one’s perception of a situation.

Use a standardised answer mode throughout all the CRFs, e.qg.:

Married? Yes / No by circling
Driving licence? Yes/No by underlining
Any children? ¥es / No by deleting
Good health? Yes (J/No (J by ticking a box
Smoker? Yes (Y) / No (N) by using a code

Tick boxes tend to be the easiest to complete and utilise for data entry
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4.2.3 CRF Layout

Keep adequate amounts of free space on the CRF page. Ensure alignment,
margins, spacing and fonts are consistent throughout the CRF booklet. Margins
should be large enough to accommodate hole punching/binding.

As much as possible, align text to the left with boxes to the right or centred so it is
easily understood which tick box is associated to which question:

Yes No
Married? ) )
Driving Licence? O O
Any Children? ) )
Good health? ) )
Smoker? ) )

The layout of the CRF should allow for ease of completion, as well as ease of data
entry. Things to look for with data entry include adding dropdown choices onto a
database, grouping same type of data together on the same form, eg dropdown
answers together, numeric together and alpha numeric together.

4.3 CRF Approval

The CRF should be reviewed and signed off/approved by the Chief Investigator prior
to use. Itis also recommended that approval from the trial statistician is obtained.

4.4 CRF Completion

Staff authorised to complete CRFs should be stated on the study delegation log.
Data recorded on the CRF, that are derived from source documents, should be
consistent with the source documents or the discrepancies should be explained and
the significance noted in the CRF and/or the patients medical records (ICH GCP
section 4.9.2).

4.5 CRF Amendments

Staff authorised to make CRF amendments should be stated on the study delegation
log. Any change or correction to a CRF should be dated, initialled and explained (if
necessary) and should not obscure the original entry (i.e. an audit trial should be
maintained).

Where a data query has been generated (for example by the trial co-ordinating
centre), the data query form should be completed and returned with a copy of the
amended CRF attached.

5.0 REGULATIONS, GUIDELINES, REFERENCES, SOP LINKS etc.
International Conference on Harmonisation (ICH) of Good clinical Practice.

SOP 2 Recording, Managing and Reporting Adverse Events
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6.0 APPENDICES

6.1 Appendix 1: CRF sign-off sheet

6.2 Appendix 2: Example Case Report Form (Pages)
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Appendix 1: CRF sign-off sheet

<insert protocol title>

CASE REPORT FORM APPROVAL FORM

CRF Page

Version number

Version date

I have reviewed the trial CRF and approve the use of the above document

Chief Investigator

Name Position Signature Date
(dd/mmmlyyyy
Trial Statistician ] /
/ /

Add Study Specific Approvals, as relevant for the study
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6.2 Appendix 2: Example Case Report Form (Pages)

This Example CRF can be used as a starting point for designing a study specific
CRF. The CRF should include all data which the protocol states will be collected.

CASE REPORT FORM

PROTOCOL TITLE

<Insert protocol title>

Protocol No: <insert protocol number>

SITE/SITE Number:

PRINCIPAL INVESTIGATOR:

PATIENT INITIALS:

PATIENT ID/NUMBER:

| am confident that the information supplied in this case record form is complete and
accurate data. | confirm that the study was conducted in accordance with the protocol
and any protocol amendments and that written informed consent was obtained prior to
the study.

Investigator’s Signature:

Date of signature:
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Protocol Number Patient Initials Patient Number Centre Number

INSERT

Registration/Randomisation Form

Inclusion Criteria Yes No*

L N

4 Iy

*If any inclusion criteria are ticked no then the patient is not eligible for the study.

Exclusion Criteria Yes No*

L Iy

* |f any exclusion criteria are ticked yes then the patient is not eligible for the study.

Add Study Specific Data, as relevant for the study

INFORMED CONSENT

Please note: written informed consent must be given before any study specific procedures take
place or any current therapy is discontinued for the purposes of participation in this study.

Has the subject freely given written informed consent? Yes No

Date of Informed Consent (dd/mmm/yyyy):

Investigator’s Signature: Date (dd/mmm/yyyy):
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Protocol Number Patient Initials Patient Number Centre Number

INSERT

Demographics Form

Date of Assessment (dd/mmm/yyyy):

Date of Birth (dd/mmm/yyyy):

Gender: Female Male

Height (m):

Weight (Kg):

Body Mass Index (BMI = Wt (kg)/H? (M):

Vital Signs Form

Date of Assessment (dd/mmm/yyyy):

Pulse Rate (bpm):

Blood Pressure seated (mmHQg): /

Electrocardiogram (ECG): Normal Abnormal*

*Description:

Add Study Specific Data, as relevant for the study
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Protocol Number Patient Initials Patient Number Centre Number

INSERT

Physical Examination Form (to be carried out by medical staff only)

Date of Assessment (dd/mmm/yyyy):

Code System *Abnormal Normal
1 General Appearance

2 Heart

3 Lungs

4 Abdomen

5 Extremities

* If ABNORMAL enter the code for each condition in the boxes below and give brief
details. Please use a separate line for each condition.

Code Details

Add Study Specific Data, as relevant for the study
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Protocol Number Patient Initials Patient Number Centre Number

INSERT

Medical History Form

Is there any relevant medical history in the following body systems?

Date of Assessment (dd/mmm/yyyy):

Code [System *Yes [No Code [System *Yes |No
1 Cardiovascular 9 Neoplasia

2 Respiratory 10 Neurological

3 Hepato-biliary 11 Psychological

4 Gastro-intestinal 12 Immunological

5 Genito-urinary 13 Dermatological

6 Endocrine 14 Allergies

7 Haematological 15 Eyes, ear, nose, throat

8 Musculo-skeletal 00 Other

*If YES for any of the above, enter the code for each condition in the boxes below,
give further details (including dates) and state if the condition is currently active. If
giving details of surgery please specify the underlying cause.

Use a separate line for each condition.

Currently Active?

Code Details (including dates) Yes | No

Add Study Specific Data, as relevant for the study
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Protocol Number Patient Initials Patient Number Centre Number

INSERT

Laboratory Form

Haematology Date of Assessment (dd/mmm/yyyy):

Haemoglobin (g/dl)

White Blood Cell Count (10°%/L)

Platelets (10%/L)

Absolute Neutrophil Count (10°/L)

Biochemistry Date of Assessment (dd/mmm/yyyy):

Alanine Aminotransferese (U/L)

Aspartate Aminotransferase (U/L)

Serum Albumin (g/L)

Alkaline Phosphatase (U/L)

Add Study Specific Data, as relevant for the study

Document Number: SOP/RAD/SEHSCT/005 Page 16 of 17
Version 2.0



Protocol Number

INSERT

Patient Initials

Concomitant Medications Form

Patient Number

Centre Number

Total .
Medication Daily Units Reason Start Date SR Continuing
Dose (dd/mmmlyyyy) (dd/mmmlyyyy)

Add Study Specific Data, as relevant for the study
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