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Figure/ Table
Line No.
AHI Cover Page | Para 1 Additional sentence at end of paragraph Provides additional clarification of the purpose of the
Comment 1 “This information should help to characterize the potential document by incorporating the language from the Introduction

for the use of the product to select for antimicrobial-resistant
bacteria of human health concern.

section of the document
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AHI
Comment 2

Introduction

Para 1

New first paragraph and additional language to what would
now become paragraph two.

“The use of antimicrobial agents Is likely to lead to selection
of resistance whether administered to humans, animals or
plants. Zoonotic organisms such as non-typhoid
Salmonellae, Campylobacter spp. and enterohaemorrhagic
E. coli (e.g. O157) can, by definition, be transferred to
humans from animals. Therefore, it stands to reason that
resistant zoonotic organisms can also be transferred to
humans. It is recognized that antimicrobial resistance in
some of these pathogens can arise during therapy of
infected people as well. The transfer of antimicrobial-
resistant commensal bacteria or their genetic material from
animals to humans via the food chain is also possible, but
the data are conflicting. Data demonstrating the magnitude
and importance of such transfer, or whether transfer occurs
via consumption of contaminated meat or via contamination
of water or vegetables by animal excreta are limited. " %

It is clear that food-producing animals represent a potential
reservoir of antimicrobial-resistant microorganisms for
humans. ltis also recognized that humans are a E)otential
reservoir of resistant microorganisms for animats.**
Therefore, prudent use of antimicrobial agents is needed in
veterinary as well as in human medicine. The extent to
which animals are a source of human exposure to
antimicrobial-resistant microorganisms remains to be
quantified. In addition, methods for assessing the
magnitude of the animal source of exposure have not been
totally defined. However, when evaluating the safety. .”

This is the orginal agreed upon language from VICH GL27.
Inclusion of this language was discussed at length within the
Expert Working Group and agreed upon by all parties. This
language and the five references provide a balanced
discussion of the issue for the reader and should be included
in the document.

AHI
comment 3

Introduction

Para 1, first
sentence

Rewrite end of sentence:
“...antimicrobial agents to select for antibiotic resistant
bacteria of human health concern.”

Clarification
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Figure/ Table
Line No.
AHI Introduction | Para 1, Substitute the word provided for “reported.” Clarification
comment 4 second
sentence
AHI Introduction | Para 1, last Replace the phrase “to contribute to” with as part of. Clarification
comment 5 sentence
AHI Objectives | Para 1, first | Replace sentence with “The objective of this document is to | Clarification
comment 6 sentence provide harmonized technical guidance in the EU, Japan
and the US for registration of thereapeutic antimicrobial
veterinary medicinal products intended for use in food-
producing animals with regard to characterization of the
potential for a given antimicrobial agent to select for
resistant bacteria of human health concern.
AHI Objectives | Para 3, first | Replace “for” with of. Clarification
comment 7 sentence
AHI Obijectives Para 3, Replace “principle” with fundamental. Clarification
comment 8 second
sentence
AHI Data Para 2, first | Editorial recommendation to latter half of the sentence to Clarification
comment 9 | recommend | sentence now read...sponsors may choose to also include some of all
of those data.
AHI 1.4 First and Combine into a single sentence with additional clarifying Clarification
comment second phrases to now read:
10 sentences “...to the antimicrobial drug substance contained in the
product should be provided and may come from literature...”
AHI 1.4 Third Add a clarifying phrase in the middle of the sentence so that | Clarification
comment sentence it will now read:
11 “Information from related analogs within the same drug class

should be provided...”
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AHI 1.5 Second Combine with the first sentence by the elimination of the Clarification
comment sentence phrase “This information may come”
12
AHI 1.6 Second Combine with the first sentence by the elimination of the Clarification
comment sentence phrase “This information” and insertion of the word and.
13
AHI New Inclusion of five references noted in AHI comment 2: See AHI comment 2.
comment Section
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