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Instructions for use — remove this page before use

This document is intended to be used by sites, and should contain any information
relevant to the management and completion of CRFs, and the data within them.

Throughout this template you will find text in italics. This text is provided to guide you
in what should be described in each section. It should be removed prior to the first
version of the document being released to sites.

Those recruited to a trial are referred to here as participants. If however you feel
there is a more appropriate term for your trial, e.g. patients, please amend it.



GENERAL CRF COMPLETION GUIDELINES

Please add or remove where appropriate based on the design of your CRFs.

1. Please ensure the most up to date version of the CRF is being completed. The
CRF Version History section will outline details of the latest version, and you
can access these from <insert website or other as appropriate for your trial>

2. Please ensure you are completing the correct CRF, and that it is required at

this stage of the trial for the participant. This can be done by referring to the

CRF Completion Schedule later in this document.

CRFs should be completed in blue or black ink.

CRFs should always be signed and dated on the day of completion, unsigned

CRFs will be returned to site for signature.

5. All text must be provided in English <or specify alternative where
appropriate>.,

6. Data should not be erased from the CRF, either by obscuring the original
answer or by using correction fluid. Mistakes should be crossed through with a
single line, so the original data is not obscured.

7. Corrections should be placed as near to the CRF question as possible eg
directly next to, or above if space does not permit. This change should be
initialled and dated.

Bl

i wST 15=0CT= 2011
e B[114] o o [T X e ZTIETE X v (T2l X

8. The CRFs will contain boxes for data collection. Tick boxes should be
completed with a clear tick as opposed to a cross, line or other form of
marking. (This guideline can be removed if you do not use fick boxes on your
CRF)

Gender: Male IE Female |:| \/ Male -E|"x Male |ZI x Male

9. Where questions have a number of options, and have asked that you fick all
that apply, the boxes left blank will be considered not applicable to the
partficipant. In the example below it will be taken that the participant has not
experienced a cough or chest pains. It will not be chased as missing data,
therefore please ensure you provide all the appropriate data.

Which of the following symptoms has the patient experienced since their
last visit (please tick all that apply):

Cough D Fever B Shortness of Breath |Zr Chest Pains El

The preferred method for gathering data of this nature is to provide a Yes/No option
for each item to reduce ambiguigty. If you have chosen to adopt this method, then
you can remove Number 9, as Number 8 will be adequate.

10. Data which is not free text will generally be collected in boxes, with one box
per character. Please see examples below.
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11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Where numerical data, such as the example above, is requested on a CRF, if
the response is less than the maximum digits please put 0's in the leading
boxes, for example, if the answer to the above question was 37.9mg then the
CRF should be completed as 037.9mg (see example).
Dates should always be written in the following format <insert format eg dd
mm yyyy or dd mon yyyy>.
Time data should always be provide in the following format <insert format eg
hh.mm and state whether the 12 or 24 hour clock will be used> This guideline
can be removed if time data is not collected at all in the trial.
Further comments may be added to the CRF if necessary, but these should
be placed unambiguously next to the question it relates to.
Within free text questions the following abbreviations and symbols are
permitted for use:

Please add or remove as appropriate for your trial.

Itor L - Left
rt or R — Right
pt — Partficipant/Patient
N - Increase
V- Decrease
> - more than
= - more than or equal to
< -less than
< -less than or equal to
PRN - take (medication) when needed
Tx — treatment
Rx — prescription
PMH — past medical history
(Please note abbreviations will be spelled out in full during data entry.)

Please avoid using joined up writing when providing free text, all words should
be printed and legible.
If the answer to a question is Not Known please write ‘Not Known' next to the
question on the CRF. Writing NK in available boxes will also be acceptable.
If a test or procedure was not carried out, please write ‘Not Done’ next to the
qguestion on the CRF. Writing ND in available boxes will also be acceptable
Once a CRFis completed ensure a copy is placed in the participant’s file. This
may be a photocopy, a carbon copy sheet or the original if the CRFs are
faxed to the coordinating data centre.
CRFs should always be signed and dated by the person completing them,
and those people should be on the delegation log. However in the instance
a participant has completed the CRF, and it requires a signature, do not let
them sign it, it will compromise the confidentiality of the participant. If the CRF
requires a signature, it should be signed by an authorised member of staff at
site before being sent off.
If it becomes apparent that an error has been made on the CRF, please send
an amended copy to the <MRC CTU or insert as appropriate> with a cover
note to highlight that this is an updated version from the one previously sent
in. Ensure a copy of the amended CRF is retained at site along with the copy
of the original which was sent in. Both versions should be kept in the
participants file for audit purposes.
Before sending the CRF please ensure the following:

a. The most up to date version of the CRF has been used



b. The header information ie participant identifiers have been completed
correctly

c. The CRF has been signed, and dated by an authorised member of
staff whose name is on the delegation log

Please add any further trial specific guidelines.



PROVISION OF CRFS TO SITES

Detail how sites will be provided with CRFs, for example by post, or if they are going to be
asked fo print them, where they can access the CRFs from, ie a website or pdf. Outline
any special instructions which may be needed if a new version of a CRF is released.

In the event a new version of a CRF is released, this document will be updated, including
the Version History section, and will be distributed to participating sites so they are aware of
the most up to date CRF information. There will be an effective date specified for new
versions, after which time previous versions of the CRF will not be accepted, and will be
returned to site.



CRF COMPLETION SCHEDULE

Specify where sites should refurn completed CRFs to, eg a postal address or fax number. If
modes of return to the coordinating centre are different for different CRFs ensure that is
detailed here.

Please complete the table below, adding columns/rows as necessary, using ticks to

indicate which CRFs are expected at which visits. If necessary this page could be made
landscape to fit the table in.

TABLE 1. CRF COMPLETION SCHEDULE

Visit Visit Visit Visit Visit Visit Visit
name | name | name | name | name | name | name

CRF Name
CRF Name
CRF Name
CRF Name

Add further tables if you need to specify alternative completion schedules for more
information. If the ftrial has a large number of CRFs, and/or a potentially complex
completion schedule based on participant outcomes or events throughout the frial, then
please consider whether a flowchart may be of use here for clarity. Alternatively scenarios
of participant journeys and the CRFs which would be completed at each timepoint could
be provided as an appendix to this document. If these will be used please reference them
here.

TABLE 2. CRF RETURN SCHEDULE

Please complete the table below with the CRF Name, timeline which you expect sites to
return completed CRFs, eg within 1 week of visit, whether there are any CRFs which must
be completed by a specific member of staff eg Pathologist or Surgeon. If there are no
special instructions then please complete with ‘Authorised member of staff’..

CRF NAME RETURN TIMELINE TO BE COMPLETED BY

Please specify whether you require a blank CRF to be sent in to denote a missed visit, and
how site should indicate on the CRF that the visit was missed.

Please describe how sites will be informed of missing CRFs/missed visits as appropriate, and
what they are expected to do, including timescales following these nofifications. If there
are further centralised quality management/performance measures used in your trial/study
then please include details of how these will be managed here also.



Data return rates will be monitored centrally, whereby the number of expected CRFs will
be measured against the number received, and these results will be fed back to Oversight
Committees. Any concerns over data return rates will be raised with sites to allow sufficient

time to rectify or discuss any issues.



CRF COMPLETION GUIDELINES

The following pages will provide detailed information on how to complete each CRF, with
the use of screen shots and guidance text. These are infended to be used as a reference
while completing CRFs, to ensure they are completed correctly and at appropriate time
points for each participant.

It may also be useful to provide samples of completed CRFs in an appendix to this
document. If this is the case please include the following text in this section, substituting the
appropriate appendix number ‘For reference purposes there are a set of sample
completed CRFs in appendix xx.’



CRF NAME COMPLETION GUIDELINES

Guidance Completion
Text \:\‘

" When to complete the I
CRF

" When to complete
specific questions

" How to complete
unusual questions

" Who should sign the
CRF

= Common errors —
these will build as a
trial progresses

" Jt is important to
identify which field
comprises the Form
Date in your
database— this will
prevent confusion
when using the DCF
Report.

|
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Screenshot of CRF l
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|
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e e e

Repeat this page for all CRFs and CRF pages.



If you have any queries please contact <insert trial email address>



SERIOUS ADVERSE EVENT FORM COMPLETION GUIDELINES

Replace this screenshot
with your trial specific
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<Trial Name:>
EudralT Number:

Forrm n -Serious Adverse Event Reporting Form
<Wersionx <Version Release Datex

: SAE Form — maintaining
i appropriate guidance
| i

Page 1 of 2
ial et f
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If height was
taken at
randomisation,

there is no need

to re-measure the

participant.

Respansible
Clinician:

Institutdan:

The participant should be

Male

<Control Arm= |:|

Fernale I:I

aneigne [ [ [ Jon

s.weight [ [ [ ]

<Further arms K approprste s |:|

6. Body Surface Area |:| - |:|:

freport Fiest |:| Fallow up |:| If follow up specify numl:-er|:|

hma <Resesrch Arn= |:|

weighed at the time of the
event if possible. If not
enter the participants most
recentlv recorded weiaht.

‘Life-threatening’ refers to an event

7. Was the event? Serious I:I Motable |:|

8. Why wras the event serious? Fesultad inDeath |:| Life-threatening I:'

Required inp atiert hospitalisation or
prolong ation of existing hospitalization

[]

Buoth |:|

9, Where did SAE take place? Hospital |:| Oute-patient clinic |:|
Crher |:| If other please specify

Persistent or significant
disability/fincapaciog

Harne |:|

where the participant was at risk of

<4— death at the time of the event.

Congenital anarnalyf
birth defect

Murzing Horme |:|

Resolved| saaaelas

Detailgof SAE
10, Maip disgnosis/symplom | Enter the 11, Grade | 12, Dateol [ 13, SAE Status (lick one) 14, Dale
MALN EVENT in the first row, Tollowed by any < CTCAE o sl res o | ved
azsociatdd symiptomes) w30
Resolved
TN o ST

Chne0 CHine

Waorsened

-
]
]

[

[ | [

[

Azzocintdd symiptoms:
See next |:| |:| |:| |:| |:|
page for . OO0l
guidance _<
on these
sections. al by dications 15. Cycle Number |:|
TE.Tral prug 17.Date of lust | L8.A&ctualdase | 19.Date of 20.Route [Tick  [21.Causal  rela- |22 Expectednes (23, &ction taken
administration | given at mast miost recent ane ) tionship to SAE * [Tick ane ) due to SAE
recent admuinist ration [ Tick one ) [ Tick one )
SRy | administration LA
Owal I:ll:lzhmtzln.' Expeocted D Hane I:l
Intravenous I:l Probabily Unexpected |:| Dase |::Iu:t|:|D

N

Other

5uh:ut.‘||1!:|uE|

[]

Possibly

Uindik ey

Mot related

o [ [

e miin estrat ko

Treatment
Delayed

[
[
[]

Treatment
Feduwction B
Delayed

Treatment
stopped

* Wasthe svent ane of the recagnsed undesirable eflacts of the bral medeaton 2




SERIOUS ADVERSE EVENT FORM COMPLETION GUIDELINES - CONTINUED

G_ive the_ mo_st appropriate medical _term for t_he Reploce this screenshot
diagnosis. List the main symptom first, and list . ) .
up to two associated symptoms if required. with your trial speC|f|c
The main diagnosis may change during the SAE Form - mOiﬂTOiﬂiﬂg
course of the event. . .
Any symptoms not related to the main diagnosis appropriate guidance
need to be reported on a separate SAE form. Give the grade at the
Follow-up SAEs - the worst SAE grade for a :
symptom should be considered when reporting fieofle se g it &
the worst symptom experienced on the follow up Sl il (B 1he SAE status may
form reports over the change over the
) course of the event course of the event
Details of SAE v
10, Main disgnosis/ symplom | Enter the 11, Grode | 12, Dateol [ 13, SAE Status (lick one) 4 L, Dale
MALN EVENT in the first row, Tollowed by any 3 Bhset resolved
associated symiptoms) p— Th|s f|e|d
\‘. s | pesolved r.«:” ac| Onoaoinc | Waorsened| Fata W zgg’]u[l(ljefgclmfbe
|:| |:| |:| |:| |:| - the status is
Associnbed symptoms: resolved (Wlth
[] [] []] [] [] or without
|:| |:| |:| |:| |:| sequelae)
Trial Medications 15. Cycle Number |:|
LE.Tral Drug 17.0ate of test | LE.Actualdase | 19.Date of 20. Route [Tk 21.Causa rela- | 22.Expectednes | 23. Action taken .
administratian  |[givenatmast | mast recen ane) tianship to SAE * [Tick ane) due to SAE The action
:-l.“':-l.';;“f"'ﬁl‘l.nlnﬁ admuinest ration [ Tick ane ) !T.'.l'..‘l"'.“:"< taken due to
e S SAE may
Only complete the trial medications o Cocinnen Wlesectea Dlhuone [ ;:rl;\ange overf
section with trial drugs you know the Intravenous I:l Prababily I:‘ Unexpected I:‘ Dose reduct .'.D the S @
h . . ) e event
patient is receiving as part of the protocol gh,_-_h._-.nﬁ_-.hD — |:| Treatment |:|
treatment. Blinded trials - complete the s Clonsey [ :'”;’1”
details for the drugs, assessing causality o O Reducton s ||
and expectedness (if appropriate) as if the Hatrelated Delayed
patient were receiving that drug. Admin istrat .-.D Treatment |:|
I I I stopped
* Was the event one of the recognised undesiable etfects of the tria ‘1'!‘:.‘|.‘..‘||.‘/ \
\
\
A \\
Causal relationship Expectedness L _
Whether an event is related to a trial drug is defined as follows: -The Investigator must determine if the event is a
Definitely - the SAE is clearly related to the specified drug recognised side effect of the trial drugs, refer to the
Probably - the SAE is likely related to the specified drug protocol and associated documents for more information.
Possibly - the SAE may be related to the specified drug (Should -If the event was more serious than expected or had a
be selected if the participant is receiving more than one drug, and different presentation than expected, this should be
investigator is unsure which drug is causing the event.) recorded as Unexpected
Unlikely - the SAE is doubtfully related to the specified drug -Not required if causality is unlikely or not related.
Not related - the SAE is clearly not related to the specified drug
Administration - the SAE is related to the route of administration
of the drug







SERIOUS ADVERSE EVENT FORM COMPLETION GUIDELINES — CONTINUED

<Trial Namez>
Eudrall Number:

Form n -Serious Adverse Event Reporting Formn

Clinical
Trialz
Unit

MRC

<Warsion> <VWersion Release Date> Page 1 of 2
e I A v N A - N I I
Murnber: Initials: bitth:
e L[] Epeboneible
Hos pital Clinician:
Countrg: Instituton:
Trial Me dications (continued)
16, Trial Drug 17.0ate of fiest | 1B, Actual dase | 19.Date of 20.Route [Tk |21.Causal  sela- | 22.Expectednes| 23, Action taken
administration  |[given at mast one tipnship to SAE * [Tick onej dus to 58E
recent [Tick one ) [Tick one )
AWREy | administ ration
Oral I:‘ Dhehinibely I:l Expected I:l Haone |:|
Intravenaus DF‘th.‘lhl\' I:l Un:s:p!:tsdI:l D:\s-::::lu:h:\D
R D |:| Treatment |:|
Sulb-outa nee o Possibly Delayed
Other Dum.k:w I:l Treatment
I:l Reductan & |:|
Hatrelated Delayed
A:Immu:-hnt::\D Treatment D
stopped
Oral D Definitely D Expected D Naone I:l
Intravenous I:‘ Probabily D Unexpected D Dase m:lu:h:n'[l
5uh:u|:.‘||1=:luDF‘:ls-i-|h|\' I:l Treatment I:l
Delayed
Otz I:|Llnhlc:w D Treatment
Reduction & |:|
Mot related Delayed
Bdimiin istrat o n|:| Treatment I:l
stopped

* Was the event ane of the recognised undesirable effects of the trial medication

Trial interventions or other treatments (Exclude any therapy given for mansgement of SAE include concomitant
medication, readiotherapy and pallistive care. Conlinue on & separale shesl il necessbry)

24.Treatment 215.Total Daily | 26.Route 27.5tart Date | 2E.0ngoung | 29.End Date 30, Causal rela- | 31.Action taken
Dase tionship to SAE dus to SAE
S - I I
Enter N/A for oral L] o [ petinery [ ]|none [l
the dose if the —/——" Enbravenous D Yes D Frobakbily D Dase |=:Iu:t|:nD
treatmentis [— [ | Passily Treatment
surgery 5uh:ut.‘||1!:|uD I:l Delayed I:‘
Other D Uniikely I:l Treatmaent
h Reduction & |:|
Haot related D Delayed
>
. l - -~
Enter N/A in — Adimin .:-I:..'.I:.:mlj It';;;""";“t D
. __/ =
End Date if [—
the eat |:| Mo |:| Detinitaily |:| Hane |:|
treatment is P I:‘ Yoo D Frobalbily I:l Dase |=:Iu:t|:nD
i AV BN
ongoing Treatment
5uh:ut.‘||1!:|uD Possitiy I:l Delayed |:|
Other I:l Unlikely I:l Treatment
h Reduction & D
Haot related I:l Delayed
Bgdmin |:-t|nt|:|n|:| I;:;;';":“t |:|
Sy Mvad ad Name: Cate Complate




SERIOUS ADVERSE EVENT FORM COMPLETION GUIDELINES — CONTINUED

Replace this screenshot
with your trial specific
______ SAE Form — maintaining

<Trial Name>

i o .
i FudraCT Number: i oporor:)no’re guidance

MRC Unit Forrn r-Serious Adverse Event Reporting Form i |

<Wersion> <Wersion Relzase Date> "“I‘:.gagi‘n?‘z“'
ial jie it f
K I Y T T < I O A
Mospiea L | | | | [ [ [ [ [ [] Eepaneible
Cauntry: Insttution:

32, Describe seripus sdverse evenl Dincede mandestation & pragresson of event, any treatments guen n response to the & vent and
any relevant tests camied out e.g. WBC, gautrpghd cownt. Continwe on a sepamte sheet d necessary ).

-Describe the symptoms and signs the participant experienced during the manifestation and
progression of the event.
-Describe any treatments given in response to the event

-If the date of onset is before the date the event became serious, give the date when the

event became-serious.
-Please give all relevant medical details. The clinical reviewer will query the form if
appropriate details are missing

Enter.the. . ktic Tests:
Date the TP
test was

performed =

—h

35, Normal range

36, Result {+ units)

e you became sware of Lhis eventl | | || | | || | | | |

This refers to

both trial land: w—d!r this event likely o have been causal by anything other than the trestment listed previously on this
other treatment If Yes specify [include medif- . ; = . : :
Mo ez inveStigation ) Give details of any other information that may be relevant in

assessing the causality of the event.

et Telephme: Cate Complated:
T [T TT]

The SAE form must be signed and dated on each page by
an appropriate member of the site trial team. If this is not
possible within the reporting timelines then an unsigned
form should be faxed/e-mailed. At the earliest opportunity
someone with suitable authorisation should subsequently
check the SAE form, make changes as appropriate, sign and
then re-fax to the MRC CTU.




DATA QUERIES

Any questions which are not answered on the CRF, or those that are answered
ambiguously will be queried.

Please provide a summary of when sites can expect to be sent queries, and missing CRFs,
both on a regular basis and before interim analyses and DMCs etc.

Provide instructions for how sites should provide query responses. It is preferable for query
responses to be returned on the query report/Data Clarification Forms, rather than
returning amended CRFs, and this should be made clear if appropriate to your trial. Please
remind sites to take a copy of the query reponses to keep in the participants file, and to
ensure they have signed off query responses as per CRFs.

Please ensure the text below is included in this section. It is important that compliance with
this is checked during site visits.

Please ensure site copies of CRFs are amended in line with GCP; local procedures may be
followed but audit/monitoring activities will have to be able to follow the audit trail of
changes as they appear on the database.



CRF VERSION HISTORY

The table below shows a version history of all CRFs for <insert Trial Name>. Each CRF has its own section, and the most recent version will
be at the bofttom of each list. The effective from date is the date after which previous versions will not be accepted.

<Trial Name> CRF Version History

CRF Name :

Version | Effective from Effective to Date | Reason for Revision
Number | Date

CRF Name :

Version | Effective from Effective to Date | Reason for Revision
Number | Date

Each CRF should have its own section, and as new versions are created they should be listed in the appropriate section, with the most
recent version being the one at the bottom of each list. The effective from date is the date after which old versions of the CRF will no



longer be accepted, and when a version is superceded please complete the effective to date. Ensure a summary of the changes is
included in the Reason for Revision column.



APPENDIX 1 - PARTICIPANT SCENARIOS

If it would be helpful to sites to provide more information on when to complete particular CRFs,
then please add scenarios here, that decsribe a complex participant journey thorugh the frial,
and indicate which CRFs would be required at each appropriate timepoint.

If you would like to see examples of participant scenarios then please contact the Data Scientists
group.

If there will not be any scenarios inlcuded here, please remove this section.






APPENDIX 2 - SAMPLE COMPLETED CRFS

Please include any sample completed CRFs here. If there will not be any sample CRFs provided
please remove this section.



