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Submission of comments on 'Draft guideline on the clinical evaluation of direct acting antivirals for the treatment of chronic hepatitis' (EMA/CHMP/EWP/30039/2008 Rev.1)

Comments from:

	Name of organisation or individual

	EFPIA – 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)

	
	Overall we consider this to be a very well thought out and pragmatic guidance which reflects the scientific advice given to companies over the past 3 or 4 years.   This is reflected in the relatively small number of comments for such a wide ranging guidance. 
	

	
	The guidance included for the conducting of studies of new hepatitis C therapies in paediatric patients is practical and provides a pragmatic path forward for development of these new medicines for children. By extrapolating results of adult studies to support efficacy in pediatric populations and including adolescents in phase 3 trials that primarily involve adults, it is likely that these new drugs will be available for use in children soon after clinical trials are completed in adults.

	


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)

	Executive Summary

 Line 75-77
	
	The text below is incorrect, specifically “for the target HIV infection”, because the text following mentions co-medications for multiple special populations (transplant, opiate addiction, and HIV infection) and it is clear this relates to HCV, not HIV. 
Proposed change:

…with focus on co-medications of crucial relevance for the target HIV infection target HCV population (e.g. including drugs used for the treatment of HIV, for management of liver transplantation and for  opiate substitution)
	

	231-241
	
	4.4 Drug-drug interactions

“In designing the mechanistically driven drug-drug interaction programme, priority should be given to studies of oral contraceptives, as well as drugs used in the management of HIV, liver transplantation, depression and substance abuse.”

Comment:

Guidelines state that priority should be given to studies with oral contraceptives, as well as drugs used in the management of HIV, liver transplantation, depression and substance abuse.  These are all reasonable categories.  

We suggest adding proton pump inhibitors (PPIs) to the list in view of their widespread use, especially in cirrhotics, and the knowledge that many NS5A inhibitors have pH-dependent absorption.
Proposed change: 

In designing the mechanistically driven drug-drug interaction programme, priority should be given to studies of oral contraceptives and proton pump inhibitors, as well as drugs used in the management of HIV, liver transplantation, depression. and substance abuse 
	

	304-305
	
	Determination of IFN response when including IFN-experienced subjects is a very laborious procedure with a lot of queries sent to sites because historical HCV RNA data are often not filled in.  
More importantly, as the prior response category has been found to become less relevant in an IFN-free DAA setting, historical HCV RNA data is no longer always requested in clinical trials, but gathered based on judgment of the investigator/prior treating physician.
In light of further declines in this population, this recommendation will become impractical to follow. This is a patient population that has diminished rapidly, as these patients were among the first to receive DAA regimens.

In addition, a recent draft FDA guidance
 does not have this recommendation to document prior IFN response.

Taking the above into account, it is clear that it is not appropriate to recommend that peginterferon (pegIFN) +ribavirin treatment experience and prior response should be documented and we propose the sentence below is deleted.  
Proposed change:

It is recommended that peginterferon (pegIFN) +ribavirin treatment experience and prior response should be documented, as this is helpful in understanding the relationship of interferon response and response to the interferon-free regimen.

	

	336-338
	
	This definition of SVR12 is not recommended by the US FDA and has not been used in any recent approvals (e.g. Epclusa or Zepatier); these documents defined SVR12 as HCV RNA < LLOQ 12 weeks after the actual end of treatment, not planned completion of therapy. All subjects are followed for 24 weeks post treatment in most clinical trials so this data could be obtained but is not recommended as a primary endpoint.

Proposed change:

The recommended primary endpoint for studies aiming at defining cure rate is sustained virological response (SVR), defined as HCV-RNA < LLOQ 12 weeks after the planned completion of therapy (SVR12), regardless of the actual duration of treatment.
	

	341-342
	
	We question the need for SVR24, since it is not the primary endpoint.  We recommend that studies end at SVR12.  A portion of subjects can enrol in a 1 year durability of response as was suggested to determine rates of late relapse, although these are expected to be exceedingly low based on the current data. 

Proposed change:

SVR24 data should also be collected, and all available SVR24 data should be submitted at the time of 341 licensure, followed by submission of the remaining data as they emerge.
	

	392-397
	
	Additional details regarding acceptable margins would be desirable; in order to ensure consistency it is suggested to follow same guidance as FDA
.

	

	415-416
	
	Section 5.5.6: Follow-up after the primary endpoint

“For those that achieve SVR12, a total of one year follow up post EOT for durability of response is requested (though not necessary at the time of the MAA).”

Comment:

Regarding following all subjects out to 1 year with new DAA regimens, including those achieving SVR. There is value for this for subjects with virological failure, but this is less relevant for subjects achieving SVR. As mentioned previously, a portion of subjects can enroll in a 1 year durability of response to determine rates of late relapse, although these are expected to be exceedingly low based on the current data.
Proposed change:

For those that achieve SVR12, a total of one year follow up post EOT for durability of response is requested (though not necessary at the time of the MAA).
	

	416-417
	
	Following subjects for 3 years post failure is also no longer practical since all failures will be treated with something else probably within a year.  Watching and waiting is no longer practical with the available DAAs.

Proposed change: 

For patients not reaching SVR12, a total of 3 year follow up post EOT with assessment of genotypic resistance is requested until retreatment or for 3 years post EOT.
	

	Section 5.6.5 Pediatrics

Lines 570
	
	Lines 570 states that full range of patients as covered by indication in adults could be included. 
Can guidance be included on potential extrapolation so it would not be necessary to study all type of patients in the pediatric population once safety and PK is established for a given type of patients?


	

	573-574
	
	The guidelines state “..pre-authorisation studies could be limited in size to 30 – 40 patients distributed across the age range from 3 to less than 18 years old” 

Comment:

This is a marked reduction in total numbers for a pediatric program and merits clarification by referencing the following document

Proposed change:

Reference the following in this section:

http://www.ema.europa.eu/docs/en_GB/document_library/Report/2015/05/WC500186337.pdf.


	


Please add more rows if needed.

� http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm225333.pdf


� http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm225333.pdf
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