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Kasitlusala:

Ve
This part of ISO 20776 descﬂﬁs one
reference method, broth microdjlution, for
determination of MICs. The Ml lects
the activity of the drug under the I@
described test conditions, and ca /g
interpreted for clinical management
purposes by taking into account other
factors, such as drug pharmacology or
bacterial resistance mechanisms. This
allows categorization of bacteria as
“susceptible” (S), “intermediate” (1), or
“resistant” (R). In addition, MIC
distributions can be used to define wild
type or non-wild type bacterial
populations. Although clinical
interpretation of the MIC value is beyond
the scope of this part of ISO 20776,
modifications of the basic method are
required for certain antimicrobial agent -
bacteria combinations to facilitate clinical
interpretation. These modifications are
included in a separate table. It is
advisable to compare other susceptibility
testing methods (e.g. routine methods or
diagnostic test devices) with this
reference method for validation, in order
to ensure comparable and reliable results.
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Scope:

This part of ISO 20776 describes one
reference method, broth microdilution, for
determination of MICs. The MIC reflects
the activity of the drug under the
described test conditions, and can be
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erial resistance mechanisms. This
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Tr@cﬂment (EN ISO 20776-1:2006) has been prepared by Technical Committee CEN/TC 140
"In vi magnostic medical devices", the secretariat of which is held by DIN, in collaboration with
Tech Committee ISO/TC 212 "Clinical laboratory testing and in vitro diagnostic test systems".

This Euro Standard shall be given the status of a national standard, either by publication of an
identical tex @ y endorsement, at the latest by May 2007, and conflicting national standards shall
be withdrawn apthe latest by May 2007.

This document h n prepared under a mandate given to CEN by the European Commission
and the European rade Association, and supports essential requirements of EU Directive(s).

For relationship with E @ctive(s), see informative Annex ZA, which is an integral part of this
document.

According to the CEN/CENEI{C(In;ernaI Regulations, the national standards organizations of the
following countries are bound to Mplement this European Standard: Austria, Belgium, Cyprus,
Czech Republic, Denmark, Esto inland, France, Germany, Greece, Hungary, Iceland, Ireland,
Italy, Latvia, Lithuania, Luxembourg, Malta, Netherlands, Norway, Poland, Portugal, Romania,
Slovakia, Slovenia, Spain, Sweden, &erland and United Kingdom.
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ANNEX ZA

)\ (informative)

ionship between this European Standard and the Essential
Requirements of EU Directive 98/79

This Europeanr@ﬁdard has been prepared under a mandate given to CEN by the European
Commission a European Free Trade Association to provide one means of conforming to
Essential Requir of the New Approach Directive 98/79.

Once this standard is*cited in the Official Journal of the European Communities under that Directive
and has been impleme s a national standard in at least one Member State, compliance with
the normative clauses o andard confers, within the limits of the scope of this standard, a
presumption of conformity wij relevant Essential Requirements of that Directive and
associated EFTA regulations .

WARNING: Other requirement{?ﬂ other EU Directives may be applicable to the products
falling within the scope of this s a&md.
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ISO (the Inter( aI Organization for Standardization) is a worldwide federation of national standards bodies
(ISO member es). The work of preparing International Standards is normally carried out through 1SO
technical commltte ch member body interested in a subject for which a technical committee has been
established has the to be represented on that committee. International organizations, governmental and
non-governmental, | n with 1SO, also take part in the work. ISO collaborates closely with the
International Electrotec ical Commission (IEC) on all matters of electrotechnical standardization.

International Standards areQ d in accordance with the rules given in the ISO/IEC Directives, Part 2.

The main task of technical corpfittees is to prepare International Standards. Draft International Standards
adopted by the technical com re circulated to the member bodies for voting. Publication as an
International Standard requires app? at least 75 % of the member bodies casting a vote.

Attention is drawn to the possibility th © of the elements of this document may be the subject of patent
rights. 1ISO shall not be held responS|bIe ntlfylng any or all such patent rights.

ISO 20776-1 was prepared by the Europea mmittee for Standardization (CEN) Technical Committee
CEN/TC 140, In vitro diagnostic medical deVvig€s, in collaboration with Technical Committee ISO/TC 212,
Clinical laboratory testing and in vitro diagnostic t ystems, in accordance with the Agreement on technical
cooperation between ISO and CEN (Vienna Agre@

ISO 20776 consists of the following parts, under t}‘%ral title Clinical laboratory testing and in vitro

diagnostic test systems — Susceptibility testing of infe ys agents and evaluation of performance of
antimicrobial susceptibility test devices:

— Part 1: Reference method for testing the in vitro activity timicrobial agents against rapidly growing
aerobic bacteria involved in infectious diseases

— Part 2: Evaluation of performance of antimicrobial susceptibi/i@devices

iv © IS0 2006 — All rights reserved
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Iﬁ%uction

In vitr/sﬁeptibility tests are performed on microorganisms suspected of causing disease, particularly if the
organismis thought to belong to a species that may exhibit resistance to frequently used antimicrobial agents.
The tests @ so important in resistance surveillance, epidemiological studies of susceptibility and in
comparisons o‘- and existing agents.

Dilution procedufes)are used to determine the minimum inhibitory concentrations (MICs) of antimicrobial
agents and are reference method for antimicrobial susceptibility testing. MIC methods are used in
resistance surveilla omparative testing of new agents, to establish the susceptibility of organisms that
give equivocal results’i tine tests, for tests on organisms where routine tests may be unreliable and when
a quantitative result is reduited for clinical management. In dilution tests, microorganisms are tested for their
ability to produce visible h on a series of agar plates (agar dilution) or in broth (broth dilution) containing
serial dilutions of the antimi | agent.

the appearance of visible growth icroorganism within a defined period of time is known as the MIC. The
MIC is a guide for the clinician e susceptibility of the organism to the antimicrobial agent and aids
treatment decisions. Careful contr nd standardisation is required for intra- and inter-laboratory
reproducibility, as results may be sig ntly influenced by the method used. It is generally accepted that
broth MIC tests are reproducible to within doubling dilution of the real end point (i.e. £ one well or tube in
a doubling dilution series). /Qs

Broth dilution is a technique in which contai olding identical volumes of broth with antimicrobial agent
solutions in incrementally (usually geometrica increasing concentrations are inoculated with a known
number of microorganisms. /

The lowest concentration of aé&‘icrobial agent (in mg/l) that, under defined in vitro conditions, prevents

Broth microdilution denotes the performance of the@

that are easily grown by overnight incubation on agar an well in Mueller-Hinton broth, which may be
supplemented. The broth microdilution method described i i rt of ISO 20776 is essentially the same as
those used in many countries, including Francelll, Germany edenl3], the United Kingdom!4l, and the
United Statesl®l. The method is also essentially the same as the’brgth microdilution method published by the
European Committee on Antimicrobial Susceptibility Testing (EU ®)[6]. All these methods are based on

those described by Ericsson and Sherrisl7]. A

o
2

&
S

@Iution test in microdilution trays.
The method described in this part of ISO 20776 is intended f; the testing of pure cultures of aerobic bacteria

© I1SO 2006 — All rights reserved \"



INTERNATIONAL STANDARD ISO 20776-1:2006(E)

C‘?\ cal laboratory testing and in vitro diagnostic test
sy s — Susceptibility testing of infectious agents and
evaluation of performance of antimicrobial susceptibility test
device

@,

Part 1:
Reference 69 hod for testing the in vitro activity of
antimicrobi ents against rapidly growing aerobic bacteria

involved in in ious diseases
.

WARNING — The use of this%of ISO 20776 may involve hazardous materials, operations and
equipment. This part of ISO 20 oes not purport to address all of the safety problems associated
with its use. It is the responsibility e user of this part of ISO 20776 to establish appropriate safety
and health practices and determine@applicability of regulatory limitations prior to use.

1 Scope /&

This part of ISO 20776 describes one reference Aathod, broth microdilution, for determination of MICs. The
MIC reflects the activity of the drug under the de d test conditions, and can be interpreted for clinical
management purposes by taking into account o actors, such as drug pharmacology or bacterial
resistance mechanisms. This allows categorization oé:teria as “susceptible” (S), “intermediate” (I), or
“resistant” (R). In addition, MIC distributions can be to define wild type or non-wild type bacterial
populations. Although clinical interpretation of the MIC valugsis beyond the scope of this part of ISO 20776,
modifications of the basic method are required for cert@timicrobial agent - bacteria combinations to
facilitate clinical interpretation. These modifications are include a separate table. It is advisable to compare
other susceptibility testing methods (e.g. routine methods o ostic test devices) with this reference
method for validation, in order to ensure comparable and reliable r &

A

2 Terms and definitions @

For the purposes of this document, the following terms and definitions apply.@
21

antimicrobial agent 6
substance of biological, semi-synthetic or synthetic origin that inhibits the growth kills bacteria, and is
thus of potential use in the treatment of infections ~L

NOTE Disinfectants, antiseptics and preservatives are not included in this definition. @:

2.2 Antimicrobial agents — properties 0

221

potency

antimicrobially active fraction of a test substance, determined in a bioassay against a reference powder of the
same substance

© I1SO 2006 — All rights reserved 1



