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[bookmark: _Toc156852068]Definitions
	ATMP
	Advanced Therapy Medicinal Product

	ATIMP
	Advanced Therapy Investigational Medicinal Product

	CA
	Contract Acceptor; the provider of services within this agreement

	CAPA
	Corrective Action Preventative Action

	CG
	Contract Giver; The Site Pharmacy responsible for oversight of the outsourced activity under the terms of this agreement

	CTA
	Clinical Trial Application

	CTL
	Cellular therapy laboratory

	GCP
	Good Clinical Practice; 

	GMP
	Good Manufacturing Practice; Guidance on the manufacture and testing of medicinal products, as defined in EudraLex Volume 4 Annex 13 and supplemented by Eudralex Volume 4 Part IV Guidelines on Good Manufacturing specific to Advanced Therapy Medicinal Products

	GDP
	Good Distribution Practice; Guidance on the storage and distribution of medicinal products.  This is not mandatory for IMPs, but application of the principles of GDP is expected to ensure safety and security of the supply chain, and maintenance of appropriate storage conditions to maintain product quality.  Guidance can be found in EC 2013/C 343/01

	IMPD
	Advanced Therapy Investigational Medicinal Product Dossier

	MHRA
	Medicines and Healthcare Products Regulatory Authority; the Competent Authority responsible for medicines manufacture and supply. 

	PPM
	Planned Preventative Maintenance; the scheduled, planned maintenance work performed on critical equipment to ensure it remains within calibration and operational parameters

	PQS
	Pharmaceutical Quality System; the system setting out responsibilities, processes and risk management principles in relation to the sites activities

	RP
	Responsible Person; the individual named on the site WDA(H) as responsible for the management and maintenance of the PQS in order to remain compliant with the requirements of GDP

	QTA or TA
	Quality Technical Agreement; this Agreement describing the allocation between the parties of roles and responsibilities relating to quality and operational responsibilities with regard to the provision of the activities described

	VMP
	Validation Master Plan; a document summarising the key elements of the sites qualification and validation programme

	WDA(H)
	Wholesale Dealers Authorisation for Human Medicinal Products; the Licence issued by the MHRA 





	Audited site:

	Date of review:
	Date of last review:

	[bookmark: _Hlk103606271]Audit attendees:
	Name
	Position

	Pharmacy staff (Lead auditor)

	
	 

	CTL staff (site representative)
	

	



	Summary of licences and accreditations	
(to be reviewed in advance of audit)

	HTA licence

	Licence number:                                                          Licence status:    

	
	Activities covered by HTA licence:
Distribution ☐        Processing ☐        Procurement ☐        Storage ☐        Testing ☐        Export ☐        

	
	Date last HTA inspection:       
Expected date of next inspection:  

	FACT-JACIE accreditation including IEC

	EBMT centre code: 
Confirm IEC accredited: Yes ☐        No ☐        

	
	Details of accreditation application and edition of standards:   
 

	
	Date of last FACT-JACIE inspection: 
Expiry of accreditation: 

	MHRA
	Has the CTL been included in a previous MHRA inspection? Yes ☐        No ☐        

	AT(I)MPs currently handled in CTL 
	Somatic cell therapies ☐                       Please specify type:                 

Ex-vivo (cell based) gene therapy ☐    Please specify type:               
Please specify GMO class: 





Site suitability audit

The initial site suitability audit section is designed to ensure that the CTL has appropriate quality systems, facilities and equipment to perform the outsourced activities.  This should be performed at every audit including the initial site suitability audit.  The QMS categories below act as an overarching summary for all quality systems.  As these are broad subjects, a full set of points to audit against has not been included in this tool.  The auditor can use their judgement of what evidence is required to assure them that systems are suitable.

	Regulatory information
	Observations
	Evidence

	CTL has the full capability and appropriate authorisations to carry out the activity described in the TA between the pharmacy department and the CTL.

	
	

	Any services will be at all times processed and controlled in compliance with the appropriate regulations, where applicable, controls equivalent to Good Distribution Practices for medicinal products for human use will be applied to the storage and transportation of ATIMPs.

	
	





	Quality systems
	Observations
	Evidence

	There must be a Deviation/CAPA/ investigation system
	
	

	There must be a Change control system

	
	

	There must be an Internal audit system

	
	

	There must be a complaints system

	
	

	There must be a recalls and returns system

	
	

	There must be an outsourced activity management system including QTA list

	
	

	There must be a Quality governance/management review system

	
	

	There must be a document control system

	
	

	There must be a Risk management system

	
	

	There must be a Validation system

	
	

	There must be a Validation master plan (VMP) including PPM

	
	

	There must be Training system/records
	
	

	There must be a defined procedure for contingency planning
	
	



	Facilities
	Observations
	Evidence

	Design meets GMP/GDP requirements for activities as appropriate to the outsourced process and allowing efficient workflow
	
	

	Commissioning and qualification (if appropriate) have been completed
	
	

	Planned preventive maintenance is performed in accordance with programme
	
	

	Monitoring and validation are performed in alignment with the Validation Master Plan (VMP) and monitoring plan
	
	



	Equipment
	Observations
	Evidence

	Storage tanks
	
	

	There must be a specific storage tank(s) dedicated to storing AT(I)MPs or appropriate segregation.
	
	Tank ID:

	The temperature range of the AT(I)MP storage tank must be
 suitable for the AT(I)MP being stored
	
	Specify temperature range:

	There must be continual temperature monitoring of the AT(I)MP storage tank with suitable alarms monitored out of hours.
	
	Specify system used:

	Appropriate and regular calibrations and validations of AT(I)MP storage tank(s) are undertaken.
(Calibration certificates (for e.g. LN2 freezers, thermometers if applicable)
	
	Date of last calibration:
Frequency of calibration:

	There must be secure storage for the AT(I)MPs
	
	

	Only registered personnel have access to the storage area 
	
	

	Different AT(I)MPs/patient specific doses must be stored by location with appropriate separation and traceability
	
	Specify method of separation:


	Where relevant, regular checks of the Liquid Nitrogen levels must be performed for AT(I)MP containing storage devices (frequency specified in an SOP), or a continuous monitoring system linked to an alarm is in place
	
	Specify frequency:

	All AT(I)MPs must be stored in suitable storage conditions at all times i.e. required temperatures are adhered to at all times, calibration and maintenance procedures for controlled storage devices are in place. Is there a contingency tank?
	 
 
 
	






	Equipment
	Observations
	Evidence

	Shippers
	
	

	The shipping route and process must be validated (either through a dummy run or previous verification)
	
	

	All shippers must have continual monitoring while in use.
	
	

	Appropriate and regular calibrations and validations of AT(I)MP shippers and monitoring equipment must be performed in accordance with frequency defined in validation master plan. 
(Calibration certificates (for e.g. dry shipper, thermometers if applicable)
	
	Date of last calibration:

Frequency:

	All shippers containing AT(I)MP products must have appropriate tamper proof tags and be labelled appropriately
	
	

	Where outsourced, only professional courier companies with experience in delivery of cell products are used for delivery of AT(I)MPs to clinical areas / other sites.  This must be defined in a QTA with the courier company and audit of the subcontractor must have been performed.
	
	

	Specific product related requirements can be accommodated.
	
	




Periodic process audit

The periodic process audit is designed to ensure that the CTL continues to provide a service in line with the scope of work that is being outsourced to them.

Note: Please ensure that the requirements of the site suitability audit is also included in all periodic audits of the CTL.

Scope of outsourced processes provided:

The relevant audit sections can be selected by reviewing the QTA between the CTL and the pharmacy site.

	Service
	Outsourced to CTL

	Receipt of ATIMP
	Yes/no

	Storage of ATIMP
	Yes/no

	Onward transportation of ATIMP to pharmacy site
	Yes/no

	Thawing of ATIMP
	Yes/no

	Reconstitution of ATIMP and preparation for administration
	Yes/no

	Labelling of ATIMP with Annex 13 label
	Yes/no

	Labelling of ATIMP with shipping label
	Yes/no




Outsourced processes

	Receipt process
	Observations
	Evidence

	There is a process for acknowledging AT(I)MP receipt

For example: Upon receipt check that the tamper evidence is intact and ensure material has been transported in accordance with requirements contained in the SMPC/IMPD or AT(I)MP pharmacy manual:
If evidence of tampering is identified contact pharmacy site immediately

	
	Refer to SPS pharmacy institutional readiness document

	Supplies must be appropriately labelled, receipted and segregated to prevent mix-up (especially when handling autologous AT(I)MPs)

	
	

	Deliveries may include additional monitoring equipment such as temperature logging devices, shock sensors or GPS tracking devices.  CTL must comply with the requirements of both the Sponsor and pharmacy site in terms of handling these devices, downloading and transmitting data, and quarantine status of the product until the data has been analysed and product authorised for use where this applies

	
	Refer to SPS pharmacy institutional readiness document

	Processes should be in place for receipt, storage and use of any diluents or other medicinal products supplied to the SCL/CTL. storage should be in an appropriate secured and temperature-controlled storage area.
	
	




	Storage process
	Observations
	Evidence

	Products must be stored according to the instructions as stated in the SMPC/IMPD or ATIMP pharmacy manual

	
	

	Products must be appropriately segregated and identifiable throughout storage

	
	

	Temperature deviations must be formally assessed and communicated to the pharmacy site.  The impact of any deviations affecting products under this agreement must be assessed by the Sponsor or marketing authorisation holder

	
	

	Appropriate arrangements must be in place to allow for redundancy in the event of equipment failure (e.g. emergency backup generators or UPS systems)

	
	






	Onward Transportation to pharmacy Site process
	Observations
	Evidence

	Products must be packaged and transported according to the instructions as stated in the SMPC/IMPD or ATIMP pharmacy manual

	
	

	Where this activity is subcontracted, the supplier of the service must have been qualified by the CTL, and be named as a subcontractor.


	
	

	Any deviations during transportation must be treated as they would should they have occurred when the product was in the possession of CTL (e.g. notification, impact assessment etc)

	
	

	Collection and delivery must be performed as agreed with pharmacy site, no transportation of the product is permitted without prior written consent (email is acceptable)

	
	





	Further processing at CTL site
	Observations
	Evidence

	If AT(I)MPs are reconstituted / prepared in the SCL/CTL, then suitable procedures - and governance arrangements covering this should be in place.

	
	

	Activities carried out as ‘reconstitution’ do not require regulatory authorisations where they are carried out by or under the supervision of a pharmacist, but should be performed applying the principles of GMP and GCP, ensuring product quality is not compromised during these activities

	
	

	Any products prepared in such a manner must be labelled with a shipping label only, and further Annex 13 compliant labelling must be performed under the supervision of a pharmacist at the trial site

	
	










	Regulatory
	Observations
	Evidence

	An approved Technical agreement must be in place between the CTL and pharmacy site
	
	

	CTL maintains all authorisations required for planned activity 
	
	

	Any notified changes required by the SMPC/IMPD have been implemented appropriately
	
	

	Drug Products
	Observations
	Evidence

	CTL maintains a live stock management system to identify storage location of all products on site
	
	

	Any processing steps (reconstitution, thawing, dilution) must be carried out following the principles of GMP (as defined by EudraLex Volume 4)
	
	

	Packaging and Processing Materials 
	Observations
	Evidence

	The CTL have a process in place to ensure the procurement of packaging materials is controlled
	
	

	The CTL has a Supplier approval process (packaging and process materials)
	
	

	The CTL has a process for obtaining approval for any labels that are to be printed on site.
	
	

	The CTL has a process for creation of a batch file for all processing and packaging operations
	
	

	The CTL has a process for printing of shipping labels
	
	

	The CTL has a process for secure storage of all packaging, randomisation data and labels
	
	

	The CTL has a process for coding and assigning of batch numbers for products if applicable
	
	

	The CTL has a process for controlling secondary packaging 
	
	

	Assignment of expiry date(s) is compliant with the information received from manufacturer for processed material
	
	

	Documentation 
	Observations
	Evidence

	Archiving original processing documents for at least 5 (five) years after expiry of the product and compliant to the relevant statutory requirement
	
	

	Equipment must be identified and recorded in the traceability records during storage.
	
	

	Samples of printed labels and packaging must be kept with the records.
	
	

	Records must be in place to allow rapid identification of all patients who have received any amount of an identified lot/batch.
	
	

	Records of expiry dates of AT(I)MPs must be kept up-to-date and regular review of expiry dates documented or a suitable electronic system of identifying expiry  could be used as an alternative. 
	
	

	Completed documentation must be archived in accordance with current regulatory guidance and retained for a period of at least 5 (five) years after the expiry of the product to which it relates. This documentation includes, but is not limited to the following:

· Delivery notes
· Temperature monitoring data
· Deviation reports
· Validation data

	
	

	Records must include: the time, temperature and other conditions of storage before release.

	
	

	Records must show the date, quantity, formulation, lot/batch and expiry date of each product released to the patient.

	
	

	SOPs must be in place to cover all the processes performed at the CTL site.
	
	

	Validation and calibration records must be retained for all equipment and facilities used at the CTL.
	
	

	Destruction
	Observations
	Evidence

	The CTL only destroys materials or records (those not controlled under records retention policies) following approval by pharmacy site
	
	

	Destruction of remaining AT(I)MP at CTL site is to be performed by pharmacy site, in accordance with Good Manufacturing Practice, Good Distribution Practice, Good Clinical Practice and in accordance with any National Regulatory requirement.  Authorisation of destruction of stock at storage sites is the responsibility of pharmacy site.

	
	

	Storage and Logistics
	Observations
	Evidence

	CTL must have a process to cover the supply of temperature monitoring data for shipping of finished products (if applicable) to trial sites
	
	

	The CTL must use in-house or contracted logistics providers and qualified transportation methods appropriate to the storage conditions of the ATIMP
	
	

	The CTL must continuously monitor storage areas and equipment to ensure maintenance of required storage condition.  A qualified monitoring system must be used
	
	

	The CTL must report any deviations from storage requirements to the pharmacy site within 1 working day during product storage or transportation
	
	

	The CTL must have a process to cover any action necessary to mitigate against storage condition deviations.  This includes out-of-hours
	
	

	The CTL must have a procedure in place to cover Temperature Excursion Management. 

This must include the Sponsor performing the review, assessment and final disposition decision for temperature excursions. 

The manufacturer/Sponsor may supply (dependant on available stability data) a temperature excursion memorandum that will detail allowable excursion ranges. 

Any excursions must be communicated to the pharmacy site, who should then escalate them to the manufacturer/sponsor.

	
	

	Complaints and Product recall
	Observations
	Evidence

	The CTL must have an internal product recall procedure and  comply with all instructions provided by a regulator or Sponsor in order to execute a product recall
	
	

	Handling of any product returns
	Observations
	Evidence

	The CTL must have a process to ensure that returns are stored in an appropriately controlled, dedicated area.
	
	

	Data
	Observations
	Evidence

	The CTL must comply with all Data Security requirements of pharmacy site and sponsor
	
	

	Change Control
	Observations
	Evidence

	The CTLs change control system must include a notification to pharmacy site of all major changes to process covered by this agreement in advance of implementation (e.g. changes in storage locations, logistics providers, key personnel, etc.) 
	
	

	The CTL must update all relevant documents, processes and procedures prior to implementing a change.
	
	

	Deviations
	Observations
	Evidence

	The CTL must give notification to pharmacy site of all deviations relating to activity relating to AT(I)MPs (e.g. non-compliance with internal procedures, equipment failure) within 1 working day of identification of the deviation
	
	

	In the event of a deviation, the CTL investigate and produce an action plan and timelines agreed with pharmacy site.
	
	

	For all deviations, the CTL must submit a written report including investigation of deviations to the pharmacy site within 1 week of identification.  
	
	

	Auditing and outsourced activity management
	Observations
	Evidence

	The CTL must follow their process for the selection and audit of vendors (sub-contracted parties) for outsourced activity via a formally documented vendor-approval process
	
	

	The STL must supply appropriate documentation when requested by pharmacy site to enable approval of selected vendors for outsourced activity
	
	

	The CTL must have an approval process for selected subcontractors performing outsourced activities
	
	

	Where the CTL employ sub-contractors, the outsourced activities should be defined and Quality technical agreements (QTAs) in place to define the scope of work and responsibilities of all the parties involved.
	
	




	Training
	Observations
	Evidence

	There must be an adequate number of trained staff to provide the service
	
	

	There must be a specific section detailed in the training records to identify which staff can handle AT(I)MPs.
	
	

	There must be evidence of staff training and competence in relation to AT(I)MPs.
	
	

	There must be training procedures in place to support staff to gain competency in the AT(I)MP processes. 
	
	

	Prior to implementing a change, any associated training must be updated and rolled out to support the change 
	
	

	Staff handling AT(I)MPs must have GCP training
	
	






	Outcome of review

	☐    Low risk rating – Suitable to provide service.  Provide detail in a separate audit response document for all observations listed in report above. 


☐    High risk rating - A decision around the use the CTL should be formally made via the organisational governance processes.
Provide detail in a separate audit response document and specify corrective actions required to provide full assurance for all observations listed above.  


	

	Date next review due:
	

	Additional comments:





	Reviewed and accepted by:
	Name
	Signature
	Date

	Pharmacy staff (lead auditor)

	
	 
	

	Stem cell lab staff
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