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1.  Introduction 19 

This Concept Paper proposes the development of a single guideline on the clinical evaluation of 20 
medicinal products indicated for treatment of bacterial infections. The development of this single 21 
guideline is intended to merge, revise and add to the guidance that is currently included in two 22 
separate documents as follows: 23 
- Guideline on the evaluation of medicinal products indicated for treatment of bacterial infections 24 

(CPMP/EWP/558/95 Rev 2), adopted 2011 and in force since 2012  25 
and 26 
- Addendum to the guideline on the evaluation of medicinal products indicated for treatment of 27 

bacterial infections (EMA/CHMP/351889/2013), adopted 2013 and in force since 2014 28 
 29 
CPMP/EWP/558/95 Rev 2 was the second revision of a text first adopted in 1997 and revised in 2007 30 
that covered general principles for antibacterial drug development. Due to the perceived need to issue 31 
the revision as soon as possible, it was decided to finalise the text and subsequently to develop an 32 
Addendum (EMA/CHMP/351889/2013) to provide guidance on data requirements to support certain 33 
infection site-specific indications for use and on clinical development programmes for antibacterial 34 
agents expected to address an unmet need. Inevitably, there is some overlap and repetition between 35 
the two documents.  36 
 37 
This Concept Paper proposes that both texts require revision and that they should be merged to 38 
provide a single core guidance document for antibacterial agents.  39 

2.  Problem statement 40 

Since the adoption of the two guidelines mentioned in section 1, several new antibacterial agents have 41 
been approved in the EU, including one that has been granted a pathogen-specific indication for use in 42 
patients with limited therapeutic options. Many other antibacterial agents have been the subject of 43 
CHMP Scientific Advice. During these interactions, agreement was reached with sponsors on some 44 
aspects of clinical development programmes that are important for programme feasibility and conduct 45 
but which differ from, or are not included in, current guidance. It also became apparent that there is a 46 
need to include a detailed explanation of the indications that may be supported by various clinical 47 
development programmes for antibacterial agents expected to address an unmet need.  48 
 49 
Two new guidelines have been finalised since 2012 and there is a need to adequately cross-refer to 50 
these texts without repeating their content. These are the: 51 

- Guideline on the use of pharmacokinetics and pharmacodynamics in the development of 52 
antimicrobial medicinal products [EMA/CHMP/594085/2015]  53 

and the 54 
- Addendum to the guideline on the evaluation of medicinal products indicated for treatment of 55 

bacterial infections to address the clinical development of new agents to treat pulmonary disease 56 
due to Mycobacterium tuberculosis [EMA/CHMP/EWP/14377/2008 Rev 1].  57 

 58 
Furthermore, a draft Addendum to the guideline on the evaluation of medicinal products indicated for 59 
bacterial infections to address paediatric-specific clinical data requirements (EMA/187859/2017) is 60 
expected to be finalised during 2018. Thus, several sections that appear in CPMP/EWP/558/95 Rev 2 61 
and in EMA/CHMP/351889/2013 are either out of date and/or can be replaced by cross-reference to 62 
the new guidance specific to paediatric programmes.  63 
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Finally, in 2016-2017 three meetings were held between the EMA, US FDA and Japanese PMDA to 64 
identify areas within each Agency’s guidance documents where some harmonisation of the 65 
requirements could be possible. As a result, some of the issues that have been the subject of 66 
alignment up to October 2017 now conflict with the existing text and there is a need to reflect what 67 
has been agreed in the revised guidance. 68 

3.  Discussion (on the problem statement) 69 

Several problems arise at an operational level when designing clinical studies intended to support the 70 
approval of medicinal products for treatment of antibacterial agents. Due to a resurgence of activity in 71 
the development of products intended to treat bacterial infections it is important that CHMP guidance is 72 
clear, integrated and up to date. For all the reasons described above, there is a need to revise the 73 
CHMP guidance. Merging of the text of the abovementioned Guideline and Addendum at the same time 74 
as making all necessary revisions would remove repetition as well as provide a single core document of 75 
reference. 76 

4.  Recommendation 77 

The Infectious Disease Working Party recommends drafting a revision of the ‘Guideline on the 78 
evaluation of medicinal products indicated for the treatment of antibacterial agents’ that also 79 
incorporates and adds to the content of the Addendum (EMA/CHMP/351889/2013). It is proposed that 80 
the exercise to revise and merge the documents should include the following revisions: 81 

• Update of the text to clarify the preferred and less favoured options for clinical programmes with 82 
antibacterial agents expected to address an unmet need and an explanation of the indications that 83 
could result from different programmes; 84 

• Clarification on clinical data requirements to support new combinations of known beta-lactam 85 
agents with new beta-lactamase inhibitors expected to address an unmet need, including data 86 
with the combination to support claims for indications already granted to the beta-lactam agent 87 
alone;   88 

• Update of the text to reflect the points of alignment that have been agreed in recent meetings 89 
with US FDA and Japanese PMDA, affecting matters such as primary analysis populations, non-90 
inferiority margins and some other aspects of trial designs to support some of the major infection 91 
site-specific indications; 92 

• Clarification of the considerations for acceptance of single pivotal studies to support infection-site-93 
specific indications and pathogen-specific indications;  94 

• Addition of guidance on clinical trials to support indications of uncomplicated urinary tract 95 
infections and uncomplicated gonorrhoea; 96 

• Removal of text that addresses PK-PD, tuberculosis and paediatric development and replacement 97 
with appropriate cross-references;  98 

• Clarification of the content of section 4.4 of the SmPC in circumstances in which there are 99 
important limitations to the clinical data that would constitute warnings; 100 

• Clarification of the content of section 5.1 of the SmPCs for antibacterial agents: i) possible 101 
removal of susceptibility testing interpretive criteria from section 5.1 of SmPCs to the EMA website 102 
(which then provides for an easily updated and consolidated list of criteria) and ii) guidance on the 103 
inclusion of clinical trial data in section 5.1 of the SmPC, including the level of detail that might be 104 
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acceptable depending on the indication(s) that have been studied and whether the agent 105 
addresses an unmet need. 106 

5.  Proposed timetable 107 

Concept Paper to be released for consultation Q2 2018. 108 

First draft of the Guideline to be released for consultation by Q4 2018.   109 

6.  Resource requirements for preparation 110 

The resources needed for this addendum relate to the Infectious Disease Working Party (IDWP). The 111 
Biostatistics Working Party will be consulted for comments during development of the draft guidance. 112 

7.  Impact assessment (anticipated) 113 

The most important impact is expected to be on: 114 

• The content of CHMP scientific advice. 115 

• The content of regulatory submissions, including those to support antibacterial agents expected to 116 
address an unmet need.  117 

8.  Interested parties 118 

Healthcare professionals, pharmaceutical industry, patient organisations, European learned societies 119 
involved in research into antibacterial agents and antimicrobial resistance. 120 

9.  References to literature, guidelines, etc. 121 
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