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2 STAFF TRAINING RECORD

I have read the version 3.0 of TABUL-S-011 titled ‘COMPLETION OF CLINICAL CRFs’.
I understand the contents of the SOP and I am confident and able to follow the procedures describes within the SOP.

	Name
	Position
	Signature
	Date
	Name of Trainer 

(if applicable)

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


Please append additional sheets if required.

3 SCOPE/INTRODUCTION
This standard operating procedure defines the procedure of completing the clinical CRFs for participants that have consented to the cohort TABUL study. This SOP is for completion of hardcopy CRFs (source documents, paper copies)

4 PURPOSE/PRINCIPLE

The purpose of the SOP is to describe the procedure for completing the paper clinical CRFs. Detailed instructions are given regarding each field on the paper CRF, with the aim of providing clarification, removing ambiguity and thereby ensuring consistent data collection.
5 SAFETY CONSIDERATION

· Not Applicable
6 DEFINITIONS/GLOSSARY/ABBREVIATIONS
	CI
	-
	Chief Investigator

	CRF
	-
	Case Report Form

	CTRU 

	-
	Clinical Trials Research Unit

	EC prefix
	-
	Enrolled control (i.e. training case)

	EP prefix
	-
	Enrolled participant

	GCP
	- 
	Good Clinical Practice

	ISF
	-
	Investigator Site File

	NDORMS
	-
	Nuffield Department of Orthopaedics, Rheumatology and Musculoskeletal Sciences

	NOC
	-
	Nuffield Orthopaedic Centre

	PI
	-
	Principle Investigator

	PIS
	-
	Patient Information Sheet

	RN
	-
	Research Nurse

	SC prefix
	-
	Screened control (i.e. training case)

	SOP 

	-
	Standard Operating Procedure

	SP prefix
	-
	Screened participant

	TABUL
	-
	Temporal artery biopsy vs. ultrasound in diagnosis of giant cell arteritis

	TABUL OFFICE
	-
	TABUL Co-ordinating centre, NDORMS, Oxford

	TMF
	-
	Trial Master File

	US
	-
	Ultrasound


7 RESPONSIBILITIES
The Chief Investigator is the person who takes overall responsibility for the design, conduct and reporting of the study. 
The Principle Investigator is the person who takes responsibility for the conduct of the study at their specific site.
The Trial Co-ordinator is responsible for conducting the clinical trial according to Good Clinical Practice (GCP) under the supervision of the CI.
Where relevant, the Research Nurse (RN) is responsible for the day-to-day clinical co-ordination of the study at their site, under the supervision and guidance of their PI. 

8 DETAILED METHOD
8.1 General CRF completion instructions
8.1.1 CRFs are only to be completed by authorised personnel to whom the responsibility has been delegated by the PI. This must be recorded on the delegation log and placed in the ISF.

8.1.2 Always use ink.

8.1.3 Ensure data entry is as complete as possible without omissions. If data are unavailable cross through the blank field.

8.1.4 Record dates in the agreed format. Do not record incomplete dates (i.e. if you know the month and year, but not the day, cross through the blank field; e.g.  --/04/05).

8.1.5 Ensure all entries are accurate, legible and verifiable with the source data in the medical record. Never invent data.

8.1.6 The patient’s identity should remain strictly confidential at all times, for this reason it is imperative that the participant is identified by a study ID and initials only on the CRF. A record must be kept by the Investigator of participants in the study consisting of the participant’s full name and study ID; this is the Subject Identification Log.

8.1.7 Once complete the CRF must be signed by the site Investigator or designee (as appropriate) to assert that he/she believes they are complete and correct. The site investigator is responsible for the accuracy of the CRF.

8.1.8 The CRFs should be kept in a secure location in study ID number order within the ISF. Original CRFs should be returned to the Sponsor/lead Site (TABUL Office), when complete, in accordance with the agreed process. 

8.1.9 Never over-write an entry. Corrections, additions and deletions should be made as follows:

· Cross out an incorrect entry with a single line so that the incorrect entry should still be readable. 
· Never use correction fluid or obliterate entries made on the CRF.

· Enter the correct data alongside any alteration

· Initial and date the correction, and where necessary give an explanation of the correction.

8.2 TABUL Specific CRF instructions – Clinical CRF – Visit One: Screening and Baseline
Note: Once screened and enrolled Study IDs are assigned please ensure that they are completed on all pages of the CRFs (e.g. SP-01-001 and EP-01-001). 
Note: If additional copies/pages are required please visit TABUL website: https://weblearn.ox.ac.uk/portal/hierarchy/medsci/department/ndorms/tabul
For specific CRF instructions please refer to Table 1.

Table 1
	CRF title
	Page No
	Section title
	Comment

	Visit One: Screening
	1
	Study visit date:
	The visit date is the date the screening assessment was carried out.

	
	
	Screening number
	Enter the screening number from the subject identification log

	
	
	Age
	The candidate must be age 18 or over.

	
	
	Inclusion criteria and Exclusion criteria
	All eligibility criteria must be assessed to determine eligibility, however, if the participant fails any eligibility criteria then it may not be necessary to spend time assessing them for further eligibility criteria; the rest of the CRF may be left blank. Please enter the consent date.

	Visit One: Baseline
	1
	Date of birth
	Must correspond to the candidate’s age at screening.

	
	
	Smoking habits
	The participant is considered a current smoker if they’ve smoked within the last month.

The participant is considered to be a previous smoker if they’ve smoked in the past but haven’t smoked for over a month preceding the Study visit date.

The participant is considered to have never smoked if over their past history they’ve never smoked or have smoked for a very short time (less than a month).

	
	
	Age stopped
	This is the age they last stopped smoking (regardless of previous episodes of ‘giving up’)

	
	
	Age started
	This is the age they first started smoking (regardless of previous episodes of ‘giving up’)

	
	2
	Conditions
	Record if the participant has or has ever had any of these conditions.



	
	
	
	Remember to provide details on page 25 (conditions log).

	
	
	Previous and Current Medical history - Code
	If in the opinion of the investigator there is relevant medical history record the related code.

One row should be used for each separate condition; the same code may therefore be used more than once.
Do not duplicate the conditions from the ‘conditions’ table above’.

	
	
	Onset date
	The onset date of the relevant medical history condition should be recorded, either the month and year or just year if month is unknown (in which case cross through the month field). If date is completely unknown cross through the whole date field.

	
	
	Code: GCA
	There should not be a ‘previous’ diagnosis of GCA else they fail exclusion criteria 1. There should not be a current diagnosis of GCA as at this stage there’s only a clinical suspicion, as participant fails inclusion criteria 1.

	
	3
	Presenting symptoms – pre steroids

	If the participant has not started a course of high dose steroids within the last 7 days answer ‘No’ to the first question and retrospectively complete the steroid start date once they commence steroids, leave the rest of the page blank.

If the participant has started a course of high dose steroids in the last 7 days enter the start date, it should be within 7 days of the screening visit date else the participant fails exclusion criteria 2.

	
	
	
	Answer ‘yes’ or ‘no’ to each of the four categories (General, Pain in or around the head, visual and any others) and tick each of the symptoms which are present. For any others, if possible, use one line for each ‘other’ symptom. Ensure they are not specified in the lists above.

	
	
	
	Remember to provide details on page 26 (symptoms log).

	
	4
	Presenting symptoms – current
Symptoms
	The first question should be answered for all participants. Only complete the rest of the table for those participants whose symptoms have changed since starting steroids (i.e. Yes to the first question) or who have not started steroids (i.e. Not applicable to the first question).

	
	
	
	See instructions for symptoms on page 3.

If symptoms have changed since starting steroids do provide details of all symptoms still present or any new features in this table. This is a snap shot of the participant’s symptoms at this visit.

	
	
	
	Remember to provide details on page 26 (symptoms log). The log should have one line for each ‘symptom episode’.

	
	5
	Specific physical examination
	Remember to assess both the right and left sides in the first table.

Remember to provide details of any features which are present in the second table.

	
	6
	Pre steroid results
	Tick not available if participant has not started steroids or did not have any blood tests prior to starting steroids or if prior blood test results are not available.

If some but not all pre steroid test results are available please cross through any test which isn’t available.

	
	
	
	Routine bloods are to be taken on the visit and data inputted into the CRF when available.

	
	
	CRP
	If the CRP result is in the normal range, tick the box and leave the value fields blank.

	
	
	Baseline results
	Please make every effort to obtain these results (NB Plasma viscosity is not applicable for all sites).

	
	
	Haematology,  ANCA, Urine dipstick
	If ‘not done’ is ticked leave all results blank. Otherwise cross through those which were not done.

	
	
	General
	Provide the results in one unit only, the same unit as the results were provided from the lab.

Ensure the correct field is completed.

Comment on any out of range results.

For ESR, CRP, ELISA MPO and ELISA PR3 either provide the absolute value or enter in the greater than (>) box where the result is greater than the upper level of sensitivity of the assay.
Please take extra care with this form, local lab results are very prone to transcription errors when transcribing onto paper CRFs.

	
	7
	Diagnosis
	Please tell us how certain the investigator is of the diagnosis of GCA based on the evidence collected so far.

	
	
	Steroids
	Please give details of any steroids given currently or in the past.

	
	
	Immunosuppressants
	Only provide details of Immunosuppressants the participant is currently taking.
NB Enter the total daily dose within the ‘Total Dose field unless the drug is Methotrexate, in which case the total weekly dose will be entered.

	
	
	End of visit checklist
	Don’t complete the form until the ultrasound, biopsy and visit two appointments have been made; this may not be at Visit 1.
It’s important that the ultrasound and biopsy are carried out within the protocol timeframe (i.e. 7 days of starting steroids).

If the patient will not continue for any reason complete the patient discontinuation form.

If the patient is taking any concomitant medications (other than steroids or immunosuppressants) please complete the concomitant medication page (page 27).


NOTE: Remind the participant to report any adverse events or serious adverse events.
8.3 TABUL Specific CRF instructions – Clinical CRF – Visit Two: Two weeks
Note: Once screened and enrolled Study IDs are assigned please ensure that they are completed on all pages of the CRFs (e.g. SP-01-001 and EP-01-001). 

Note: If additional copies/pages are required please visit TABUL website: https://weblearn.ox.ac.uk/portal/hierarchy/medsci/department/ndorms/tabul
For specific CRF instructions please refer to Table 2.

Table 2

	CRF title
	Page No
	Section title
	Comment

	Visit two: Two weeks
	8
	Visit date
	If the two week visit did not take place on schedule please provide a comment.

	
	
	Biopsy
	If the biopsy was done and consisted of artery complete the details.

If the information is available in the surgical records specify the site of the biopsy, if only the side is specified and not the site tick the relevant side(s) in the ‘section of artery not defined’ section. If only the site is specified but not the side(s) tick the ‘side not defined’ box in the specified site section.

If the biopsy was not done, give the reason at the bottom of the page.

If the biopsy report is available, comment on whether the results are consistent with GCA. 

If the biopsy report is not available give the reason within the ‘if no report available, reason’ section.

	
	9
	Conditions
	Refer to page 2 (baseline conditions).

For any conditions that are ticked ‘never’ or ‘past’ at baseline complete the table to record whether they have still ‘not occurred since last visit’ or have ‘occurred since last visit’ (baseline).

If any have occurred since baseline AND resolved tick the resolved box.

Remember to provide details of the onset and resolution date (where applicable) on page 25 (conditions log).

For any conditions that are ticked ‘current’ at baseline but have since resolved tick the resolved box.

Remember to provide the resolution date on the same row as the corresponding onset date on page 25 (conditions log).

For any conditions ticked ‘current’ at baseline which have not resolved complete the relevant field to describe whether the condition has got better, worse or no change.

(no details for page 25 in this case)

	
	10
	Symptoms
	Please take extra care with this page as this is the page which is creating the most data discrepancies.

1. Identify the symptoms which were not present at baseline (most likely the current symptoms page 4; but may be the pre-steroid page 3 if symptoms were not changed since the onset of steroids).

a. For each of these symptoms identify if they are still absent at this visit; in which case tick ‘not occurred since last visit’ OR 
b. If they are now present; in which case tick occurred since the last visit. OR
c. If they occurred between the visits but have since resolved; in which case tick ‘occurred since last visit’ and ‘resolved’.

2. Identify the symptoms which were present at baseline.
a. For each of these leave the fist two tick boxes blank.

b. Determine if they have since resolved – in which case tick resolved.

c. If they are still present indicate whether they are better, worse or unchanged (no change).
Provide details of the symptoms on the symptoms log (page 26):

Add new symptoms (occurred since last visit) as new rows and add resolved dates to existing conditions which have resolved

	
	11
	Specific physical examination
	Remember to assess both the right and left sides in the first table.

Remember to provide details of any features which are present in the second table.

	
	12
	Laboratory results
	Please make every effort to obtain the ESR, Plasma viscosity (if applicable for your site) and CRP results.

	
	
	
	If the CRP result is in the normal range, tick the box and leave the value fields blank.

	
	
	
	For the haematology, ANCA and urine dipstick tests; if ‘not done’ is ticked leave all results blank. Otherwise complete those tests which were done and cross through those which were not.

	
	
	
	Provide the results in one unit only, the same unit as the results were provided in from the lab.

Ensure the correct field is completed.

Comment on any ‘out of range’ results.

For ESR, CRP, ELISA MPO and ELISA PR3 either provide the absolute value or enter in the greater than (>) box where the result is greater than the upper level of sensitivity of the assay.

Please take extra care with this form, local lab results are very prone to transcription errors when transcribing onto paper CRFs.

	
	13
	BVAS
	Please assess each section with regards to whether any symptoms are present and attributable to active suspected GCA.

Only tick items attributable to active suspected GCA.

	
	14
	VDI
	Assess each section for damage which has occurred since the onset of suspected GCA only. Any damage as a result of ‘co-morbidity’ present before the onset of suspected GCA must not be scored.

	
	15
	Diagnosis
	Please provide details of the participants diagnosis based on your assessments.

If the participant doesn’t have features consistent with a diagnosis of GCA don’t rapidly withdraw steroids without first contacting the TABUL Office (who will be able to provide further diagnostic information from the ultrasound examination). If you are not considering rapidly withdrawing steroids please provide a reason.

After contacting the TABUL Office please document your decision to rapidly withdraw steroids.

PLEASE NOTE: the unblinding of the ultrasound result must only be done by the TABUL office.

	
	16

	Steroids
	Please answer the ‘has the participant taken any steroids?’ question with regards to whether they’ve taken any steroids during the study (i.e. since the screening visit). Please indicate whether the steroids are being given for suspected GCA or another condition. Give details of any steroids they are currently taking in the ‘current steroids’ section. Give details of any they’ve been on since screening but have now stopped in the ‘previous steroid preparations’ section. We would like to collect information regarding tapering of steroids. 

	
	
	Immunosuppressants
	Only provide details of Immunosuppressants the participant is currently taking.

NB Enter the total daily dose within the ‘Total Dose field unless the drug is Methotrexate, in which case the total weekly dose will be entered.

	
	
	End of visit checklist
	Don’t complete the form until the Visit 3 appointment has been made. If this appointment will never be made the study team must be informed and the participant withdrawn. Complete the patient discontinuation form. If the patient will not continue for another reason complete the patient discontinuation form.

If the patient is taking any concomitant medications (other than steroids or immunosuppressants) please complete the concomitant medication page (page 27).

If the patient has had any adverse events or serious adverse events please complete the Adverse Event / Reaction Reporting page.


NOTE: Remind the participant to report any adverse events or serious adverse events.

8.4 TABUL Specific CRF instructions – Clinical CRF – Visit three: Six months
Note: Once screened and enrolled Study IDs are assigned please ensure that they are completed on all pages of the CRFs (e.g. SP-01-001 and EP-01-001). 

Note: If additional copies/pages are required please visit TABUL website: https://weblearn.ox.ac.uk/portal/hierarchy/medsci/department/ndorms/tabul
For specific CRF instructions please refer to Table 3.

Table 3

	CRF title
	Page No
	Section title
	Comment

	Visit two: Six months
	17
	Visit date
	Enter the date that the six month visit took place.

	
	
	Conditions
	Refer to page 9 (“two weeks” conditions).

For any conditions that are ticked ‘not occurred since last visit’ at two weeks; complete the table to record whether they are still ‘not occurred since last visit’ or have ‘occurred since last visit’ (two weeks).

If any have occurred since two weeks AND resolved also tick the resolved box.

Remember to provide details of the onset and resolution date (where applicable) on page 25 (conditions log).

For any conditions that are ticked ‘occurred since last visit’ at two weeks or which were ongoing since baseline but not resolved at two weeks; if they have since resolved tick the resolved box.

Remember to provide the resolution date on the same row as the corresponding onset date on page 25 (conditions log).

For any that are ticked ‘occurred since last visit’ at two weeks or which were ongoing since baseline but not resolved at two weeks which have still not resolved; complete the relevant field to describe whether the condition has got better, worse or no change.

(no details for page 25 in this case)

	
	18
	Symptoms
	Please take extra care with this page as this is the page which is creating the most data discrepancies.

1. Identify the symptoms which were not present at the two week visit (page 10); i.e. either ‘not occurred since last visit is ticked’ or ‘resolved’ is ticked.

a. For each of these symptoms identify if they are still absent at this visit; in which case tick ‘not occurred since last visit’ OR 

b. If they are now present; in which case tick occurred since the last visit. OR
c. If they occurred between the visits but have since resolved; in which case tick ‘occurred since last visit’ and ‘resolved’.

2. Identify the symptoms which were present at baseline; i.e. ‘occurred since last visit’ has been ticked or ‘better / worse / no change’ has been assessed.

a. For each of these leave the fist two tick boxes blank.

b. Determine if they have since resolved – in which case tick resolved.

c. If they are still present indicate whether they are better, worse or unchanged (no change).
Provide details of the symptoms on the symptoms log (page 26):

Add new symptoms (occurred since last visit) as new rows and add resolved dates to existing conditions which have resolved.



	
	19
	Specific physical examination
	Remember to assess both the right and left sides in the first table.

Remember to provide details of any features which are present in the second table.

	
	20

	Laboratory results
	Please make every effort to obtain the ESR, Plasma viscosity (if applicable for your site) and CRP results.

	
	
	
	If the CRP result is in the normal range, tick the box and leave the value fields blank.

	
	
	
	For the haematology ANCA and urine dipstick tests; if ‘not done’ is ticked leave all results blank. Otherwise complete those tests which were done and cross through those which were not.

	
	
	
	Provide the results in one unit only, the same unit as the results were provided in from the lab.

Ensure the correct field is completed.

Comment on any ‘out of range’ results.

For ESR, CRP, ELISA MPO and ELISA PR3 either provide the absolute value or enter in the greater than (>) box where the result is greater than the upper level of sensitivity of the assay.

Please take extra care with this form, local lab results are very prone to transcription errors when transcribing onto paper CRFs.

	
	21
	BVAS
	Please assess each section with regards to whether any symptoms are present and attributable to active suspected GCA.

Only tick items attributable to active suspected GCA.

	
	22
	VDI
	Assess each section for damage which has occurred since the onset of suspected GCA only. Any damage as a result of ‘co-morbidity’ present before the onset of suspected GCA must not be scored.

	
	23
	Diagnosis
	Please comment on whether the participant’s diagnosis has changed compared to visit 2. If it has please provide details of the new diagnosis.

	
	24

	Steroids
	Please answer the ‘has the participant taken any steroids?’ question with regards to whether they’ve taken any steroids since visit 2. Please indicate whether the steroids are being given for suspected GCA or another condition. Give details of any steroids they are currently taking in the ‘current steroids’ section. Give details of any they’ve been on since visit 2 but have now stopped in the ‘previous steroid preparations’ section. We would like to collect information regarding tapering of steroids.

	
	
	Immunosuppressants
	Only provide details of Immunosuppressants the participant is currently taking.

NB Enter the total daily dose within the ‘Total Dose field unless the drug is Methotrexate, in which case the total weekly dose will be entered.

	
	
	End of visit checklist
	If the patient has not completed the study complete the patient discontinuation form.

If the patient is taking any concomitant medications (other than steroids or immunosuppressants) please complete the concomitant medication page (page 27).

If the patient has had any adverse events or serious adverse events please complete the Adverse Event / Reaction Reporting page.


NOTE: Remind the participant to report any Adverse Events (AEs) or Serious Adverse Events (SAEs).  Review any previous adverse event forms where the event was recorded as ‘ongoing’; if they are now resolved update the form. Refer to SOP, TABUL-S-020. 
8.5 TABUL CRF monitoring
8.5.1 The original CRFs are essential documents which according to GCP should be located in the ISF at the TABUL study site. On completion of the study all CRFs are to be located in the TMF. 
8.5.2 The CRFs will be completed during the participant visit (or retrospectively if participant medical notes or further information is required post visit). 
8.5.3 Trial Co-ordinator (or designee) will check the CRFs for completeness. 
8.5.4 The delegation logs, listing personnel delegated to perform CRF completion must be retained in the ISF provided.
8.5.5 The participants original signed consent form must be filed in the appropriate section of the ISF and not be sent to the TABUL Office.
8.5.6 CRFs and consent forms should be filed in study ID number order in the ISF.
8.5.7 Study documentation will be stored for at least 5 years, or as agreed by TABUL office.
9 REFERENCES

· SOP – TABUL-S-006

· SOP – TABUL-S-009

· SOP – TABUL-S-012

· SOP – TABUL-S-020

· BVAS and VDI Training Manual (Prof Raashid Luqmani)
· ICH Harmonised Tripartite Guideline for Good Clinical Practice
· University of Oxford – Clinical Trials and Research Governance (http://www.admin.ox.ac.uk/rso/clinical/clinical_research_studies.shtml)

10 TRAINING REQUIREMENTS

· Where required, all new members of staff must be inducted and their competency assessed by a senior member of the team. 

· SOP users and trainers (where applicable) will complete and sign this training log (Section 2) to record that they have read and understood the SOP; furthermore, that they are competent and confident to work within the scope of the SOP.
11 APPENDICES
· Not Applicable
12 SOP HISTORY
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