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· [X, p.y] in this document indicates a document to be named including page number - submitted for evidence. Grey text (for guidance) may be replaced/deleted.
· In case the device under assessment contains more than one material of animal origin, please fill in one checklist for each animal material utilised. To avoid redundant data (e.g. product description) in the different checklists, reference to one main checklist can be made.
· In case of a Change Notification, please only fill in the applicable sections. If not applicable/relevant, respective sections can be left blank or, if only partly relevant, filled in as far as relevant for the change (e.g. introduction of a new supplier of the used animal material). Please provide the latest full Animal Origin review project number (usually starting with 07xxxxx).
· Please note, that this checklist is divided into two parts: Part A is the information needed for the AO (animal origin) module, whereas for Part B the information regarding the Virus/TSE inactivation module should be inserted.
· For most current version of Client Checklist please check Biological safety checklists | TÜV SÜD (tuvsud.com).
Relevant references 
	Animal Material related documentation 

	List of documents relevant for AO and VIR/TSE assessment: 
[1] XYZ – YYYY-MM-DD 
Guidance:
Please list all documents from the official Technical Documentation (TD) that are deemed relevant for the assessment of the AO and VIR/TSE module and that are containing the information provided within the present Client Checklist Animal Origin and Virus / TSE. 
Please ensure to provide the most up-to date information only (e.g., do NOT submit old literature reviews on zoonoses in case these were substituted for newer ones). 


Product identification and description
	Product description

	Description of the device with focus on the animal origin material (pictures for clearer understanding can be included):
Please compile a brief description of the medical device focusing on AO-related features.
Guidance:
Please provide a high-level description of the medical device. The description should cover high-level information on the devices’:
· mode of action
· dimensions/geometry
· materials of construction
· design (i.a. where the material of animal origin is utilised)
· other aspects relevant for module AO (if applicable)

IFU/Labelling:
To be added:
· Intended use
· Indications/contraindications/warnings
· Information about the used animal material in the IFU and the labelling.

Comments/Notes: ☐ N/A Please click N/A in case no comments or notes are required for this section.


	Variants under assessment

	Description of the variants to be included in the current assessment and identification of worst-case variant(s) when it comes to AO-related aspects:
XYZ [X, p.y]
Guidance: 
Please provide an overview indicating all medical device variants covered by the present evaluation including an identification of the worst-case variant(s) (if applicable). The information provided shall support the manufacturer’s statement on worst-case exposure of the patient/user to the animal material.


Project background 
	Changes 

	For the information on the proposed change(s), please refer to: 
[X, p.y] 
Guidance: 
Please refer to relevant parts of the Technical Documentation describing the proposed change(s) to e.g., suppliers, raw materials, altered manufacturing procedures, etc.  
Please also refer to the part of the Technical Documentation where the detailed information on the changes is provided and where the influence of the changes on the Animal Origin related hazards/risks is discussed.
In case this is an initial submission or submission for renewal of an existing certificate, this part would be “N/A”. 

	Device History 

	For the information on the device history, please refer to: 
[X, p.y] 
Guidance: 
Please refer to relevant parts of the Technical Documentation describing the device history.
Device history would include the certification history (both under current and former legislation) of the device under assessment and/or of predicate device(s). Where applicable, please also provide information on previous consultation performed for the used animal material (as per Commission Regulation (EU) No 722/2012 Article 5 (4)).
For submission for renewal of an existing certificate, the device history should additionally include:
· the change history of the device under assessment.
· animal-material-related clinical observations (e.g. Field Safety Notice, Field Safety Corrective Action, Events, Complaints). 
In case of changes, please reference the last full AO and/or VIR/TSE assessment performed by TÜV SÜD (project no. 07xxxxxxxx might be included). 


PART A – Animal Origin
Information on the animal material
Starting animal material
	EDQM Certificate (only for TSE relevant animal material) 

	EDQM certificate available         ☐ yes        ☐ no
Number of certificate: XYZ [X, p.y]
Guidance:
Please provide the EDQM certificate (this applies only to TSE relevant animal material).

	Animal material characteristics 

	1. Nature of starting tissue: 
XYZ [X, p.y]
Guidance:
Please add the initially sourced animal tissue from which the final animal material originates. The starting tissue may also be the final tissue (e.g. heart valves).

For TSE relevant material only: ☐   N/A Please fill in the following section only in case of TSE relevant material; if material is from a non-TSE relevant species, check “N/A” and continue with “2. Animal Species”.
· Tissue infectivity as per latest edition of „WHO Tables on Tissue Infectivity Distribution in Transmissible Spongiform Encephalopathies”, published in (yyyy).
Please add above the used latest edition and classify/tick below the tissue infectivity:
☐ IA – High infectivity
☐ IB – Lower infectivity
☐ IC – Tissues with no detected infectivity or PrPTSE
· Only fit for human consumption category 3 material in accordance with Article 10 of Regulation (EC) No 1069/2009 is used: 
☐ yes, [X, p.y]      ☐ no
· The animal material (applicable to bovine, ovine and caprine origin) is free from Specified Risk Materials (SRMs) as defined in Annex V of Regulation (EC) No 999/2001 and its amendments: 
☐ yes [X, p.y]      ☐ no

2. Animal species: 
XYZ [X, p.y]
Guidance:
Please add the species from which the animal material originates.

Veterinary controls appropriate for the animal species, in accordance with local custom and practice and in line with requirements of EN ISO 22442-2:2020 clause 5.4 are implemented:
☐ ante-mortem inspection [X, p.y] required for bovine, caprine, equine, ovine and porcine species
☐ post-mortem inspection [X, p.y] required for bovine, caprine, equine, ovine and porcine species
☐ other: XYZ [X, p.y] Please specify; applicable e.g. for fish, crustaceans, cervids, mink, cat
Veterinary health certification stating that material originates from animals confirmed as being fit for human consumption after ante- and post-mortem inspections as well as confirming the source is available for each material batch: 
☐ yes [X,p.y], exemplary veterinary health certificate(s) can be found in: [X, p.y]
☐ no, but alternative confirmation of health and origin of animals is available for each material batch: XYZ; Please specify what is confirmed with regards to animal health and source [X, p.y]; exemplary confirmation(s) of animal health status can be found in: [X, p.y]

3. Age of the used animals: 
XYZ [X, p.y]
Guidance:
Please provide the age acceptance criteria of the used animal. If none is defined, please demonstrate the acceptability of the risk originating from the used animal material.

4. Geographical source(s): 
	Source country
	BSE status of source country as per Commission Decision 2007/453/EC, latest amendment XYZ

	XYZ
	☐ Negligible BSE risk: [X, p.y] 
☐ Controlled BSE risk: [X, p.y]
☐ Undetermined BSE risk: [X, p.y]
☐ N/A for animal materials from non-TSE relevant species

	Please expand as needed
Guidance:
Please copy the line above if more than one source country is used.
	






Slaughterhouses and (Sub-tier)suppliers
	Slaughterhouses providing the animal material 

	List of used slaughterhouse(s):
Guidance:
Please provide the name, address and establishment number of the slaughterhouse(s) used in the table below.
	Name
	Address
	Establishment # 
e.g. USDA Establishment no.

	
	
	

	Please expand as needed
Guidance:
Please copy the line above if more than one source country is used.
	
	







	Supply chain of the animal material 

	List of used (sub-tier) supplier(s):
Guidance:
Please list every supplier that is part of the supply chain starting with the earliest sub-tier supplier after the slaughterhouse and end with the company that actually supplies the Legal Manufacturer (LM) with the material of animal origin / the product thereof.
	(Sub-tier) supplier of type of material/intermediate as supplied to the next level of the supply chain
	Name
	Address

	e.g. split skin
	
	

	Please expand as needed
Guidance:
Please copy the line above if more than one (sub-tier) supplier is used.
	
	






Animal material specifications
	Animal material specifications 

	Documentation specifying the relevant animal material characteristics can be found in: [X, p.y]
Guidance:
Please provide reference to the documentation specifying all relevant characteristics of the animal origin material, e.g. age of animal used, geographical origin, animal health status, traceability, etc..


Animal material processing
Rearing, slaughtering, transport and handling
	Farm level 

	Description of conditions at farm level
XYZ [X, p.y]
Guidance:
Please provide a description of the farming conditions (e.g. use of closed herds, used feed, etc.), if deemed necessary. If not, please justify.

	Slaughterhouse level 

	Name
	Description and Chronology of processes at slaughterhouse level

	XYZ [X, p.y]
Guidance:
Please add name of slaughterhouse as listed in section 4.3 “Slaughterhouses and (Sup-)suppliers" above
	XYZ [X, p.y]
Guidance:
Please provide a high-level description of all the processes performed at the slaughterhouse and reference to more detailed information on the processes of slaughtering, collection, handling, storage, packaging and transport in the Technical Documentation. 
The description shall include details on the measures implemented to avoid cross-contamination throughout the complete process of slaughtering, collection, handling, storage, packaging and transport.
The information should include the following:
· information on stunning method applied
· flowchart of processes
· chronologically separation of carcasses, viscera, etc.
· separation of SRMs
· harvesting, handling, storage and transport conditions of the target tissues
· primary labelling of the harvested material
· recipient of the harvested animal material (supplier’s name or the manufacturer)

Procedures are established at the slaughterhouse for the collection, preservation, handling, storage and transport of materials of animal origin: 
☐ yes [X, p.y]   ☐ no   ☐ N/A, justification: XYZ

The material of animal origin is pooled at this slaughterhouse:
☐ yes: XYZ [X, p.y]  
Guidance:
Please specify and justify limits of pooling at this level.
☐ no

	Please expand as needed
Guidance:
Please copy the line above if more than one slaughterhouse is used.
	

	


Processing steps
	At (sub-tier) supplier level 

	Name
	Description and chronology of processes at (sub-tier) supplier level

	Note: If not applicable (i.e. in case the manufacturer receives the animal material directly from the slaughterhouse), please delete the table below and add “N/A”.

	XYZ [X, p.y]
Guidance:
Please add name of supplier as listed in section 4.3 “Slaughterhouses and (sub-tier) suppliers" above.
Please additionally specify from whom they receive the material (e.g. slaughterhouse or sub-tier supplier name)
	XYZ [X, p.y]
Guidance:
Please provide a high-level description of all the processes performed at the (sub-tier) supplier and reference to more detailed information on the processing, storage, packaging and transport at this (sub-tier) supplier in the Technical Documentation. 
The description shall include details on the measures implemented to avoid cross-contamination throughout the complete process. If available, a flowchart of the processes at (sub-tier) supplier level shall be referenced as well.

Virus/TSE inactivating or eliminating processes implemented at this (sub-tier) supplier: 
☐ yes   ☐ no   
Guidance:
“Yes” applies in case processes with acknowledged Virus/TSE inactivating or eliminating capacity are performed at the (sub-tier) supplier. 
In case of “yes” please also fill in the following. In case more than one inactivating/eliminating process step is performed at this supplier, please copy and paste the table below and fill in one table for each inactivating/eliminating process step:
	XYZ [X, p.y]

Guidance:
Please unambiguously identify the implemented inactivating/eliminating process step (e.g. liming step 1).
	Inactivating/eliminating potential against: 
☐ Virus           ☐ TSE agents

	In-process control parameter:
	XYZ [X, p.y]
	Acceptance criteria:
	XYZ [X, p.y]

	Please expand as needed
Guidance:
Please copy the line above if more than one in-process control parameter is monitored.
	
	
	



The material of animal origin is pooled at this (sub-tier) supplier:
☐ yes: XYZ [X, p.y]  
Guidance:
Please specify and justify limits of pooling at this level.
☐ no

	Please expand as needed
Guidance:
Please copy the line above if more than one (sub-tier) supplier is used.
	

	

	At manufacturer level 

	XYZ [X, p.y]
Guidance:
Please provide a high-level description of all the processes incl. packaging and sterilisation performed at the legal manufacturer (up to the final medical device; both inhouse or at subcontractor level) and reference to more detailed information on the processing, storage, packaging and sterilisation in the Technical Documentation. 
The description shall include details on the measures implemented to avoid cross-contamination throughout the complete process. If available, a flowchart of the processes shall be referenced as well.
Processes not influencing the used animal material within the context of EN ISO 22442 standard series, and Commission Regulation (EU) No 722/2012, if applicable, (e.g. heparin coated device undergoing a number of subsequent manufacturing steps like assembling) shall be described as shortly as possible.

Virus/TSE inactivating or eliminating processes implemented at the legal manufacturer (or subcontractor): 
☐ yes   ☐ no   
Guidance:
“Yes” applies in case processes with acknowledged Virus/TSE inactivating or eliminating capacity are performed at the legal manufacturer or its subcontractor (e.g. steriliser). 
In case of “yes” please also fill in the following. In case more than one inactivating/eliminating process step is performed, please copy and paste the table below and fill in one table for each inactivating/eliminating process step:
	XYZ [X, p.y]

Guidance:
Please unambiguously identify the implemented inactivating/eliminating process step (e.g. Moist Heat sterilisation).
	Inactivating/eliminating potential against: 
☐ Virus           ☐ TSE agents

	In-process control parameter:
	XYZ [X, p.y]
	Acceptance criteria:
	XYZ [X, p.y]

	Please expand as needed
Guidance:
Please copy the line above if more than one in-process control parameter is monitored.
	
	
	



The material of animal origin is pooled at the legal manufacturer:
☐ yes: XYZ [X, p.y]  
Guidance:
Please specify and justify limits of pooling at this level.
☐ no


Traceability
	Animal material traceability

	Description of the traceability system:
XYZ [X, p.y]
Guidance:
Please describe the traceability system and specify how it ensures the traceability of the animal material from the final device back to abattoir/farm level. The description shall give i.a. information on how the traceability systems of the different stages of production (slaughterhouse, processing facilities, device manufacturer, etc.) are interconnected. 


Supplier Control
	Technical Agreement

	Technical Agreement with the supplier(s) of the animal material, signed by all relevant parties: 
[X, p.y]
Guidance:
Please provide the technical agreement with the animal material supplier(s). 

The Technical Agreement(s) with the supplier(s) of the animal material addresses the following points: 
Guidance:
Please check that all topics mentioned below are covered by the Technical Agreement and indicate the page number where the respective point is addressed.

☐ The limits of responsibilities of the manufacturer and the animal material supplier [page number: yy]
☐ The specifications of the supplied animal material [page number: yy]
☐ The inspection criteria of the supplied animal material [page number: yy]
☐ The obligation of the supplier to provide the manufacturer all the necessary documentation to comply with EN ISO 22442-2 requirements (including training and quality requirements) [page number: yy]
☐ The record retention requirements of the supplier, which will enable the manufacturer to fulfil MDR, article 10, paragraph 8 requirement [page number: yy]
☐ The procedures of processing the animal material (including specific measures to prevent cross-contamination) [page number: yy]
☐ The procedures for ensuring the traceability of the animal material [page number: yy]
☐ The obligation of the supplier to inform the manufacturer about changes which have an impact on the supplied animal material [page number: yy]
☐ The right of the manufacturer to audit the supplier and sub-tier suppliers of the used animal material is included [page number: yy]
☐ The obligation of the supplier and the sub-tier suppliers to allow (un)announced audits by regulatory authorities, including the Notified Body, is clearly defined [page number: yy]

Justification in case any of the above-mentioned points is not addressed in the Technical Agreement:
Guidance:
Please justify and/or clarify how the respective requirement is fulfilled in case any of the above-mentioned points is not addressed in the Technical Agreement.


	Audits and further controls 

	The animal tissue supplier(s) are audited as follows:
XYZ [X, p.y]
Guidance:
Please describe and provide evidence of manufacturer’s control over the whole animal material supply/processing chain via auditing. Information shall include:
· (Sub-tier) supplier audit reports as per EN ISO 22442 standard series’ requirements and evidence of their evaluation and approval by the manufacturer.
· Information on QM documentation of the manufacturer specifying audit requirements including frequency of (sub-tier) supplier audits, scope of audit(s).
· Evidence of the auditor’s knowledge of the EN ISO 22442 standard series.
· Evidence of the EN ISO 22442 standard series’ knowledge of manufacturer’s personnel, who reviews and approves the audit reports, in the case of audits not performed by the legal manufacturer.

Further controls of the animal tissue supplier(s) are in place as follows:
XYZ [X, p.y]
Guidance:
Please describe and provide evidence of manufacturer’s control over the whole animal material supply/processing chain by other means, e.g. supplier evaluations, incoming controls of material and/or certifications, etc.

The MDR, article 10, paragraph 8 record retention requirement for all documents related to the material of animal origin, covering the whole animal material sourcing, processing, and testing activities, is fulfilled.
☐ yes [document retention period in years: XX], evidence is provided in [X, p.y]    ☐ no



Risk Management
	Risk Management System 

	Risk management documents: 
XYZ [X, p.y]
Guidance:
Please provide a list of all documents of the TD that are part of the Risk Management in relation to the utilisation of the animal material. 

Description of the key elements adopted to minimise the risk of infection and reactions related to biocompatibility due to the use of animal material:
XYZ [X, p.y]
Guidance:
Please provide a description and an evaluation of all the elements within the animal material supply chain (e.g. sourcing, processing steps, etc.), which render the risk from the use of the animal material acceptable.

Description of the procedure to keep the animal material risk management system up-to-date:
XYZ [X, p.y]
Guidance:
Please provide a description of the systematic procedures in place which regularly review information from the medical device’s post-production phase, evaluate them and trigger an update of the risk management system.


Risk related to animal material quantity, exposure and route of administration
	Exposure of the patient/user to the animal material 

	Quantity of raw material or derivatives required to produce one unit of the medical device:
XX gram(s) of 	☐ raw material or     ☐ processed animal material/derivative
[X, p.y]
Guidance:
Please provide the amount of raw material or processed animal material/derivative needed for the production of one medical device unit (largest variant). Please note that for materials from species that are susceptible to TSE, information on the amount of raw material required to produce one unit of the device should be provided. 

Maximum quantity of animal tissue or derivative coming into contact with the patient or user:
XYZ [X, p.y]
Guidance:
Please provide the number of medical devices in simultaneous contact with the patient, the duration of worst-case exposure considering simultaneous applications, as well as the lifetime (accumulative) exposure of the patient to the animal material, in case repeated applications of the medical device may be performed.

Contact area and route of administration:
XYZ [X, p.y]
Guidance:
Please specify the route of administration and the tissues in contact with the device (i.e. contact with the central nervous system, central circulatory system, other parenteral tissues or organs, damaged/ breached skin, mucosal membrane, undamaged skin, etc.).

Period of time the device is intended to remain in contact with the body (including bioresorption effect):
XYZ [X, p.y]
Guidance:
Please specify the time the device is intended to remain in contact with the body (e.g. permanent). If applicable, please also include information on bioresorption.


Bioburden and Sterilization
	Bioburden monitoring

	Raw material
	☐ yes, per procedure XYZ during the incoming inspection [X, p.y]
The following microbes are included in the monitoring:
☐ aerobic bacteria; acceptance limit XX CFU/g
☐ anaerobic bacteria including obligate anaerobic spore-forming bacteria; acceptance limit XX CFU/g
☐ fungi (yeasts and moulds); acceptance limit XX CFU/g
☐ other: XYZ; acceptance limit XX CFU/g
Testing is performed at a qualified laboratory: 
☐ yes [X, p.y] e.g. ISO/IEC 17025 accreditation with respective scope  ☐ no
Frequency of bioburden monitoring:
XYZ [X, p.y]
Guidance:
Please add the defined frequency for performing the periodic microbiological controls.
☐ no, justification: XYZ [X, p.y]

	XYZ
Guidance:
Please indicate the product level where microbial contamination control is implemented, e.g. limed split skin, final device, etc.
	☐ yes, per procedure XYZ [X, p.y]
The following microbes are included in the monitoring:
☐ aerobic bacteria; acceptance limit XX CFU/g
☐ anaerobic bacteria including obligate anaerobic spore-forming bacteria; acceptance limit XX CFU/g
☐ fungi (yeasts and moulds); acceptance limit XX CFU/g
☐ other: XYZ; acceptance limit XX CFU/g
Testing is performed at a qualified laboratory: 
☐ yes [X, p.y] e.g. ISO/IEC 17025 accreditation with respective scope  ☐ no
Frequency of bioburden monitoring:
XYZ [X, p.y]
Guidance:
Please add the defined frequency for performing the periodic microbiological controls.
☐ no, justification: XYZ [X, p.y]

	Please expand as needed
Guidance:
Please copy the line above in case several intermediate product levels and/or the final device is monitored.
	

	Sterilization method 

	The final device is sterilised using:
XYZ [X, p.y]
Guidance:
Please specify the applied sterilisation method.

Evaluation of the sterilization method capacity to reduce the concentration of potential infectious agents in the used animal material:
XYZ [X, p.y]
Guidance:
Please evaluate the potential of the sterilization method to inactivate infectious agents (e.g viruses, toxins).


System to collect and evaluate production and post-production information regarding changes which may affect the assessment of the suitability of the applied processing steps
	Literature review for zoonoses 

	Description of the implemented system to identify, monitor and review relevant transmissible agents (parasites, yeasts, moulds, bacteria, viruses, TSE agents, other):
XYZ [X, p.y]
Guidance:
Please describe the procedure for conducting the literature review regarding zoonoses in the regions used for sourcing. The frequency of the literature review, the sources and keywords used need to be included. 
In case of TSE relevant material, all opinions and published literature from the institutions mentioned in Regulation No 722/2012, Annex I, section 1.2 need to be considered (e.g. EMA, WHO, WOAH formerly OIE, etc.).

Latest literature study on zoonoses:
XYZ, dated yyyy-mm-dd [X, p.y]
Guidance:
Please submit the latest dated and signed literature review.

Description of the procedure applied to incorporate the input of the latest literature review in the regular update of the animal material risk management system:
XYZ [X, p.y]
Guidance:
Please provide a description of the applied process to use the conclusions of the literature review for the update of the animal material risk management incl. an assessment of influences on the capacity of the manufacturing processes to inactivate/eliminate the newly identified transmissible agents.
Please provide the frequency according to which the animal material risk management system is updated.

	Literature review in relation to the TSE risk estimation
☐ applicable   ☐ not applicable
Guidance:
If the animal material is sourced from a species susceptible to TSE, please check the box “applicable” and fill in the part below. If the animal material is sourced from a species that is NOT susceptible to TSE, please check the box “not applicable” and proceed with section 6.4 Justification for the use of animal material.

	Description of the implemented system to identify, monitor and review any new information gained about the animal material, the manufacturing processes and the medical device that might influence the TSE risk estimation:
XYZ [X, p.y]
Guidance:
Please describe the procedure for conducting the literature review regarding the re-assessment of the TSE risk. The frequency of the literature review, the sources and keywords used need to be included. 
All opinions and published literature from the institutions mentioned in Regulation No 722/2012, Annex I, section 1.2 need to be considered (e.g. EMA, WHO, WOAH formerly OIE, etc.).

Latest literature study on the TSE risk:
XYZ, dated yyyy-mm-dd [X, p.y]
Guidance:
Please submit the latest dated and signed literature review.

Description of the procedure applied to incorporate the input of the latest literature review in the regular update of the animal material risk management system:
XYZ [X, p.y]
Guidance:
Please provide a description of the applied process to use the conclusions of the literature review for the update of the animal material risk management incl. an assessment of influences on the capacity of the manufacturing processes to inactivate/eliminate the relevant TSE agents.
Please provide the frequency according to which the animal material risk management system is updated.


Justification for the use of animal material 
	Justification for the use of animal tissue or derivative

	Justification for the use of animal tissue or derivative taking into account the clinical benefit of the device, the potential residual risk of the device and suitable alternatives:
XYZ [X, p.y]
Guidance:
Please provide a justification for the use of the animal tissue/derivative for the applicable intended use that considers the benefits and the risks from the use of the animal material/derivative and the overall benefit/risk ratio profile of the medical device in comparison to other alternatives (such as other species, lower risk tissues or synthetic alternatives) to demonstrate the state-of-the-art.




PART B – Virus/TSE Inactivation/Elimination
	Virus/TSE inactivating steps 

	Regarding the Virus/TSE inactivating/eliminating steps, which were identified in section 5.2, please provide the following information:
In case more than one inactivating/eliminating processing step is performed, please copy and paste the table below and fill in one table for each inactivating/eliminating processing step:

	Processing step XYZ [X, p.y]
	Inactivating and/or elimination potential:
     ☐ Virus inactivation               ☐ TSE agents inactivation
     ☐ Virus elimination                ☐ TSE agents elimination

	
	Literature review data in compliance with EN ISO 22442-3:2007, section 5 and Annex A was conducted in [X, p.y] including the following:
· Description of the applied methodology to conduct the literature review: 
XYZ [X, p.y]
Guidance:
Please include (as requested by EN ISO 22442-3 Annex A) used sources, keywords, criteria for inclusion and exclusion of references, applicability of the used literature to the applied manufacturing processes, topicality of the applied manufacturing processes in terms of their virus (and TSE, if applicable) inactivating capacity (including relevance of data e.g. same starting material, same quality of material or same process conditions, same or comparable geometry of process etc.).
In case of TSE relevant material, all opinions and published literature from the institutions mentioned in Regulation No 722/2012, Annex I, section 1.2 need to be considered (e.g. EMA, WHO, OIE, etc.).
Please also indicate the frequency of the performance of the literature review.
Please provide a description of the applied process to use the conclusions of the literature review for the regular update of the animal material risk management.
· Literature Review Protocol is provided and can be found in [X, p.y].
· Literature Review Report is provided and can be found in [X, p.y].
Guidance:
Please ensure that relevance of the used literature can be clearly demonstrated (i.e. to which degree the literature can demonstrate equivalency in terms of tissue, geometry, quality or process conditions).
· Evidence for the knowledge and qualifications of the author of the literature review and its evaluation in the respective field can be found in [X, p.y].
Guidance:
Please provide evidence e.g. CVs verifying competence of the author(s) in the respective field.

Information gathered by the literature review was used in optimising the design of the inactivation and/or elimination studies:
☐ yes              ☐ no – Justification: XYZ
Guidance:
Please justify in case the literature review was not used as optimisation basis for the validation study, on which rationale the design of the validation study is based.

	
	Validation study was performed: 
☐ yes              ☐ no – Justification: XYZ
Guidance:
If no validation study was performed for this processing step, please delete all the relevant fields and justify the respective choice.
Within this justification (as outlined in Annex A.1.1.4 of EN ISO 22442-3:2007) the equivalency between the processes described in the literature and manufacturing processes for the device under scope shall be clearly demonstrated (incl. demonstration of same tissue and geometry, same quality of material and same process conditions (e.g. time, temperature, pH, etc.)).

Validation study in compliance with EN ISO 22442-3:2007, section 6 was conducted and verifies inactivation/elimination of:
       ☐ Viruses                         ☐ TSE agents

· Validation Study Protocol can be found in [X, p.y].
Guidance:
The study protocol shall provide the following (please indicate the respective page number where this information can be found):
· Identifying the relevant infectious agents and justifying the selection of the model agents eliminated/inactivated by this processing step – refer to [X, p.y]. 
· Documenting and demonstrating the validity of the scaling down model used in the study - refer to [X, p.y].
Guidance:
For the tabular comparison between full and down scaled processes (incl. justification in case of deviations with regard to the potential influence on the results), please also refer to below section “Scaling down”.
· Describe in the study design the method for spiking and valid virus recovery in controls as well as intrinsic effects in detail in the protocol [X, p.y].
· Describing the methods of calculation for the reduction factors - refer to [X, p.y].
· Describing the method of the estimation of reduction kinetics (method characteristics as outlined in EN ISO 22442-3, Annexes E and F need to be considered) - refer to [X, p.y].
· The fulfilment of the general requirements of the validation study (EN ISO 22442-3, section 4.3) – refer to [X, p.y].
· Validation Study Report can be found in [X, p.y].
Guidance:
The study report shall provide the following information (please indicate the respective page number where this information can be found):
· Evaluation of the study and its results compared to the protocol setting – refer to [X, p.y].
· Summary of the calculated reduction factors (including their 95% confidence limits) – refer to [X, p.y].
· Overall inactivation and elimination capacity; same physical methods are not summarized – refer to [X, p.y].
· Evidence of the qualification of the laboratory can be found in [X, p.y].
Guidance:
Please provide evidence on laboratory competency incl. corresponding scope and validity at time of testing (e.g. ISO/IEC 17025 accreditation and/or GLP certificate).

	Please expand as needed
Guidance:
Please copy the line above if more than one process step is considered capable of Virus/TSE inactivation/elimination.
	





	Scaling down

	☐ not applicable
Guidance:
If no validation study(ies) was/were performed for the processing steps, please click “not applicable”, delete all the relevant fields below and justify the respective choice above in the “Virus/TSE inactivating/eliminating steps” section.

In accordance with Annex D and section 6.2 e) of EN ISO 22442-3:2007, the scaled down process should mimic the full scale (manufacturing) process as far as possible.
Scaled down process: XYZ [X, p.y]
Guidance:
Please provide a brief description of the scaled down model (incl. overall applied ratio). The following table can also support to provide a clear comparison between full (manufacturing) scale and down scale model.

	Parameter
	Routine Manufacturing
(Full Scale)
	Validation Study
(Down Scale)
	Evaluation of deviations

	e.g. Material used for validation
	e.g. X, dispersed
	e.g. X, dispersed
	e.g. no difference

	e.g. Temperature
	e.g. XX°C ± 5°C
	e.g. XX°C
	e.g. worst-case temperature was used in the validation study

	Please expand as needed
Guidance:
Please copy the line above if more parameters are considered relevant.
	
	
	


Guidance:
Please fill in the table above by replacing the italic grey text, considering all parameters relevant for comparison between full (manufacturing) and down scale, including an evaluation why, in case of deviations, these can be considered acceptable. 

	Virus log10 reduction capacity

	☐ not applicable
Guidance:
If no validation study(ies) was/were performed for the processing steps, please click “not applicable”, delete all the relevant fields below and justify the respective choice above in the “Virus/TSE inactivating/eliminating steps” section.

1. Selected model viruses for the study(ies):
	Model Virus
	Natural host
	Genus
	Genome
	Enveloped
[Y/N]
	Size
[nm]
	Resistance
	Justification for its use

	e.g. Parvovirus
	e.g. Canine, Porcine
	e.g. Parvovirus
	e.g. DNA
	e.g. No
	e.g. 18-20 
	e.g. very high
	XYZ

	Please expand as needed
Guidance:
Please copy the line above for each used virus
	
	
	
	
	
	
	


Guidance:
Please provide information on the used model viruses by filling in the table above and replacing the italic text in the table. In any case, a justification on the respective selection of model viruses needs to be provided.

2. Study results:
Summary of study results (for each used model virus; incl. 95% confidence limits): [X, p.y]
Kinetics of inactivation of viruses: [X, p.y]
Interpretation of the results: [X, p.y]
Guidance:
Please include references, where in the submitted documentation, the respective information can be found.

Reference for Log10 reduction calculation: [X, p.y], which comply with the formula F.1 in Annex F of EN ISO 22442-3:2007      ☐ Yes    ☐ No; justification: XYZ [X, p.y].

Log10 reduction is calculated versus:
     ☐ Homogenate viral titre              ☐ Hold control
Justification: XYZ [X, p.y]

3. Conclusion
Final conclusion on the overall capability of the production process to inactivate and/or eliminate viruses: 
XYZ [X, p.y]
Guidance:
In this section the Legal Manufacturer shall evaluate whether the analysed manufacturing processes has the capability to inactivate and/or eliminate viruses.

	TSE log10 reduction capacity

	☐ not applicable
Guidance:
If no validation study(ies) was/were performed for the processing steps, please click “not applicable”, delete all the relevant fields below and justify the respective choice above in the “Virus/TSE inactivating/eliminating steps” section.

1. Selected model TSE agent(s) for the study(ies):
	Model TSE agent
	Description
	Justification for its use

	e.g. Scrapie strain 263K
	Brief description of the used model agent incl. natural host, source, etc.
	XYZ

	Please expand as needed
Guidance:
Please copy the line above if more model TSE agents were used in the study.
	
	


Guidance:
Please provide information on the used model TSE agent(s) by filling in the table above and replacing the italic text in the table. In any case, a justification on the respective selection of model TSE agent needs to be provided.

2. Study results:
Summary of study results (for each used model TSE agent; incl. 95% confidence limits): [X, p.y]
Kinetics of inactivation of TSE agent: [X, p.y]
Interpretation of the results: [X, p.y]
Guidance:
Please include references, where in the submitted documentation, the respective information can be found.

Reference for Log10 reduction calculation: [X, p.y], which comply with the formula F.1 in Annex F of EN ISO 22442-3: 2007      ☐ Yes    ☐ No; justification: XYZ [X, p.y]. 

Log10 reduction is calculated versus:
     ☐ Homogenate TSE titre              ☐ Hold control
Justification: XYZ [X, p.y]

3. Conclusion
Final conclusion on the overall capability of the production process to inactivate and/or eliminate TSE agents: 
XYZ [X, p.y]
Guidance:
In this section the Legal Manufacturer shall evaluate whether the analysed manufacturing processes has the capability to inactivate or eliminate TSE agents.

	Final Report

	Per sections 7 and 8 of EN ISO 22442-3:2007 a dated and signed Final Report shall be compiled, evaluating the overall virus / TSE risks incorporating all points outlined in sections 7 and 8 of the mentioned standard.
Final (signed and dated) Report is provided and can be found in [X, p.y].
Guidance:
· Please provide us the final signed report evaluating all the data referenced in this checklist and addressing all points mentioned in section 7 of EN ISO 22442-3, containing a conclusion as well.
· Please describe the procedure for updating this report in case of changes.
· In case the validation study(ies) was/were conducted by an external laboratory, please provide respective evidence that the study(ies) was/were reviewed and approved by Legal Manufacturers’ representatives.

Documented evidence that all critical parameters (incl. limits) identified in the final report are monitored and controlled during manufacturing (per section 9 of EN ISO 22442-3:2007) can be found in [X, p.y].





Release by Legal Manufacturer
	YYYY-MM-DD 
	 
	Please sign the document so the provided rationales and data herein can be officially used by the reviewer 
	 
	 

	Date 
	 
	Signature 
	 
	Name / Title. Position 

	  
	  
	 
	  
	 
	 

	  
	  
	 
	  
	 
	 

	  
	  
	 
	  
	 
	Name of Legal Manufacturer 







	ID: 301081
	
	Revision: 0 – released
	Effective: 31 Oct 2024
	Page 22 of 22



image1.png




