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2 STAFF TRAINING RECORD

I have read the version 3.0 of TABUL-S-020 titled ‘SAFETY REPORTING FOR THE TABUL STUDY.
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
It is Good Clinical Practice (GCP) and a regulatory requirement that organisations which take on the role of Sponsor of clinical trials must have systems in place to record adverse events relating to their clinical/study trials. 

The Department of Health Research Governance Framework for Health and Social Care 2005 requires that organisations providing health and social care that host, fund, manage or sponsor research, retain a responsibility for the participants to whom they have a duty of care. The safety of research participants should be given priority at all times. Learning from adverse events will promote good practice, enhance the ethical and scientific quality of research, and safeguard the public.
This SOP does not apply to commercially funded research or research sponsored by an external non-commercial organisation or if a trial or department specific Safety Monitoring Committee is in place.
4 PURPOSE/PRINCIPLE

The purpose of this SOP is to describe the responsibilities and processes related to the collection and reporting of adverse events (AE) and serious adverse events (SAE) originating from clinical trials in accordance with regulatory requirements and completion of the Adverse Event/Reaction Reporting form. Detailed instructions are given regarding each field on the form, with the aim of providing clarification, removing ambiguity and thereby ensuring consistent data collection.
5 SAFETY CONSIDERATION

· Not Applicable as no Laboratory requirement
6 DEFINITIONS/GLOSSARY/ABBREVIATIONS
	AE
	-
	Adverse Event - Any untoward medical occurrence in a patient or clinical investigation subject administered a pharmaceutical product and which does not necessarily have a causal relationship with this treatment. An AE can therefore be any unfavourable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of a medicinal (investigational) product, whether or not related to the medicinal (investigational) product. 

	AR
	-
	Adverse Reaction - All untoward and unintended responses to a medicinal product related to any dose. The phrase "response to medicinal products" means that a causal relationship between a study medication and an AE is at least a reasonable possibility, i.e. the relationship cannot be ruled out.

	CI
	-
	Chief Investigator

	CRF
	-
	Case Report Form

	CTIMP
	-
	Clinical Trial of an Investigational Medicinal Product

	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

	REC
	-
	Regional Ethics Committee

	RN
	-
	Research Nurse

	SAE
	-
	Serious Adverse Event - A serious adverse event is any untoward medical occurrence that:

Results in death, Is life-threatening, Requires inpatient hospitalisation or prolongation of existing hospitalisation, Results in persistent or significant disability/incapacity, or Is a congenital anomaly/birth defect.

Other important medical events.*

*Other events that may not result in death, are not life threatening, or do not require hospitalisation, may be considered a serious adverse event when, based upon appropriate medical judgement, the event may jeopardise the participant and may require medical or surgical intervention to prevent one of the outcomes listed above.

	SAR
	-
	Serious Adverse Reaction

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

	SOP 

	-
	Standard Operating Procedure

	SP prefix
	-
	Screened participant

	SUSAR
	-
	Suspected Unexpected Serious Adverse Reaction

	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 (CI) is the person who takes overall responsibility for the design, conduct and reporting of the study. The CI has the following responsibilities:
(i) Undertake responsibility for safety reporting on behalf of the Sponsor, where delegated by the sponsor. Be responsible for receipt, review, reporting and coordination of all SAE forms (from all centres in multi-centre studies) in accordance with the protocol, including following up all SAEs to resolution.

(ii) Be responsible for the ongoing safety evaluation and reporting of SAE to the Main REC and Clinical Trials and Research Governance (CTRG), if the SAE is found to be ‘related’ and ‘unexpected’. Ensure any SAE which are detailed in the protocol as not requiring immediate reporting are recorded on the CRFs. 
(iii) As the TABUL study is a non-CTIMP trial there is no requirement to complete an Annual Safety Report for the Main REC and CTRG. Only an Annual Progress Report for the Main REC is required. 
The Principle Investigator (PI) is the person who takes responsibility for the conduct of the study at their specific site. The PI has the following responsibilities:
(i) Ultimate responsibility for safety reporting at a site remains with the PI, however, initial form completion and submission may be undertaken by other designated study personnel who are appropriately trained and experienced. 
(ii) Report all SAEs to the TABUL office as soon as they become aware of the event. 
The Trial Co-ordinator is responsible for conducting the clinical trial according to Good Clinical Practice (GCP) under the supervision of the CI. The Trial Coordinator has the following responsibilities:
(i) Report all SAE to the CI or PI (or in their absence a delegated senior member of the research team) as soon as they become aware of the event.

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. The RN has the following responsibilities:
(i) Report all SAE to the CI or PI (or in their absence a delegated senior member of the research team) as soon as they become aware of the event.

8 DETAILED METHOD
8.1 General form completion instructions
8.1.1 The Adverse Event/Reaction Reporting form is 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 only identified by a study ID and initials on the Adverse Event/Reaction Reporting form. 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 Adverse Event/Reaction Reporting form must be signed by the site Investigator or designee (as appropriate) to assert that he/she believes they are complete and correct. The site PI is responsible for the accuracy of the Adverse Event/Reaction Reporting form.

8.1.8 If an AE is reported, the original copy of the Adverse Event/Reaction Reporting forms should be kept in a secure location with the study participant’s CRF document or in study ID number order within the ISF. A copy should be faxed or e-mailed (PDF copy) to the Trial Co-ordinator at the TABUL Office in Oxford as soon as possible. This will be used for reporting to both the Trial Steering Committee (TSC) and Data Monitoring Committee (DMC) meetings.
8.1.9 If an SAE is reported, the original copy of the Adverse Event/Reaction Reporting forms should be kept in a secure location with the study participant’s CRF document or in study ID number order within the ISF. A copy should be faxed or e-mailed (PDF copy) to the Trial Co-ordinator at the TABUL Office within 24 hours (Fax number: 01865 737640, TABUL e-mail: tabul@ndorms.ox.ac.uk) 

8.1.10 Original Adverse Event/Reaction Reporting forms should be returned to the Sponsor/lead Site (TABUL Office), when the TABUL study is complete, in accordance with the agreed process. 

8.1.11 All Adverse Event/Reaction Reporting forms will be uploaded onto the Prospect Database which has been designed by the Clinical Trial Research Unit (CTRU) in Sheffield specifically for the TABUL study.
8.1.12 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 Adverse Event/Reaction Reporting form.

· Enter the correct data alongside any alteration

· Initial and date the correction, and where necessary give an explanation of the correction.
8.2 Completion of Adverse event/ Reaction Reporting Form

8.2.1 An adverse event includes any untoward event occurring at any time after the subject’s formal entry into the study (being after receipt of the signed informed consent) until the follow-up period as defined in the study protocol (6 months). An AE can be any unfavourable and unintended sign (including an abnormal laboratory finding), symptom, or disease, whether or not there’s a causal relationship.
8.2.2 Only one Adverse Event/Reaction Reporting form should be completed per event.
8.2.3 The assigned enrolled Study ID must be completed on the top of the adverse event CRF (e.g. EC-01-001).
8.2.4 It is expected that many patients will have AEs due to the treatment (e.g. steroids) and perhaps the biopsy, all events (expected and unexpected) must be captured. 

Examples of AEs include:

· Any abnormal blood/laboratory results (excluding ESR and CRP*)

*ESR and CRP are exceptions are these are normally elevated for patient with the condition (GCA).

· Abnormal urine dipstick

· Increased appetite

· Pain around biopsy site

· Blurred vision not related to the condition

· Relapse (e.g. reoccurrence of headaches from visit 2 to visit 3 (6 months)

8.2.5 Generally, if the event is listed under the Symptoms section of the Clinical CRF (TABUL-S-011) then do not record it as an AE. However if the symptom is an SAE then this must be reported. For example, if one of the symptoms listed in the Clinical CRF requires hospitalisation then this must be reported as a SAE. 

Example of SAE exceptions
· If loss or reduced vision is due to the condition (GCA) and has been recorded in the Clinical CRF then this is not classed as an SAE. 

· If a patient has been given a medication due to loss of vision prior to or during their involvement in the TABUL study (e.g. 500 mg of methyl-prednisolone intravenously) this is not reported as AE or SAE and this is regarded as the treatment for the condition.
8.2.6 For the section named ‘Outcome’ if the event is ‘Ongoing’ on the completion of the form, and then it is ‘Recovered’ or ‘Recovered with Sequelae’ at a later date the term ‘Ongoing’ must be crossed out with a single line, initial and dated. 

Note: If additional copies/pages are required please visit TABUL website: https://weblearn.ox.ac.uk/portal/hierarchy/medsci/department/ndorms/tabul
For specific instructions please refer to Table 1.

Table 1
	Form title
	Section title
	Comment

	Adverse Event/Reaction Reporting
	Adverse event
	Where there is a diagnosis only provide the name of the disease or condition rather than the signs and symptoms. Each disease or condition must be listed as a separate adverse event. If only signs and symptoms are noted, each should be listed as separate events.

	
	Start date
	The start date must be on or after visit one (screening visit date) because the event has occurred during the study it is expected that a complete start date will be recorded. Please make every effort to provide a full date (day, month and year). If it is impossible to find out the day, cross through the field and make a note on the CRF. NB: Adverse events which occur after commencement of steroids may also be recorded. However in order to avoid duplication of event reporting and to ensure consistency of reporting; care should be taken to make sure that these are not events which should be captured on either the symptoms, conditions or medical history form instead.

	
	End date
	If the Outcome is Recovered or Recovered with sequelae the end date must be completed and must be on or after the Start date. It is expected that a complete end date will be recorded. However a partial date may be recorded with the unknown day crossed through.

	
	Reported on
	Please indicate at which visit the adverse event was reported; if not at a scheduled visit please record a comment.

	
	Severity
	This relates to the severity of the disease or condition and does not relate to seriousness. It is possible to have a severe case of a condition that does not meet the criteria of serious. Similarly it is possible to have a mild condition which is serious.

	
	Serious?
	The event is considered a serious adverse event if it meets one of the serious adverse event criteria listed on the form (see also Section 6 of this SOP). The TABUL office should be informed of any serious adverse events within 24 hours as indicated on the form.

	
	Related to Ultrasound scan? 

Related to temporal artery biopsy?
	Related to scan / biopsy: These two fields are to record the investigators opinion of whether or not the adverse event (AE or SAE) was related to the ultrasound scan or the temporal artery biopsy.

	
	Ultrasound Scan interrupted as a result of this adverse event?
Temporal artery biopsy interrupted as a result of this adverse event?
	Did the ultrasound scan or temporal artery biopsy have to be interrupted (temporarily) or abandoned (permanently) as a result of the adverse event? If the adverse event did not occur at the time of the scan / biopsy this will be answered ‘No’.

	
	Expected (e.g. related to medication)
	Is this event an expected adverse event for the participant, i.e. is it related to the medication they are taking? 

	
	Outcome
	Ongoing - If the event persists beyond the date of the study (i.e. after visit 3, 6 months), or the patient died do not provide a resolution date (End date). 
Died - If the event itself lead to death. If the cause of death was not this event then the outcome is ongoing.

NB: for ongoing adverse events it is expected that these will be followed-up to recovery (if this occurs within the 6 month study duration). 
Once the participant has recovered from an adverse event the outcome on the initial form should be changed to ‘recovered’ (or ‘recovered with sequelae’) and the end date populated. These amendments to the form should be initialled and dated.

	
	*Serious adverse event
	More than one criterion may be ticked. This section should only be completed if the event is considered to be serious.

	
	Date of death
	Only to be completed if the participant died as a result of this adverse event.


8.2.7 A serious adverse event (SAE) where in the opinion of the Chief Investigator/Principle Investigator the event was: ‘related’ – that is, it resulted from administration of any of the research procedures (i.e. related to the ultrasound and/or biopsy); and ‘unexpected’ – that is, the type of event is not part of the study as an expected occurrence will be reported to the Data Monitoring Committee (DMC) in the first instance (referenced in the DMC Charter). Following consultation with the DMC the relevant bodies (i.e. Main REC that gave a favourable opinion of the study, R&D and CTRG [University of Oxford] will be notified. Reports of related and unexpected SAE should be submitted within 15 days of the Chief Investigator becoming aware of the event, using the NRES report of serious adverse event form (see NRES website). 

8.2.8 For the TABUL study we are not anticipating any Suspected Unexpected Serious Adverse Reactions (SUSARs, Unexpected related SAEs), as there is no study drug involved. If a site reports a SUSAR this will be reported to the relevant bodies (DMC, Main REC, R&D and CTRG) within the appropriate timeframe (7 days if fatal or life threatening).
8.3 TABUL Adverse Event/Reaction Reporting form monitoring
8.3.1 The original Adverse Event/Reaction Reporting forms are essential documents which according to GCP should be returned to the Sponsor/lead Site (TABUL Office), when the TABUL study is complete, in accordance with the agreed process. Copies of all Adverse Event/Reaction Reporting forms are to be located in ISF.
8.3.2 The Adverse Event/Reaction Reporting form will be completed during the participant visits (or retrospectively if participant medical notes or further information is required post visit). 
8.3.3 Once an AE is identified the PI (or clinician managing the participant) must review and assess the Adverse Event/Reaction Reporting form to ensure that all sections are completed correctly. 
8.3.4 All SAE should be faxed or e-mailed to the TABUL office within 24 hours; all other AE should be faxed or emailed as soon as possible.
8.3.5 Once received by the TABUL Office, the Trial Co-ordinator (or designee) will check the Adverse Event/Reaction Reporting form for completeness and if required report any SAE to the Main REC and CTRG (section 8.2.3). 
8.3.6 The delegation logs, listing personnel delegated to perform Adverse Event/Reaction Reporting form completion must be retained in the ISF provided.
8.3.7 Study documentation will be stored for at least 5 years, or as agreed by TABUL office.







9 REFERENCES

· SOP – TABUL-S-008
· SOP – TABUL-S-009
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· 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
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AE identified, PI at site or research nurse complete Adverse Event/Reaction Reporting form





Is the event an AE








Is the event an SAE (i.e. Serious? = Yes)








Copy of the completed form to be sent by fax or e-mail to the TABUL office.





Original in ISF





Copy of the completed form to be sent by fax or e-mail to the TABUL office.





WITHIN 24 HOURS





Original in ISF











TABUL office to review SAE form and contact the DMC, REC, R&D and CTRG if the event is related and unexpected (section 8.2.7).
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