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Submission of comments on Draft addendum to the 'guideline on the evaluation of medicinal products indicated for treatment of bacterial infections' to address the clinical development of new agents to treat disease due to Mycobacterium tuberculosis
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)

	
	We appreciate the opportunity to comment on this important update of the guideline. 

Our overall view is that the new draft is very helpful, and rightly combines advances in e.g. PK/PD with a broad approach to new potential development strategies. We welcome guidance encompassing assessment of either a single new agent, more than one new agent, or a wholly new regimen. 

It is noted that the draft is generally high-level, discusses a number of possible approaches, and is generally non-prescriptive and realistic, reflecting an acknowledgement that the design and technical elements of TB clinical trial methodology represent an evolving area, with in some cases little evidence to warrant any more explicit guidance. The advice that applicants should discuss the development programme with EU Competent Authorities at an early stage, and at intervals as necessary is noted.

	

	
	As stated in the executive summary (lines 61-62), there has been a shift in focus towards the development of new regimens that include one or more new agents that can allow for a shortening of the duration of therapy in patients infected with organisms susceptible to the agents in the regimen. While this is welcomed, further guidance on the approach to initiating the clinical phase by studying new combination regimens (rather than as monotherapy) from the outset would be useful (see also points below under ‘Specific comments on text’).

We would propose that guidance for preclinical program, short-term trials and dose and/or regimen-finding trials in case of co-development of 2 or more agents is included. This should clarify if there is a need to show the antibacterial effect of each new agent.

	

	
	The revised guidance focuses on the development of shortened regimens (including at least 1 new agent) for DS-TB and on addition of a new agent to optimized background regimen (OBR) for MDR-TB and/or XDR-TB. We would suggest that consideration is also given to the scenario of development of a shortened regimen including 2 new agents in MDR-TB, while that regimen is also suitable for DS-TB.


	

	
	We are of the opinion that the document does not differentiate between requirements for sensitive and drug resistant TB. The document should be restructured toward more clarity in addressing the requirements for sensitive and drug resistant TB in a more distinct way.


	

	
	We think the draft should follow standardized definitions which are used under programmatic conditions and imposed by WHO to countries. If for registration purposes additional time points for verifying maintenance of cure are considered, then they should be mentioned as such. It is confusing to have a patient cured according to WHO definition and still not cured as per clinical trial/regulatory imposed definition.


	


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)

	Lines 87-89
	
	Comment: 
The wording should include the possibility of a regimen shorter than 6 months as there are currently many experimental research activities already focusing on the shortening of treatment not only for MDR-TB but also for drug sensitive tuberculosis. Consequently, for such evaluation, cure rate could be assessed at the end of shorter regimen, even if comparison with standard regimen could be done at 6 months. 
Proposed change:

“If such a strategy is pursued the primary comparison between the test regimen and standard of care regimens should be could be below 6 months, at 6 months, or at a later time point from randomisation and sustained SCC rates should be documented for at least 24 months from randomisation.”

	

	Lines 145-159
Lines 160-173
Lines 217-228
	
	Comment:

It would be helpful to provide guidance, possibly including examples, on deciding which pre-clinical data should be generated using single or combination agents (e.g. hollow-fibre in vitro, or animal models in vivo) to optimise the selection of doses and regimens to be evaluated clinically in Phase II for single compounds and combinations. [Please also see more specific comment below on hollow-fibre protocols]
	

	Line 164
	
	Comment:

The guideline uses terminology such as ‘bactericidal’ and ‘sterilising activity’ currently under review within the scientific community. The use of a consensus numerical definition of those terms would be appreciated.
	

	Lines 171-173
Lines 235-237
Lines 322-323
	
	Comment:

The document comments on the uncertain correlation between biomarkers and clinical efficacy. This might be elucidated in due course (IMI contribution) and could be an area for discussion in future. Guidance on the acceptability of potential new biomarkers, e.g. novel methods to measure bacterial load such as nucleic acid detection tests, would be helpful. The use of imaging studies is a rapidly-evolving area; guidance on the use of more complex imaging techniques such as PET, MRI etc as new surrogates of efficacy, complementary to CFU counting, would be welcome.


	

	Lines 188-196
	
	Comment:

We would welcome more detail on best practices for samples collection and culture as multi-centre studies & central laboratories may be involved, raising practical and logistical challenges. In particular this includes aspects related to manipulation of fresh sputum samples from patients in EBA studies where the accurate and efficient estimation of bacterial load through counting of colony-forming units always represents a significant challenge.
	

	Lines 223-228
	
	Comment:

We note the growing focus on hollow-fibre experimental protocols in tuberculosis studies. We would be grateful if the agency could indicate to what extent such an in vitro PD modelling protocol would be considered to be a priority, and/or whether it would suffice as an experimental package to support the dose rationale.  Access to this methodology may be limited, and therefore if hollow-fibre data cannot be generated the agency may wish to provide some guidance on whether there is a hierarchy or preferred set of experiments for the purposes of dose selection.
 
	

	Lines 235-237
Lines 322-323
	
	Comment:

Imaging is mentioned as a patient selection criterion and also as an endpoint; guidance on linking the two would be helpful.
	

	Lines 241-248
	
	Comment:

The difficulties of blinding in e.g. double-blind double dummy studies are acknowledged, and guidance provided on the potential consequences if blinding is not feasible. However, the guidance should state whether alternative study designs, in which double-blinding is not used, can be considered for use in a confirmatory study.
	

	Lines 278-281
	
	Comment:

Regarding the utility of Early Bactericidal Activity (EBA) studies, the guideline mentions the use of this methodology “for those agents that elicit EBA” Agents eliciting EBA might be rightly derived from the PKPD profile of the product; however, confirmation is only when the study has been undertaken.  Guidance on what pre-clinical data would indicate the utility of an EBA study would be helpful. If EBA is to be performed, guidance as to how these data could be used to select a dose for use in subsequent combination trials would be helpful.
	

	Lines 290-291
	
	Comment: 

We would appreciate more clarity on the sustained SCC definition. What would be the maximal time to follow up?
	

	Lines 293-294
	
	Comment:

It would be helpful to provide more detailed guidance on potential strategies for handling missing data in follow-up studies, particularly where data are not missing at random, and where the reasons for the missing data are common in TB trials, e.g. if a subject is unable to expectorate.
	

	Lines 300-306
	
	Comment: 

We would propose to align the definitions in the document.  Especially the one for cure should follow WHO definition.  The new definition of cure linked to sustained SCC is rather ambiguous. As a result it would be considered unfavourable to end up with double standards interpreting cure in TB. 

Proposed change:

Definition of cure should be linked to confirmed SCC (in line with WHO definition).


	

	Lines 343-344
	
	Comment:

Regarding short-term Phase IIb trials, is an 8-week duration optimal? Linking sputum culture conversion data to longer-term outcomes (such as relapse) is an evolving area of research. Frequent sampling in clinical protocols to provide longitudinal data may help characterise this relationship. More guidance on these aspects, and on adaptive design, would be helpful.


	

	Line 347
	
	Comment:

The requirement for patients which are previously untreated does not accommodate for all MDR-TB patients, but only for a small proportion of them. Most of the MDR-TB patients had previous treatment with first line TB drugs. If the sentence refers to drug sensitive TB, then this should be mentioned as such to avoid confusion.  
 
	

	Lines 370, 394, 418
	
	Comment:

Regarding the treatment-shortening approach, the guideline discusses demonstrating that a shorter treatment regimen is non-inferior to a longer standard treatment regimen. The difficulties in determining a non-inferiority margin are mentioned (Lines 394 and 418), but more guidance would be helpful on the factors taken into account in justifying a particular margin, vs. the feasibility of a large trial that might be needed to demonstrate a narrow margin. The guideline indicates that a primary endpoint at 6mths post-longest therapy could support initial approval (Line 401), and that a secondary endpoint at 24mths post-randomisation could be submitted post-approval. This duration of follow-up could be difficult to achieve in practice, and it would be helpful to understand if alternative approaches could be acceptable.

	

	Line 402
	
	Comment: 

Further clarification on the 24 months follow up is necessary. Especially, it is unclear if the 24 months follow up is required in a trial for drug sensitive TB or only for MDR-TB patients.


	

	Lines 459 - 460
	
	Comment: 

It is challenging to demonstrate superior safety of a product in a clinical trial setting, due to the large sample size needed. Along with this statement it is proposed to delete this wording as it implies statistical significance for superiority.  

In line 455 the wording used was: “improved safety profile” which avoids misunderstanding linked to statistical significance. 

Proposed change:

We would propose to either delete the sentence with wording “superior safety”, or amend as follows: “Sponsors could consider attempting to demonstrate superior safety an improved safety profile for regimens containing new agents…”

	

	Lines 463-479
	
	Comment:

The clinical safety section is relatively high-level: picking the specific signals from combination studies may not be easy, and we would appreciate more detail on this. Consideration of the size of the safety database (and whether this differs by population – DS or DR) would be helpful. Guidance on the utility of pooled safety databases for defining the safety of standard-of-care regimens would be helpful. Guidance particularly relevant to assessing preclinical safety for combinations of TB drugs would also be helpful.


	

	Line 499-501
	
	Comment: 

Further clarification on the extrapolation of data in adults to paediatric group is appreciated. Please clarify if for a child below 5 years who has only pulmonary TB, if it is acceptable to extrapolate safety and efficacy results from adult trials. Does this apply to sensitive or /and MDR-TB? 
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