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Submission of comments on 'Concept paper on good genomics biomarker practices’ (EMA/CHMP/PGWP/415990/2014
Comments from:
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	EFPIA - Pär Tellner (par.tellner@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)

	
	We welcome the opportunity to provide feedback on the draft Concept paper on good genomics biomarker practices and appreciate the regulatory need for this guideline.  A guideline on “good genomic biomarker practices” will be a useful reference to help guide selection of appropriate technology for different stages of biomarker studies and will help define the implications of biomarkers in clinical studies.
	

	
	With the wealth and rapid development of (appropriate) technologies and the differing individual needs of  pharmacogenomic questions to be answered – the recommendations/guidances for applicable technologies are needed but should not be too strict
	

	
	The current document is not clear on the scope of genomic biomarkers that are being address.  The term genomics is often used to encompass DNA and RNA and each of these types of biomarkers requires distinct assays and statistical considerations.  We recommend that the guideline (at least the technology section) is separated into DNA (including epigenetics) and RNA sections.
	

	
	The problem statement lists the following issues: choice of technology, sample acquisition and poorly designed trials. As currently written the discussion and recommendation section only discusses technology.  The problem statement may need to be revised (narrowed in scope) or reference to relevant guidelines such as clinical trial design will need to be referenced.
	

	
	Please include a definition section that defines terms including genomic marker, genetic marker, biomarker, methodology, technology, representative sample,cross validation of pharmacogenomic studies. 
	

	
	The ICH E18 (process of genomic sampling methodologies) is concurrently being drafted.  We recommend that this guideline references and aligns to ICH E18 


	


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)

	12-14

INTRODUCTION
	
	Comment: The concept paper is succinct, and we realise that the guideline will further elaborate on various aspects.  We would like the guideline to further discuss the level of evidence required to include genomic marker information in a drug label.
Proposed change (if any):

Additional background information in introduction section, or link to relevant guideline, describing examples of studies required to change drug labels.
	

	Line 12

INTRODUCTION
	
	Comment:
“Genomic data have become important to evaluate efficacy and safety of a drug for regulatory approval.”

Proposed change (if any):
“Genomic data have become important to understanding and evaluating efficacy and safety of a drug for regulatory approval.”

	


	Line 13-14

INTRODUCTION
	
	Comment:
“As a result, genomic information has been increasingly included in drug labels relevant for the benefit/risk evaluation of a drug and consequently as guidance for patient treatment”

Proposed change (if any):
“As a result, genomic information has been increasingly included in drug labels as relevant guidance for patient treatment.”
	

	Line 15-17

INTRODUCTION
	
	Comment:
“The integration of genomic biomarkers in clinical trials and other studies, as well as the technology used…”
Proposed change (if any):
The content is not clear. 

Clarify what is meant by: ”and other studies”. If the concept is focused on clinical trials then delete “and other studies”, if concept is broader, then clarify.
	

	Line 21

INTRODUCTION
	
	Comment:

“…facilitate the implementation of pharmacogenomics in drug development and patient treatment…”

Proposed change (if any):
“…facilitate the investigation of pharmacogenomics in drug development and use of pharmacogenomics guidance in patient treatment…”

	

	Line 26

PROBLEM STATEMENT
	
	Comment:

“…into clinical tools…”

Proposed change (if any):
“…into clinically useful tools…”
	


	Line 26-27

PROBLEM STATEMENT
	
	Comment:

“In particular lack of transparent rationale for the choice of genomic techniques,…” 

It’s not clear how a lack of transparency applies.

Proposed change (if any): In particular lack of transparent rationale for the choice of genomic technologies techniques” 
	

	Line 32-33

DISCUSSION
	
	Comment: The meaning of “cross-validation of pharmacogenomics studies” is not clearly evident.  The required technical validation level of the technologies, at different stages of clinical development, should be addressed.

Proposed change (if any): describe cross-validation.  Is this using a gold standard (e.g. Sanger Sequencing) to validate a DNA variant?  
	

	Line 36-37

DISCUSSION
	
	Comment: It is unclear what is meant by “so that the data accrued can be integrated to generate useful pharmacogenomics testing modalities.”  


	


	42-47

DISCUSSION

TECHNOLOGY SECTION
	
	Comment:  The concept paper is succinct, and we realise that the guideline will further elaborate on various aspects.  

1) It would be helpful if information on biomarker quality control and validation and using controls for assay validation is discussed in the Standards section.  Guidance should be provided on reproducibility of measurements with multiple instruments.
2) It would be helpful if topics such as biomarker cut-offs (e.g. Single Nucleotide Polymorphism clustering) and development and validation of software used to determine biomarker cut-offs and output can be discussed in the Standards section.  Potentially create a Data Standards section.
3) It would be helpful to include information on the regulated status of the laboratory developing the assay and the laboratory running the assays for clinical studies (which may vary depending on stage of biomarker development). It would be helpful to include information on biomarker assay transfer and implementation.  It would be helpful to include information on infrastructure and workflow control to minimize the potential for contamination.  

Proposed change: 
Discuss biomarker quality control and validation in standards section

Please add section c2) Data standards and discuss software validation 

Please add section e) Implementation and discuss infrastructure and work flow
	


	Lines 48-52

BIOMARKER IMPLICATIONS ON CLINICAL TRIALS
	
	Comment: The concept paper is succinct, and we realise that the guideline will further elaborate on various aspects.  We would like the guideline to further discuss

1) Patient stratification and enrichment strategies.  

2) Incidental findings: As technology evolves and large throughput screening platforms become more common (e.g. next generation sequencing), there is the possibility to identify incidental findings.  We would like the guideline to discuss if incidental findings should be returned to patients and when and how to disclose incident findings.  

3) Non-representative samples: comment on if and when marker negative patients should be included in trials
4) Sufficiently powered studies:  Suboptimal study design can lead to weak study results that are not reproducible. Stringent up front criteria for study design would reduce the downstream validation that is required due to weakly powered studies

Proposed change (if any):

Please add  section e) patient stratification and enrichment strategies

Please add section f) incidental findings

	

	50
BIOMARKER IMPLICATIONS ON CLINICAL TRIALS

	
	Comment: Wording for “Identification of clinical phenotype” is not clear

Proposed change (if any) “correlation identification of clinical phenotype”
	

	52
BIOMARKER IMPLICATIONS ON CLINICAL TRIALS

	
	Comment: “Consideration of multiple markers, functionality, and significance”

1) The implications for this section are unclear.  Is this section addressing markers for safety, efficacy, dosing and patient selection?
3) is the combination of different types of biomarkers (RNA/DNA/protein/clinical data etc) being considered for multi-markers? 
	


	Line 52

BIOMARKER IMPLICATIONS ON CLINICAL TRIALS
	
	Comment: Biomarker studies may be completed on marketed drugs.  It would be helpful if the guideline could include a section summarising biomarker results generated from post-marketing studies, and what would be required to update a drug label with biomarker information

Proposed change (if any): Currently the discussion section of the guideline focuses on two sections: 1) Technology and 2) Biomarkers implications on clinical trials.  Add a third section to the guideline pertaining to biomarkers identified in post-marketing studies.
	

	Line 80

INTERESTED PARTIES
	
	Comment: A listing of interested parties is provided in section 8, but notifying bodies are excluded

Proposed change (if any): change i.e. to e.g. or add notifying bodies to the list of interested parties


	

	Section 9

REFERENCES
	
	Comment: Additional references to literature, guidelines, etc. 

Proposed change (if any):  Add “Enrichment Strategies for Clinical Trials to Support Approval of Human Drugs and Biological Products" and once the guideline becomes approved “A Blueprint for Drug/Diagnostic Co-Development: Next-Generation Sequencing (NGS) 


	


Please add more rows if needed.
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