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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



 

13.10.2016
Submission of comments on 'Guideline on the sterilisation of the medicinal products, active substance, excipient and primary container’ – EMA/CHMP/CVMP/QWP/BWP/850374/2015
	Name of organisation or individual

	On behalf of EBE, EFPIA and Vaccines Europe – Tiia Metiäinen (tiia.metiainen@efpia.eu)


Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically, in Word format (not PDF).

1.  General comments

	Stakeholder number

(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)

(To be completed by the Agency)

	
	EFPIA, EBE and Vaccines Europe appreciate the opportunity to comment on this new and very well prepared draft guideline. The content of the guideline and the clarification it supports are highly appreciated.
We also appreciate that the guideline focuses on data for the critical quality attributes and is omitting all GMP issues in dossiers. To avoid any misunderstandings, specifically in the countries outside EU that use EU requirements, please state this fact in Executive Summary after line 44:

“This guideline only focus on submission of information on the critical quality attributes, any details on the production area, e.g. classification of rooms (A, B, C, D), sterilisation of equipment etc. fall within the field of GMP and are subject for inspection”. 
	

	
	Clarification regarding applicability is needed to ensure that required sterilisation methods will be validated and when required appropriately described in the dossier, e.g.:

· What methods should be validated for their intended purpose?

· All sterilisation methods with impact on the medicinal product should be validated

· Reference to Eudralex Vol. 4, Annex 15: Qualification and Validation

· All analytical methods used in the control strategy should be validated

· Reference to Eudralex Vol. 4. Part I, Chapter 6: Quality Control 
· What methods fall within the field of GMP and are subject for inspections?

· All manufacturing processes

· What methods need method descriptions included in the dossier?

· Mentioned by topic and/or in new proposed Annex I of this EMA guideline – see below
· What methods should include validation data in the dossier?

· Methods not detailed described in Ph.Eur 5.1.1. (non-standard methods) or other recognised standard referred to in this guideline

· What kind of data should be included?

· Clarified by topic and mentioned in new proposed Annex I of this EMA guideline – see below

We recommend preparing examples on how it could be distributed e.g. by structuring each part of information by topic together with the narrative description or in a new proposed Annex I of this EMA guideline – see below suggestion for an Annex I.
	

	
	We recommend use of a risk-based approach with respect to the test conditions; specifically for sterile filtration and the testing limits for bioburden prior to sterile filtration 
	

	
	We recommend that the wording in the new proposed Annex I is used when corrections are made to the narrative guideline text; preferably reference should be made instead of having redundant text in the narrative description and the Annex I.
	

	
	It is EFPIA’s, EBE’s and Vaccines Europe’s understanding that the guidance applies to new marketing authorisation applications and variation applications where there are changes in the methods described. Retrospective application of the guideline (renewals) will not be recommended. 
	


New proposed Annex I of this EMA guideline 
– CTD data placement (not mandatory)

	Topic in the dossier
	Supportive data, risk assessments and justifications 

E.G.:
	Conditions that need variations if changed
E.G.:

	Sterilisation in ASMF - Active Substance Master File

· Sterile Active Substances
· Container closure system for Sterile Active Substances 
	3.2.S.2 / Part 2 C
3.2.S.6 / Part 2 C
	3.2.S.4 / Part 2 C
3.2.S.4 / Part 2 C

	Sterilisation of API, excipients, container / closure included as a process step for a drug product
	3.2.P.2  /  Part 2 A
	3.2.P.3 / Part 2 B

	Terminal sterilisation / sterile filtration of drug product 
	3.2.P.2  /  Part 2 A
	3.2.P.3 / Part 2 B

	Sterilisation of Active Substance, when outsourced to contractor
	3.2.S.4 / Part 2 C 
	3.2.S.4.1 / Part 2 C 

	Sterilisation of Excipient, when outsourced to contractor
	3.2.P.4 / Part 2 C
	3.2.P.4.1 / Part 2 C 

	Sterilisation of Novel Excipient, when outsourced to contractor 
	3.2.P.4 / Part 2 C
	3.2.P.4.6 / Part 2 C 

	Sterilisation of Container / Closure, when outsourced to contractor 
	3.2.P.7 / Part 2 C 
	3.2.P.7 / Part 2 C 


– Data to be submitted

	Method
	Topic in the dossier
	Supportive data, risk assessments and justifications

	Conditions that need variations if changed


	
	
	
	

	Ensuring minimal contamination
	Components specification acceptance criteria (API, excipients, container, closures, etc.)
· Bioburden

· Endotoxins
	
	X

X

	
	Bulk solutions specification / acceptance criteria
· Bioburden

· Endotoxins
	
	X

X

	
	
	
	

	Microbial reduction
	Characterisation data for all product contact filters used in the manufacturing process of the finished dosage form
· Solution compatibility 

· Leachables
	X

X
	

	
	
	
	

	Keeping the outside of the primary packaging sterile
	Where primary package should be sterile on outside  

· Packaging process step before or after sterilisation
· Process step description 
	
	X

X

	
	
	
	

	Steam sterilisation 
	· Method
	
	X

	
	· Pressure acceptance criteria
	
	X

	
	· Time acceptance criteria
	
	X

	
	· Temperature acceptance criteria
	
	X

	
	· Bioburden acceptance criteria 
	
	X

	
	· Validation data for non-Ph.Eur conditions 

· Cycle lethality acceptance criteria where used as control measure

· Lowest temperature used to determined F0
· Extended data where temp < 1150C
	X
X

X

X
	X

	
	
	
	

	Dry heat sterilisation 


	· Time acceptance criteria
	
	X

	
	· Temperature acceptance criteria
	
	X

	
	· Bioburden acceptance criteria
	
	X

	
	· Validation data for non Ph.Eur conditions
	X
	

	
	· 
	
	

	Ionization radiation sterilisation 


	TBD by EMA
	
	

	   
	
	
	

	Gas Sterilisation 
	Description of the apparatus 
	X
	

	
	Mixture of gases to be used 
	X
	X

	
	Bioburden acceptance criteria prior to sterilisation 
	
	X

	
	Time acceptance criteria for exposure to the gas
	
	X

	
	Temperature acceptance criteria
· Prior to each step in the sterilisation cycle

· During each step in the sterilisation cycle
	
	X

X

	
	If applicable, removal of any toxic gas residues 

· the conditions 

· process validation  
	X
	X

	
	In-process controls acceptance criteria
	X
	X

	
	
	
	

	Sterile filtration
	· Filter type
	
	X

	
	· Number of sterilising filters
	
	X

	
	· Filter area
	
	X

	
	· Material


	
	X

	
	· Nominal pore size
	
	X

	
	· Filter integrity testing

· Before filtration

· Test principles 

· Acceptance Criteria 

· If not performed

· After filtration

· Test principles 

· If not performed immediately after or in between each batch in a campaign 

· Acceptance Criteria 
	X

X
	X

X

X

X

	
	Filter characterisation data – see above Microbial reduction

· Filter validation 

· Bacterial retention
	X
	

	
	· Where filters are re-used or used for more than one working day the following should be stated and justified

· Total filtration time acceptance criteria
· Number of batches in campaign between sterilisations 
	X

X
	X

X

	
	· Max holding time between bulk solution preparation and sterile filtration
	X
	X

	
	· Bioburden acceptance criteria prior to sterile filtration
	X
	X

	
	· Use of non-Ph.Eur conditions require further justification 
	X
	

	
	
	
	

	Aseptic processing 
	Aseptic bulk processing time + holding time after sterilisation, acceptance criteria 
	
	X



	
	Filling time, acceptance criteria
	
	X

	
	Time after sterilisation of aqueous solutions < 24 hours / media fills conclusions should confirm support to total time (not actual media fill data, they are GMP data for inspections)
	X
	

	
	Time after sterilisation > 24 hours (filtration not repeated)

· Process design confirm that product is protected against contamination 
	X
	X

	
	Validation data for Blow-Fill-Seal processes
	X
	

	
	
	
	

	All sterilisation methods

Where the manufactures dossier claim use of sterile:
· Drug Substance

· Excipients

· Container 

· Closure 

And the

sterilisation methods are contracted out 
	Name and address of the contractor performing the sterilisation method 
The contractor needs a valid manufacturing authorisation or GMP certificate from an EEA authority or from an authority of countries where mutual recognition or other Community arrangements apply.
	
	X


 Specific comments on text

	Line number(s) of the relevant text

(e.g. Lines 20-23)
	Stakeholder number

(To be completed by the Agency)
	Comment and rationale; proposed changes

(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Outcome

(To be completed by the Agency)



	53
	
	Comment: 
Sterile filtration, which according Ph.Eur. 5.1.1 is an accepted method for sterilisation, is missing here. Please include.

Aseptic processing refers to maintaining the sterility of a product (covers API, drug product, excipient, and packaging) which has been sterilised by one of the accepted sterilisation methods (Ph.Eur. 5.1.1).

A sterile filtration process performed in line with Eudralex Vol. 4, Annex 1: Manufacture of Sterile Medicinal Product, can also be validated and controlled. 
Proposed change (if any):  
Terminal sterilisation is preferred to sterilisation by filtration followed by aseptic processing due to the lower risk for contamination that will be applied to the product e.g. accidental contamination caused by inadequate technique. and/or aseptic processing because it provides a sterility assurance level (SAL) that is possible to calculate, validate and control, and thus incorporates a safety margin. For aseptic processes, a SAL is not applicable as accidental contamination caused by inadequate technique cannot be reliably eliminated by monitoring, control or validation. Therefore, terminal sterilisation provides the highest assurance of sterility and should be used whenever possible. For highly sensitive products such as biological products where terminal sterilisation of the drug product is not possible, filtration and aseptic processing under controlled conditions provides a satisfactory quality of the drug product.
	

	66-67
	
	Comments:
Current text that describes the applicability of the guideline needs clarification to ensure that all required sterilisation methods will be appropriately described in the dossier.

Proposed change (if any): The guideline applies to chemical and biological medicinal products for human and veterinary use. This includes the methods used for sterilising the components and/or the final medicinal products. 

The guideline is not applicable for immunological veterinary medicinal products.
	

	79
	
	Comment: 
Unclear why mycoplasma is excluded from the guideline. Mycoplasma is bacteria sensitive to steam sterilisation. 

Proposed change (if any): 
The absence, removal or inactivation of viruses, mycoplasma and other adventitious agents, which could contaminate a product, are not considered.
	

	105-107
	
	Comment:  
Please clarify wording to make it clear what terminal microbial reduction refers to. Please also clarify wording pertaining to not requiring same SAL as for sterilization process.

Proposed change (if any): The required validation data for terminal microbial reduction processes (ie. an additional step following aseptic filling) is the same as for the sterilisation processes, except for the not requiring demonstration of a SAL of 10-6 or better.
	

	119 - 120
	
	Comment:

The term ‘validated’ is misleading for the attributes ‘solution compatibility’ and ‘filter material leachables’. Instead, application of Quality by Design principles should allow characterisation of these attributes in process design studies without necessity of pre-defined acceptance criteria.

Proposed change (if any): 

All non-sterilising filters should be validated characterized with regards to solution compatibility and leachable filter materials, the solution to be filtered should be used in the validation characterization studies unless justified.

	

	133
	
	Comment:

“F0 ≥ 8 minutes is required for all steam sterilisation processes.”

This requirement is too restrictive and not based on a scientific justification or method described in Ph.Eur. 

Proposed change (if any):

Delete the sentence: “F0 ≥ 8 minutes is required for all steam sterilisation processes.”
	

	137
	
	Comment line 137: “The lowest temperature used to determine F0 should be stated.” - F0 is calculated based on a reference temperature (121.1°C) and the z-value, integrating the temperature curve measured by thermocouples. Hence, there is no lowest temperature. Please specify whether you mean the setpoint of the sterilizer, or the lowest thermocouple reading used to calculate the F0.
Proposed change (if any): The lowest temperature defined as the lowest thermocouple reading used to determine F0 should be stated.
	

	164-167
	
	Comment: 
The suggested bioburden limit of 100cfu/100ml is arbitrary. It would be better to state that the limit must be determined based on the sterilization cycle and for potential impact to product quality and patient safety. While other limits may be acceptable with justification, the stated limit of 100cfu/100ml will likely become the de facto expectation.  It may also be beneficial to state that the bioburden may be reduced by various means prior to terminal sterilization.

Proposed change (if any): 
A limit for bioburden should be established commensurate with the sterilization method and ensuring lack of adverse impact to product quality and patient safety. For aqueous solutions, a maximum bioburden limit of 100 CFU/100 ml (TAMC) is acceptable for active substances, excipients and drug product formulations without further justification. Other testing regimes to control bioburden at the defined level could be accepted.  Where required, the bioburden may be reduced by various means (eg. Filtration) prior to the terminal sterilization process.
	

	187-189
	
	Comment: 
Same comment as for 164-167, in that the suggested limit is arbitrary and would be better determined using risk assessment, rather than suggesting that higher limits require unique justification

Proposed change (if any): 
A limit for bioburden should be established commensurate with the sterilization method and ensuring lack of adverse impact to product quality and patient safety. . A maximum bioburden limit of 100 CFU/100 g or ml  (TAMC) is acceptable for active substances, excipients and drug product formulations without further  justification. Other testing regimes to control bioburden at the defined level could be accepted.
	

	191-192
	
	Comment: 
We recommend that description of sterilisation methods in Ph.Eur. etc. are referred to instead of duplicated in the text and decision tree; this will ease maintenance of the document. 

Proposed change (if any):  Delete line 191 and 192
	

	216-219
	
	Comment: 
We recommend that description of sterilisation methods in Ph.Eur. etc. are referred to instead of duplicated in the text and decision tree; this will ease maintenance of the document. 

Proposed change (if any):  Delete line 216 to 219 
	

	220 – 221
	
	Comment: 
In section 4.1 (Manufacturing of sterile medicinal products) of the draft guidance, the EMA clearly states that the choice of sterilisation method or aseptic processing should be justified. The guidance should allow flexibility for manufacturers to utilize ETO sterilisation method provided it’s scientifically justified. 
Proposed change (if any):

Ethylene oxide (ETO) is a gas which is highly toxic and should only be used when other methods of sterilisation are not feasible and its use is scientifically justified. Manufacturers must demonstrate that the ETO residuals have been reduced to an acceptable level according to the applicable guidelines and/or harmonised standards. ETO sterilisation is only acceptable if no other method of sterilisation is possible.

	

	235-237
	
	Comment: 

”The integrity of the sterilised filter should be verified before use but after its sterilisation unless specifically justified and validated, and should be confirmed immediately after use”. 

Should be changed so pre-use sterilisation integrity test should be performed based on a comprehensive risk assessment for conducting or not-conducting the test. E.g. the risk of contaminating the filters, that otherwise are “ready to use” and pre-sterilised, might be high compared to the risk of the filters are delivered with contamination. Please see Points to Consider for Aseptic Processing, Part 1, January 2015, PDA – Page 48 – Topic J: Pre-Use, Post Sterilization Integrity Test of Sterilizing Filters (PUPSIT) for further argumentation.

Proposed change (if any):  “The integrity of the sterilising filter should be confirmed immediately after use and the need of verifying the integrity of the sterilisinged filter before use should be based on risk assessment, executed by line and by product where the risk of conducting compared to not-conducting the integrity test should be evaluated. If the outcome is a need of integrity testing before use, then integrity should be verified before use but after its sterilisation unless specifically justified and validated, and should be confirmed immediately after use”
	

	244


	
	Comment:

“In most situations, a limit of 10 CFU/100 ml (TAMC) would be acceptable for bioburden testing”

By setting a limit with an exact number for CFU and the sample volume this gives a direct expectation for this parameter. The limit should be as low as possible taking the actual situation into consideration, e.g. the bioburden level of the incoming materials and the capacity of the filter (even though a high capacity shouldn’t justify a high limit), the fact that pre-filter is used or not etc. 

Proposed change (if any):  

“In most situations, a limit of 10 CFU/100 ml (TAMC) would be acceptable for bioburden testing”

“The limit for bioburden before filtration should be set as low as possible and justified taken the actual situation into consideration, like use of double- and/or pre filter, the level of microbial contamination of the materials used, the size and retention capacity of the filters etc.”
	

	250-251
	
	Comments:

“Bioburden should be tested in product sample of 100 ml in order to ensure the sensitivity of the method. Other testing regimes to control the bioburden at the defined level could be accepted if adequately justified.”

Setting an exact limit for the test volume gives an unreflective expectation. It must be a matter of having enough sample material to perform the test in accordance with the analytical method and ensuring that the sample represents the bulk solution. The variation in bulk sizes varies a lot from less than one litre to more than 1000 litres why one common sample size seems inadequate. Based on this it is proposed to change the wording to the following:

Proposed change (if any):  

“Bioburden should be tested in product sample of 100 ml in order to ensure the sensitivity of the method. Other testing regimes to control the bioburden at the defined level could be accepted if adequately justified.”
 “The volume of the product sample to test for bioburden should be sufficient to perform the bioburden test and appropriate to control the filtration risk considering the probability of any contamination higher than the limit for bioburden will be detected.”

	


Please add more rows if needed.
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