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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 welcomes the revision of the GMP Annex 17 and fully support the extension of the ICH Q8 to Q11 principles to other areas than just the parametric release for sterile products. This allows full realization of Real Time Release Testing in line with the recent QWP guideline. We think the revised Annex will facilitate the introduction of new technologies that permit real time or in line testing.
	

	
	RTRT Master Plan:

We recommend to not require a new document for RTRT, as all the information/data is already existing.

The requested RTRT master plan would be a novel document. It is not mentioned neither in the EMA guideline for Real Time Release Testing, nor in the current version of the EMA guideline on NIR. All the items listed and requested information are already covered in existing documents, which describe the 'hierarchy' of systems where risk management is the basis of control strategy. RTRT concepts are part of the control strategy and subject to validation and change control.
	

	
	Control Strategy Definition:

We believe that the definition for control strategy should refer to other sections of the GMPs to prevent unnecessary redundancy. Annex 17 provides de-facto a detailed definition of control strategy in section 3.6. We propose to delete 3.6.
	

	
	Risk Assessment document:

It is not clear what kind of risk assessment with respect to scope and deliverables is expected here. Usually a risk assessment on the RTRT method (e.g. NIR) is a standard process prior to method validation.
	

	
	RTRT and Parametric Release concepts:

We recommend to clarify the scope of the Annex 17 text in that RTRT without terminal sterilization is applicable to all products.  This will include products that are manufactured and filled in an aseptic manner with online RMM systems (similar to PAT). The 'Parametric Release' in chapter 4 applies to terminal sterilization.

	


2.  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)

	Line 20 - 22
	
	Comment: Clarification is needed

Proposed change (if any): Under RTRT, a combination of in-process monitoring and controls may provide sufficient evidence to justify batch release without the tests being repeated on as an alternative to release testing of a sample of the finished product.

	

	Line 43
	
	Comment:
The requested RTRT master plan is a novel document which is not mentioned neither in the EMA guideline for Real Time Release Testing nor in the current version of the EMA guideline on NIR. All the items listed and requested information are covered in existing document such as CTD modules as 3.2.P.5.2 (for i, vii), 3.2.P.3.3. (iii) 3.2.P.5 (ii, vii, viii) or in products specific SOP (iv, ix) in qualification documents (v) or are already included in the quality management system by default.

Proposed change:
We suggest deleting section 3.3
	

	Line 57
	
	Comment:
We recommend not to require a separate risk assessment for RTRT. Usually a risk assessment on the RTRT method (e.g. NIR) is a standard process prior to method validation. This risk assessment identifies any potential parameters and failure mode that could potentially impact the predictive performance and reliability of the RTRT measurement system. As a consequence these parameter and failure modes constitute the robustness assessment which is part of validation and parallel testing. This document is usually provided within 3.2.P.2and 3.2.P.5.
Proposed change: Delete 3.4
	

	Lines 65 and 67
	
	Comment:
In Annex 17, RTRT  change control focuses on product quality but does not appear to consider impact on reproducibility of the process.  Annex 15 identifies the need for both.  Therefore Annex 17 wording needs to align with Annex 15 in this respect.  
Proposed change: Add text in bold: Risk to product quality and reproducibility of the manufacturing process.  
	

	Line 76
	
	Comment:
Usually only attribute based tests are referring to a sampling plan, e.g. aspect control to assess the defect rate. Variable based sampling is not frequently applied as most test, e.g. Assay, CU, dissolution are covered by pharmacopoeias.

As stated in the general, we recommend to refer to other texts for the definition of control strategy.
Proposed change:
Suggest to end the paragraph at line 76 “…knowledge management.” at a minimum, or delete the whole section 3.6
	

	Line 93
	
	Comment:
There are also approaches using a spectral library without referring to chemometric methods.
Proposed change: Replace "and" by "or"
	

	Line 93 - 96:
	
	Comment: A more generic term is useful to ensure applicability is not limited.
Proposed change: “…. the sampling probe is placed within the reactor  processing equipment and …”
	

	Line 106 - 107:
	
	Comment: more precise wording
 

Proposed change: “…if such trends could show potential quality decreases or outliers opportunities to improve quality and/or consistency.”
	

	Line 109 – 112
	
	Comment:  In the event of a failure of controls resulting in erroneous RTRT results it may be necessary to perform end product testing as part of a deviation investigation. Also, this ensures that other potential points of failure are accounted for.  

Proposed change:  “It is not acceptable to perform an actual end product test on a product (active substance or finished product) motivated by an undesired or unacceptable result as determined by the approved RTRT approach without a thorough investigation and determination of the cause for RTRT failure and plan for resolution. End testing for release purpose can be acceptable if RTRT information elements are not available or an assignable cause for an invalid result is determined, for example due to analytical equipment failure (see 3.3).”
	

	Line 114: 
	
	Comment: Clarification that this section of the document deals specifically with parametric release of terminally sterilized product rather than the general topic of parametric release is needed. Should this title be “Parametric release and sterilisation” as per the title in EMA/CHMP/QWP/811210/2009-Rev1 section 7,  or ‘Parametric Release of Terminally Sterilized Product’ ?
	

	Lines 130 and 190
	
	Comment: In both sections 4.3 and 4.14, current wording implies the combined use of all three methods. 
Proposed change: Using either steam, dry heat or ionising radiation.
	

	Line 184
	
	Comment: Endotoxins do not develop independently – they are a function of microbial growth.
Proposed change:
“…to minimise the development of bioburden and increase of  endotoxins (if applicable).” 
	

	Line 207
	
	Comment: Parameters may change as system ages etc – could impact on critical elements of process.  
Proposed change:
“…established, defined and undergo periodic re-evaluation.” 
	

	Lines 244-245
	
	Comment: To improve alignment with definition provided in lines 116-118.

Proposed change: “Parametric release for terminally sterilised product is based on the review of documentation on process monitoring…”
	


Please add more rows if needed.
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