	
	



	SUBMISSION OF COMMENTS ON  Guidance for Industry – Potency Tests for Cellular and Gene Therapy Products (October 2008) 
 TITLE  \* MERGEFORMAT 

	COMMENTS FROM : Hoffmann –La Roche Inc.

	GENERAL COMMENTS

	In general, this is a very good draft guidance. The guidance provides a good concise high level summary /overview of the applicable issues for a very specific group of products: Cell and Gene Therapy products. It is noted that the guidance is thus targeted to a narrow audience, especially sponsors who are not generally knowledgeable about regulatory requirements. As a result, some sections are very detailed, while other sections appear redundant and obvious to a more experienced audience. The draft does not actually set many requirements; but rather suggests in general a case-by-case approach as is probably appropriate.


	SPECIFIC COMMENTS ON TEXT

	GUIDELINE SECTION TITLE

	Line no
. + paragraph no.
	Comment and Rationale
	Proposed change (if applicable)

	Entire document
	It would be very useful if there were electronic links to references and the cited CFR paragraphs external to the document.
	

	Section I 2nd Para

Page 1
	“This guidance applies only to CGT products  reviewed by FDA’s Office of Cellular, Tissue and Gene Therapies…”

It would be useful for the reader to have a list of CGT products provided upfront. Examples of types of products  are included in Table I (page 4).  Are there other products that are reviewed by OCTGT that are not included in this table? For example are peptides, siRNA  or combination products used in gene therapy covered under this guidance?  
	

	Section II A.1 page 2
	Instead of listing all references to regulatory requirements in written sentences,  a list of them, under bullet points, would provide a better overview and be easier for the reader to capture. 
	

	Section II A
1st para

 page 2
	“No lot of any licensed product may be released by the manufacturer prior to the completion of tests for conformity with standards applicable…”
Rationale: Completion of tests is not sufficient. Results of tests must be determined to conform with the acceptance criteria. 
	Proposed wording: 
“No lot of any licensed product may be released by the manufacturer prior to certification of test results establishing  conformity with standards applicable to such product…”

	Section II A
2nd para

sentence 1+2

page 2
	Potency is defined as “the specific ability or capacity of the product, as indicated by appropriate laboratory tests or by adequately controlled clinical data obtained through the administration of the product in the manner intended, to effect a given result.” 

In this context, it would be useful if the CFR definition of  efficacy were provided here, as well as a concise statement of how potency and efficacy are related. 
	

	Section II A
2nd para

line 7, page 2
	“[t]ests for potency shall consist of either in vitro or in vivo tests, 
	Please clarify that  “in vivo tests” refer to animal tests.

	Section II B

2nd para

page 3
	“Potency measurements are necessary for … during all phases of clinical investigation.  “

Omission of “marketed products indicates potency measurements are not used to ensure consistency post licensure.
	Proposed wording:   Potency measurements are necessary for … during all phases of clinical investigation and as marketed products..   

	Table 1

page 4
Table 1

page 4 cont’d
	Several terms are used in this table that may require some definition as they can be interpreted differently by individuals with different training and backgrounds. These include:

Replicating viruses (2nd row)

Infection (8th row)
Novel gene therapy vectors (5th row)

  
	Examples:

“Replicating viruses” Does this refer to replication of DNA or to the idea of “productive viral replication” and is the intended reference replication in the host cell or a specific subset of cells in culture?. 

Does “infection” imply the virus replicates in the host cell, or does it refer to transfection/ entry into the cell?

Proposed wording: “Novel class of gene therapy vectors” or

“ Novel gene therapy vector backbone.”

	Section IIIA 3rd paragraph
Last sentence
	“Therefore the potency assay should incorporate both a measure of the gene transfer frequency and the biological effect of the transferred gene.”

The meaning of the term “frequency” in  “measure of the gene transfer frequency” is unclear.  For viral vectors, does this refer to measures of infectious titer or quantitation of viral genomes after infection in cell culture? If so, this would be a measure of events rather than frequency. Frequency implies either a measure of “gene transfer events”  n  per time or could also be interpreted to mean the number of gene transfer events divided by the total possible number of particles.  The latter measure is a measure of purity rather than a measure of potency.
	“Therefore the potency assay should incorporate both a measure of the gene transfer events and the biological effect of the transferred gene.

	Section III C
1st sentence
page 7
	“To demonstrate potency using an analytical assay as a surrogate measurement of biological activity, you should provide sufficient data to establish a correlation between the surrogate measurement(s) and the biological activity(ies) that is related to potency. “
Please clarify what would be considered sufficient data to support the use of an analytical method at early stages of development.

	

	Section III D
1st sentence
page 8
	“As discussed throughout this document, thorough product characterization is necessary to understand the product parameter(s) that affect quality, consistency, and stability.  “
Please clarify how “ consistency” is defined here. Is it defined as lot to lot reproducibility?
	

	Section III E.1 

Last 2 lines

pages 8
	The instructions to
“implement improved potency measurement(s) that quantitatively assesses relevant biological product attributes” 
may suggest too high a requirement for some products (e.g. for a complex, autologous cell based product ) Some products cannot be fully characterized, and often the mechanism of action is not understood (e.g. cancer vaccines), especially before pivotal clinical trials.
	

	Section IV C. 1. Regulations, line 11
page 11
	LOD/LOQ shall be left out of the scope for a validation of biological assays due to i.) their inherently high assay variability, ii.) relative nature of measuring a product's strength against a reference material, and iii.) because it is not a purity test.

From a scientific perspective, LOD/LOQ provides  information on the minimal level at which a substance can be detected or quantified (i.e. an impurity). For the bioassay, it is determined whether the method can recover a substance with a required level of accuracy (measured vs. expected biological activity).
	- Eliminate LOD/LOQ from the bulleted list, because validation establishes a range, i.e. upper and lower strength/concentration limits for which preset acceptance criteria on accuracy, precision and linearity need to be fulfilled. In this sense, sensitivity is determined as a “recovery” during validation of accuracy.



	Section IV C. 4. Assay evaluation and modification, line 3 and 6
page 12
	“If you plan to modify an assay that is used in an approved application …”
This directive is formulated too strictly, because no differentiation is made as to the scope of the planned modification. For example, it would be useful if the guidance specified which assay modifications prompt validation or re-validation of an assay. 
In addition, the instruction that
 “ These changes must be submitted as a supplement to an approved application …” 
is likewise too strictly formulated as some changes may be appropriate for another type of submission (e.g. an annual report). 
	Proposed wording:” Modifications of a validated assay must be subject to an assessment regarding scope of change and impact on existing validation and regulatory status (i.e. whether the existing validation holds true for the modified assay). A complete revalidation of the modified assay might be required if for example the assay principle changes; a revalidation of robustness might be required for a change of critical reagents.

When a new assay is developed, it needs to be validated and compared to the existing assay.

Any assay change impacting the regulatory status needs to be submitted. The appropriate type of submission (e.g. supplement, amendment, annual report, etc) will depend on the nature of the change and should be in line with FDA regulations,  CFR 601.12 Changes to an approved application.” 

	Section IV C.4.
page 13
	Recommendations to have “timely discussions with your FDA review team”   were repeated. 

Please clarify when these discussion should be phone calls and when they should be requests for official meetings.  
	


� Where available
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