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2 STAFF TRAINING RECORD

I have read the version 4.0 of TABUL-S-003 titled ‘SOP for COLLECTION, PROCESSING & STORAGE OF BIOPSY SAMPLES’
I understand the contents of the SOP and I am confident and able to follow the procedures described within this SOP.

	Name
	Position
	Signature
	Date
	Name of Trainer 

(if applicable)

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


Please append additional sheets if required.

3 SCOPE / INTRODUCTION
This Standard Operating Procedure (SOP) defines the collection, processing and storage of biopsy samples. An Informed Consent Form (ICF) must be completed for the study prior to the biopsy. As part of routine care for a patient suspected with GCA, a temporal artery biopsy (TAB) is taken. Diagnosis and assessment is in accordance with the BSR/BHPR guidelines, i.e. an abnormal artery biopsy which may be classified as a “biopsy specimen with artery showing vasculitis characterized by a predominance of mononuclear cell infiltration or granulomatous inflammation, usually with multinucleated giant cells”. As indicated by the study protocol, participants will usually have been taking steroids prior to the biopsy procedure. However, it is important as stated in the TABUL protocol that the biopsy is taken after the ultrasound examination and within 7 days of commencing the steroids. The pathologist must report findings in biopsy CRFs according to the criteria stated in the CRF. 

4 PURPOSE / PRINCIPLE

The purpose of the SOP is to process the biopsy samples taken from participants consented onto the TABUL study with suspected GCA. Informed consent must be completed, stating that the participant has agreed that their biopsy samples can used for future studies and investigations.  Collection of biopsy samples (and other samples e.g. blood samples as part of the TABUL study) from all participants referred to the study will be stored within the Oxford Musculoskeletal Biobank (OMB), located at the Nuffield Orthopaedic Centre (NOC) in Oxford. 
It is very important that at no stage of this procedure should the participant personal information be on the label, sample ‘tracker’ forms or given to the any member of staff working in the biopsy processing team. All participant information must be anonymized and identified only by the unique identifier stated in the CRFs.
5 SAFETY CONSIDERATION
· Carry out all procedures in accordance with the local codes of practice. Please read the associated Control of Substances Hazardous to Health (COSHH) risk assessments for your site before using this Standard Operating Procedure (SOP).

· See COSHH information for Health and Safety requirements for processing blood and biological tissue samples in the laboratory.

· Working with ultra-low temperatures is hazardous; therefore, all procedures should comply with local safety rules specific to these chemicals such as liquid nitrogen. 

· All samples must be treated as potentially infectious. 

· Personal Protective Equipment such as gloves, protective safety glasses and laboratory coat must be worn at all times when handling samples.

· Bench surfaces should be decontaminated before and after every sample preparation.

· The laboratory door should be closed at all times during sample processing for Health and Safety purposes.
6 DEFINITIONS / GLOSSARY / ABBREVIATIONS

	CI
	-
	Chief Investigator

	CRF
	-
	Case Report Forms

	H&E
	-
	Haematoxylin and Eosin staining

	ICF
	-
	Informed Consent Form

	ISF
	-
	Investigator Site File

	NDORMS
	-
	Nuffield Department of Orthopaedics, Rheumatology and Musculoskeletal Sciences

	NOC
	-
	Nuffield Orthopaedic Centre

	OCT®
	-
	Cryomatrix®  - frozen biopsy sample support media

	OMB
	-
	Oxford Musculoskeletal Biobank

	PI
	-
	Principle Investigator

	RN
	-
	Research Nurse

	SOP 

	-
	Standard Operating Procedure

	TAB
	-
	Temporal Artery Biopsy

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

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

	TMF
	-
	Trial Master File


7 RESPONSIBILITIES

The Chief Investigator is the person who takes overall responsibility for the design, conduct and reporting of the study. 

The Principal Investigator is the leader responsible for a team of individuals conducting the study at individual sites.

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. 

Where relevant, the Scientist/Biomedical Scientists are responsible for processing, labelling and storing of biological samples.

The Pathologist is responsible for studying the biopsy sample, completing the Biopsy CRF and giving his verdict on diagnosis of Giant Cell Arteritis.
8 DETAILED METHOD

Temporal artery biopsies (TAB) should be obtained according to BSR/BHPR guidelines: “biopsy specimens should be no less than 1 cm, ideally >2cm in length”.  
Depending on the length of the biopsy sample, the sample should be divided into 2 pieces (this is usually performed in the pathology department). One piece must be formalin fixed and embedded in a paraffin block. This sample will be used for the routine diagnostic procedure (i.e. to prepare the diagnostic slides). 

The second piece can be further divided to give a fresh frozen sample and/or embedded in OCT. If a site is unable to process the frozen samples, this piece should be fixed in formalin and embedded in a paraffin block. Please refer to Section 8.2 for more detail. 

Slides should be prepared for each specimen according to the site local procedures. 
NOTE: No additional staining/labelling of the biopsy section will be required by sites. This will be carried out by the TABUL team in Oxford as part of future studies. Only follow the procedures stated in this SOP.
NOTE: Laboratory components, such as Biopsy sample labels, cryovials, lids and slide mailers will be supplied by the TABUL Office. Please contact the TABUL Office if supplies run low or if there are any issues.
NOTE: Please ensure that you have contacted the TABUL Office to register your pathology microscope details.

8.1 Transportation of TABUL Biopsy samples from the Operating theatre to the local Pathology laboratory

8.1.1 Preferably, a member of the local pathology team collects a fresh biopsy sample from the operating theatre. 

8.1.2 If this is not possible (e.g. operating theatre at another site or out of hours), then the sample should be fixed in formalin collected by the local pathology team as per routine care.
8.1.3 The person responsible for the transportation of the biopsy from operating theatre to the pathology laboratory should be equipped with a container (e.g. dry pot) that is designated for the transportation of the potentially infectious biological material.
8.1.4 The person responsible for the transportation of the biopsy from operating theatre to the pathology laboratory should check whether the samples are labelled correctly, and inform members of the pathology team about the biopsy samples and time of arrival.

8.1.5 The local pathology team should remove the biopsy sample from the transportation container and check the condition of the sample.
8.1.6 If there are any issues with the biopsy sample, please contact the local research nurse in the first instance for further advice, who, in turn may need to alert the TABUL office and ask for further assistance.  

8.1.7 For any such problems please make sure that the relevant information is recorded on the biopsy sample 'tracker' form (Appendix 1).

8.2 Detailed procedure for TABUL biopsy samples
8.2.1 Depending on the length of the temporal artery biopsy (TAB), the samples will be divided as follows (Figure 1):

8.2.1.1 At least 1cm will be used for the histopathological diagnosis. This will be placed in formalin and processed as per routine clinical practice to be embedded in paraffin (Diagnostic slides – Section 8.3 and Residual Paraffin block – Section 8.4).  As a general rule, if the length is less than 1cm then process for the diagnostic slides only.
8.2.1.2 If the biopsy is greater than 1cm in length, the remainder (that is not used for the histopathological diagnosis) to be split into 2 further samples (Residual biopsy sample – Section 8.5).

	TAB to be divided into three samples
(original sample 1-2cm)


	

	

	Diagnostic slides and
Residual paraffin block 

(Sections 8.3 and 8.4) 

	
	
	
	· Approx. 1 cm in length

· Fix in 10% formalin.

· Embed into a paraffin block

· Routine staining procedures 

	
	

	
	Residual biopsy sample  (OCT® Cryostat)

(Sections 8.5 and 8.5.2)

	
	
	
	· Mount sample in OCT® or equivalent (e.g. Tragacanth)
· Snap freeze (e.g. in pre-cooled iso-pentane/liquid nitrogen).
· Store at -80oC.

	
	
	

	Residual biopsy sample  (Fresh)

(Sections 8.5 and 8.5.3)

	
	
	
	· Put sample in cryovial.
· Store at -80oC.

	
	
	· IF RESIDUAL BIOPSY SAMPLES (FROZEN OR OCT® CYROSTAT) ARE NOT AVAILABLE. PLEASE FIX SAMPLE IN FORMALIN AND EMBED INTO A PARAFFIN BLOCK (SECTION 8.4)


Figure 1 – TABUL Schematic of biopsy sample 
8.3 Diagnostic slides (general procedure)
8.3.1 Follow local procedure for preparation of diagnostic slides. 
8.3.2 Please follow the Standard Operating Procedures (SOP) that are used at your local site pathology laboratory/department for: (i) Fixing the biopsy sample into formalin and (ii) Embedding the biopsy sample into paraffin blocks and (iii) cutting and staining of sections for diagnosis purposes
8.3.3 The microscope slides from the paraffin-embedded sections, once processed, will be examined under the microscope and reported.  

8.3.4 The original diagnostic slides along with copies of the completed CRFs must be shipped to the TABUL Office at ambient temperature for Quality Assurance (QA), review and database purposes after the clinical diagnosis of the TABUL participant has been completed (i.e. after Visit 2: two weeks).
8.3.5 It is important that all sites must supply the TABUL Office with diagnostic slides which were used to complete the biopsy CRF.
8.3.6 Slides will be photographed by Dr Brendan MacDonald (TABUL Expert Pathologist). The images of the slides will be stored onto a database. These images will provide a substitute for the original diagnostic slides. Once the original diagnostic slides have been photographed and reviewed by the expert pathologist(s), they will be returned to the local site. 
8.3.7 All biopsy related samples must be shipped with the completed biopsy sample ‘tracker’ form. Please refer to Appendix 1.

8.3.8 Please ensure that the slides are labelled correctly with TABUL participant's unique identifier number (e.g. EP-01-001) and not with any participant identifiable information.  

NOTE: In addition to the diagnostic slides, sites are strongly encouraged to provide the TABUL office with additional residual biopsy samples (i.e. frozen samples) for future studies and investigations. TABUL sites should notify the TABUL Office if they are unable to supply the additional biopsy samples. 

8.4 Residual paraffin block 
8.4.1 Any residual paraffin block used to prepare the diagnostic slides or to embed any residual biopsy sample should be sent to the TABUL Office (refer to Figure 1).
8.4.2 These samples will be shipped to the TABUL Office at ambient temperature.
8.4.3 The samples must be shipped with the completed biopsy sample ‘tracker’ form. Please refer to Appendix 1.

8.4.4 Please ensure that the residual paraffin blocks are labelled correctly with TABUL participant's unique identifier number (e.g. EP-01-001) and not with any participant identifiable information.  

8.5 Residual biopsy samples   

8.5.1 If the biopsy is greater than 1cm in length, the remainder (that is not used for the histopathological diagnosis) to be split into 2 further samples (refer to Figure 1):

8.5.2 OCT® Cryostat biopsy sample 
8.5.2.1 Snap freeze the residual biopsy sample in OCT® immediately using liquid nitrogen (the specimen to be oriented to allow transverse sections to be cut at a later date).
8.5.2.2 Note: If possible, place sample in pre-cooled iso-pentane in liquid nitrogen as this will be beneficial to the muscle layers within the biopsy sample.
8.5.2.3 The embedded sample must be stored in the -80oC freezer. 
8.5.2.4 This sample will be used for future studies, for example e.g. fluorescence or immunohistochemistry investigations.
8.5.2.5 These samples will be shipped to the TABUL Office using dry ice.

8.5.2.6 The samples must be shipped with the completed biopsy sample ‘tracker’ form. Please refer to Appendix 1.

8.5.2.7 Please make sure that the samples are labelled correctly with TABUL participant's unique identifier number (e.g. EP-01-001) and not with any participant identifiable information.  
8.5.3 Fresh biopsy sample 
8.5.3.1 Place a sample of the original biopsy sample into a cryovial and secure using a screw on lid.
8.5.3.2 The sample must be stored in the -80oC freezer. 

8.5.3.3 This sample will be used for future studies, for example e.g. biochemistry investigations.

8.5.3.4 These samples will be shipped to the TABUL Office using dry ice.

8.5.3.5 The samples must be shipped with the completed biopsy sample ‘tracker’ form. Please refer to Appendix 1.

8.5.3.6 Please make sure that the samples are labelled correctly with TABUL participant's unique identifier number (e.g. EP-01-001) and not with any participant identifiable information.    

NOTE: If the site does not have a -80oC freezer, samples can be despatched on dry ice to the TABUL Office. Contact the TABUL Office when the samples are ready for collection. 

NOTE: Once all samples have been prepared as above please contact the TABUL Office so that shipment of the samples to the OMB (Oxford) can be organised.  Details for the shipment procedures are given in SOP, TABUL-S-005.

8.6 TABUL Biopsy Labels

Labels (Figure 1) will be provided by TABUL Office. There will be 2 labels for biopsy samples (one for fresh biopsy sample and one for the residual paraffin block). Make sure that all the cryovials and additional samples are correctly labelled prior to shipment to the TABUL Office. Please ensure that the slides are labelled with a permanent marker with the participant’s unique identifier number.  
The labels will include pre-printed Study Number: e.g. EP-01-001, sample type: e.g. BIOPSY/WAX BLOCK, and Patient Initials. The patient initials must be filled in by the person responsible for processing the biopsy sample at the study site.
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Figure 1 – Not to the scale

8.7 Biopsy experts review 

8.7.1 All biopsy CRFs (copies) and original diagnostic slides will be reviewed by the TABUL expert pathologist for Quality Assurance (QA) purposes only (every 6 months). Images of the slides will be taken and stored on a database. 
8.7.2 The procedures for the expert review are outside the scope of this SOP and will be defined in a stand-alone SOP if required. 
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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

· Appendix 1 – Sample Tracker Form for biopsy samples.
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Appendix 1 – Sample Tracker Form for biopsy samples.

	TABUL Study No.:


	BIOPSY SAMPLES

	Patient Initials:

	

	Site Name:

Site Number: 

	

	Principal Investigator: 


	


	TABUL SAMPLE TRACKER FORM

	PLEASE USE THIS FORM FOR PATIENTS CONSENTED FOR TABUL STUDY


	SECTION A – CONSENT (completed by Research Nurse or equivalent)

	
	✓
	DATE
	INITIALS
	COMMENTS/REQUESTS

	CONSENT FORM SIGNED

(Version No…..)
	
	
	
	


	SECTION B – PATHOLOGY

	SURGEON NAME:

	PATHOLOGIST NAME:

	DATE OF BIOPSY:

	
	✓
	DATE
	INITIALS
	COMMENTS/REQUESTS

	BIOPSY SAMPLES


	
	
	
	Total of samples collected………….




	SECTION C - LABORATORY CHECKLIST (completed by Scientist or equivalent)


	SAMPLE TYPE
	DATE COLLECTED
	TIME RECEIVED
	SAMPLE PROCESSING

TIME
	SAMPLE

STORAGE

TIME
	RESEARCHER

INITIALS
	NO. OF SAMPLES
	*DATE RECEIVED (TABUL OFFICE)
	*PROCURO

NUMBER

(TABUL OFFICE)

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	


	
	*SECTIONS TO BE COMPLETED BY TABUL OFFICE SITE


	NOTES:




When all the samples have been processed and stored this form should be kept safely until it is sent with the shipment to the TABUL OFFICE.
Despatch date to TABUL OFFICE:……………………………………………..
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