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Foreword

ISO (the International Organization for Standardization) is a worldwide federation of national standards bodies
(ISO member bodies). The work of preparing International Standards is normally carried out through ISO
technical committees. Each member body interested in a subject for which a technical committee has been
established has the right to be represented on that committee. International organizations, governmental and
non-governmental, in liaison with ISO, also take part in the work. ISO collaborates closely with the
International Electrotechnical Commission (IEC) on all matters of electrotechnical standardization.

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

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

In exceptional circumstances, when a technical committee has collected data of a different kind from that
which is normally published as an International Standard (“state of the art’, for example), it may decide by a
simple majority vote of its participating members to publish a Technical Report. A Technical Report is entirely
informative in nature and does not have to be reviewed until the data it provides are considered to be no
longer valid or useful.

Attention is drawn to the possibility that some of the elements of this document may be the subject of patent
rights. ISO shall not be held responsible for identifying any or all such patent rights.

ISO/TR 18112 was prepared by Technical Committee ISO/TC 212, Clinical laboratory testing and in vitro
diagnostic test systems.
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Introduction

This Technical Report summarizes the current labelling requirements of Canada, the EU, Japan and the US
for in vitro diagnostic (IVD) medical devices for professional use. It also includes, for comparison, proposed
guidance from the Global Harmonization Task Force (GHTF) and recommendations from the In vitro
Diagnostic Device Working Group of the Australian National Coordinating Committee for Therapeutic Goods.
This technical report is intended for use in identifying gaps between existing CEN documents and country
regulations, and the best solution for these gaps; it is one of a multi-part series of documents that is described
in ISO/TC 212 New Work Item Proposal N96-Rev.1.

This summary provides regulatory authorities, manufacturers and users of IVD medical devices with an
opportunity to compare existing and proposed labelling requirements from a cross-section of the regulated
world, so significant differences can be recognized and addressed. A preliminary summary has been provided
to the GHTF for use in identifying opportunities for harmonizing IVD labelling requirements. This report was
prepared to assist ISO/TC 212 in developing international standards to support the harmonization efforts.

While significant benefits from harmonized labelling requirements are anticipated, this Technical Report does
not evaluate the merits of one regulatory approach over another. Rather, it presents existing requirements
factually, so organizations charged with developing harmonized regulations and standards can decide which
requirements are essential for promoting safe and effective IVD medical devices.

This summary is only a snapshot in time, while the regulatory environment is dynamic and changing. Australia
and Japan are developing new regulatory frameworks for IVD medical devices. The United States is revisiting
its position on graphical symbols. European countries continue to debate which languages are necessary on
limited label space.

Manufacturers are cautioned that this Technical Report does not substitute for official published labelling
requirements. Although efforts were made to verify the accuracy of the information at this point in time,
regulatory requirements are subject to interpretation and change. Specific guidance may be in place in some
countries that interprets, explains, clarifies, amplifies or even modifies the requirements. Manufacturers are
responsible for knowing, understanding and complying with the official regulatory requirements in each
country in which their product is sold.
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TECHNICAL REPORT ISO/TR 18112:2006(E)

Clinical laboratory testing and in vitro diagnostic test

systems — In vitro diagnostic medical devices for professional
use — Summary of regulatory requirements for information
supplied by the manufacturer

?1 Scope

" This Technical Report summarizes regulatory requirements and associated guidance for information supplied
~ by the manufacturer with IVD medical devices intended for professional use.

Information supplied by the manufacturer includes labels on the outer and immediate container as well as
instructions for use.

Current labelling regulations and regulatory guidance from Canada, the European Union, Japan and the
United States are included.

Labelling guidance from the Global Harmonization Task Force and proposed labelling regulations from
Australia are included for comparison.

IVD medical devices for self-testing are excluded.

2 Labelling requirements

EN 375:2001 and EN 591:2001 are harmonized European standards for reagents and instruments,
respectively. These standards have been proposed as the basis for the international labelling standards being
developed by TC 212, and therefore are used as the basis for comparison in this report.

The labelling requirements from the countries surveyed are presented in Annex A, which is organized in a
table format to facilitate comparison of requirements and identification of key commonalities and differences.
The source documents are listed in the Bibliography.

The first column in the table lists the requirements of EN 375 and EN 591 in approximately the order that they
appear in the Standards. Subsequent columns present the corresponding regulatory requirements. Where a
regulatory requirement was identified that did not correspond to a specific requirement in the standard, an
additional row was entered at an appropriate place in the table.

For some topics, comparison may not be straightforward because the source documents are organized in
different ways. The CEN standards are organized by location of the required information (i.e. outer packaging,
inner packaging, accompanying documentation). Some regulations are organized by the type of information
required; some specify where the information must be placed, while others allow the manufacturer to
determine the most suitable location.
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3 Commonalities in required information supplied by the manufacturer
The following information is required or allowed by all of the regulations and regulatory proposals surveyed:
— Device name.

— Batch code or serial number.

— Expiry date for reagents.

— Intended purpose or intended use.

— Specified storage conditions or environmental conditions.

— Container contents (e.g. mass, volume, number of tests) for reagents.

— Instructions for use, which must be supplied with the device, when required.

— Statement that the device is for in vitro use.

— Description of the test procedure.

— Calculation of results.

— Warnings, precautions, and limitations of the device.

Exemptions are allowed for immediate-container labels that cannot accommodate the entire list of required
information.

4 Differences in required information supplied by the manufacturer

Requirements for the following topics differed significantly across the regulations surveyed.

4.1 Definition of in vitro diagnostic medical device

A harmonized definition of medical device, including in vitro diagnostic medical device, has been proposed by
the GHTF, but has not yet been adopted by the participating countries.

The European Union, the United States and Canada consider calibrators and control materials to be VD
medical devices and must be labelled as such.

In Jaépan, IVD regulations do not apply to calibrators and control materials, unless they are part of a kit.

Accéssories are IVD medical devices, according to EU definition, only when they are specifically intended for
diagnostic use by their manufacturer.

4.2 Definitions of label and labelling

GHTF defines a label as information provided upon the medical device itself or on its packaging.

Australian, EU, Japanese and U.S. definitions and/or common usage are consistent with the GHTF definition.
The Canadian Food and Drugs Act defines label to include “any legend, word or mark attached to, included in,

belonging to or accompanying any food, drug, cosmetic, device or package,” i.e. what GHTF and other
countries inclusively term “labelling” and what the EU terms “information supplied by the manufacturer.

n .
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4.3 Instructions for use

All countries require instructions for use unless the device can be used safely and effectively without them.
Specific requirements differ in detail and flexibility.

GHTF guidance states that labelling content, format, and location should be appropriate to the device and its
intended purpose, e.g. in a leaflet, packaging insert or other means supplied with one or multiple devices.

Australia and the U.S. also allow instructions for use to accompany the device, with “accompany” being
interpreted liberally. The U.S. Federal Food, Drug and Cosmetic Act states that “accompanying” means more
than physical association with the product. It extends to posters, tags, pamphlets, circulars, booklets,
brochures, instruction books, direction sheets, fillers, etc. as well as labelling that is brought together with the
device after shipment or delivery for shipment in interstate commerce.

Canadian Medical Devices Regulations state that directions for use are required, unless directions are not
required to use the device safely and effectively. Draft guidance from Health Canada states that package
inserts are essential for most 1VDs.

The EU IVD Medical Device Directive states that instructions for use must accompany or be included in the
packaging of one or more devices, except that in duly justified and exceptional cases instructions for use are
not needed if the device can be used properly and safely without them. “Accompany” is not defined and has
been interpreted differently by member states.

Japanese regulations require instructions for use with each device.

4.4 Labelling media

GHTF guidance states that instructions for use may be presented on a display screen incorporated into the
device, via internet access to the manufacturer’'s web site, or on magnetic or optical media, as well as prlnted
documents, with the information targeted to the anticipated user population. :

Current requirements and practices vary considerably.

Electronic labelling is not prohibited or otherwise mentioned in Australian, Canadian regulations, nor in thé
IVD Medical Device Directive.

The US authorizes, by statute, the use of electronic labelling, rather than the traditional paper labelling by
distributors of prescription devices that are to be used within the confines of a health care facility, so long as
they afford users the opportunity to request the labelling in paper form and promptly provide such labelling
to requestors without additional cost.

The U.S. also permits manufacturers to provide instructions for IVD systems, including consumable reagents,
in user manuals. Most countries have adopted similar policies regarding user manuals.

The EN labelling standards allow the use of separate manuals and alternative media (e.g. electronic labelling)
for instructions for use.

Japan requires written instructions in hard-copy format, while a draft Guidance Document from Health Canada
states that package inserts are essential for most IVDDs.

4.5 Manufacturer, distributor, importer, exporter, authorized representative

The U.S. requires that the name and place of business of manufacturer, packer, or distributor appear on the
label for, or the labelling accompanying each product.

The EU IVD Medical Device Directive states the manufacturer is the legally responsible entity and requires the
manufacturer's name on the labels. If the manufacturer is outside the EU, its “Authorized Representative”
must also be identified in the labelling.
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Australia and Japan require the importer to be identified. Australia also requires the Australian exporter to be
identified, if applicable.

Differences exist in the location where this information must be placed, e.g. outer package label and/or
instructions for use.

4.6 Microbiological state
All regulations require a sterility designation for sterile products. The IVD Medical Device Directive requires an

additional statement describing the microbiological state or state of cleanliness, where necessary for
proper performance.

4.7 Language and country-specific requirements

The GHTF recommends that country-specific requirements and languages be limited to those essential for the
safe and effective use of the device.

Australia and Japan require all information to be in English and Japanese, respectively.

Canada prefers both English and French, but accepts either one if a translation is readily available in the other
language.

The EU allows each country to decide whether to require its national language, taking into account the
principle of proportionality, whether harmonized symbols can be used, and the intended user. Some countries
accept one of the major European languages as sufficient for professional use devices.

The United States requires English, except in its territories and the Commonwealth of Puerto Rico where the

predominant language may be used. If any labelling appears in a foreign language, all of the required
information must appear in that language.

4.8 Graphical symbols

The GHTF supports the use of internationally recognized symbols to replace wording on labels and labelling
where the meaning is unambiguous.

Australia, Canada and the EU IVD Medical Device Directive are consistent with the GHTF position.
The U.S. and Japan presently require explanatory wording to appear in association with the symbol. However,

a recent draft guidance document from FDA states that 25 symbols from 1SO 15223 and EN 980 have been
recognized as symbols that may be used on labels without explanatory wording for professional use devices.

4.9 Expiry date
The IVD Medical Device Directive requires the use of the ISO 8601 date format, i.e. CCYY-MM-DD.
Other countries allow any date format that is unambiguous.

As an alternative to an expiry date, the US allows the label to state an observable indication of stability or a
simple method by which the user can confirm stability.

4.10 Reactive ingredients

The U.S. requires a list of reactive ingredients, as well as their concentrations, on the outer and immediate
containers, and in the instructions for use. In the case that the immediate container is too small, the reactive
ingredients may appear in the outer-container labelling only. Metric system units are encouraged.

© 1SO 2006 — All rights reserved
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In the EU and Canada, it is sufficient to list the reactive ingredients and their concentrations in the instructions
for use.

Japan allows reactive ingredients and their concentrations to be listed in the instructions for use, but also
requires the ingredient name on the outer container.

4.11 Small-sized label exemption

All countries allow for the possibility that the label space on small containers will not accommodate all of the
required information. However, requirements vary as to what details on a small-sized label may be eliminated
or placed elsewhere.

Furthermore, the US Food Drug and Cosmetic Act considers a product misbranded when any required
information is omitted from a label if any of the label space is occupied by non-required information. Thus the
small-label exemption does not apply if any information required by another country is on the label, such as a
CE Mark or name of the authorized representative, unless it is also required by US law.

4.12 In vitro (diagnostic) use

Particular requirements vary. Some regulations allow use of a symbol to indicate the reagent is for in vitro
diagnostic use. Others require specific wording. The EU specifies “in vitro use” as an alternative to the symbol
the U.S. and Canada specify “in vitro diagnostic use.” The U.S. FDA has announced plans to accept the
international IVD symbol.

4.13 Danger warnings (e.g. chemical, biological, radioactive hazards)
Particular requirements for warning users of hazardous substances vary from country to country.

In the EU, Directives on classification, packaging and labelling of dangerous substances and dangerous
preparations require standardized symbols and specific risk and safety phrases in product labelling.
Compliance with the labelling requirements of these Directives is mandated by the IVD Medical Device
Directive.

In the U.S., compliance with the Federal Hazardous Substances Control Act is specifically required by the
IVD labelling regulations. The manufacturer is additionally required to state other warnings appropriate to
the hazard presented by the product. In Australia, Canada, the EU and the U.S., (Material) Safety Data
Sheets may also be required unless all information required by occupational safety laws is included in the
product labelling.

Canada and Japan require appropriate hazard warning phrases/statements or symbols. Japan requires
specific language in a specific format for poisonous or powerful reagents.

NOTE This report does not attempt to include all danger/hazard warning requirements. Compulsory labelling
requirements may also be found in other national and local regulations.

4.14 Components of human or animal origin

Disclosure of materials from human and animal sources is required by some countries, regardless of whether
a hazard is known to exist. Compulsory labelling may also be required by worker protection regulations.

4.15 Reagent preparation and storage

The U.S. specifies that storage instructions for reconstituted or mixed product are required on the container
label. If the label is too small, the storage instructions may be included in labelling accompanying the product.

In other countries, these instructions may be placed in the instructions for use.
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4.16 Units of measure
The EU requires numerical values to be given in legal units, which means Sl units of measure (ISO 1000).

The U.S. Food Drug and Cosmetic Act encourages the use of Sl units for reagent ingredients. However, US
IVD labelling regulations require quantity, proportion, concentration or activity to be stated in the system
generally used and recognized by the intended user.

Australian, Canadian and Japanese labelling regulations are silent regarding units.

4.17 Analytical performance characteristics

All countries require a description of expected performance and provide examples of typical characteristics
that might be included.

Significant differences exist in the definitions of some common performance characteristics, such as accuracy,
precision, trueness, and sensitivity. Most of these terms are not defined in the labelling regulations, but may
be defined in laboratory regulations or national standards that influence the terms used by manufacturers in
labelling. It will be necessary to standardize these terms for labelling to be interpreted consistently worldwide.

Accuracy: In US laboratory regulations (CLIA *88) and in the EU IVD Medical Device Directive, accuracy is
used to describe two different concepts: (1) agreement of the average of a large series of replicate
measurements with the true value, and (2) agreement of an individual measurement result with the true value.

In international standards, including European harmonized standards, the first is termed “trueness,” a
measure of systematic bias; the second is termed “accuracy,” which includes the effects of imprecision as well
as bias on a test result. Many countries have adopted the terminology used in international standards.

Precision: In international standards, precision is described as repeatability (precision in highly controlled
conditions, where all possible variables are held constant), intermediate precision (where some variables are
controlled and some are allowed to vary), and reproducibility (precision in uncontrolled conditions, where all
variables are allowed to vary). Included in the international definition of precision is a requirement that the
conditions must be stipulated.

” o«

In laboratory medicine, these precision terms are roughly equivalent to “within-run,” “within lab”, and “lab to

lab,” precision, respectively.

The concept of precision defined in VIM:1993 has been superseded by newer definitions in 1SO 3534 and
ISO 5725. Although the VIM definition of reproducibility is incorrect, it is still cited in some CEN standards.

Sensitivity: In international standards, sensitivity is used to describe the ability of an IVD assay to determine
small changes in concentration throughout the range. In laboratory medicine, sensitivity is generally used to
mean the least amount of analyte in a sample that can be detected (i.e. limit of detection).

4.18 Metrological traceability

The EU requires information on the metrological traceability of calibrator and trueness control values. The
Australian proposal contains a similar requirement. Traceability of patients’ results is not required.

Draft FDA guidance on calibration and quality control labelling states that FDA currently requires information
on calibration procedures performed and whenever possible encourages traceability of device performance to
a reference method or material (i.e. a statement indicating the basis for the calibration).

Canada and Japan do not require traceability information.
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4.19 Diagnostic performance characteristics

GHTF guidance states the labelling may include diagnostic performance characteristics, such as sensitivity
and specificity related to the percentage of true negative and true positive values.

Canada and the EU require information on diagnostic performance characteristics.
Draft guidance from the U.S. FDA requests information when a device is compared to a “true” diagnostic state.

Australia and Japan have no requirements for diagnostic performance characteristics.

4.20 Predicate device (an existing legally marketed medical device)
The U.S. and Japan require data showing comparison to an existing, legally marketed device.

Other regulations do not have such a requirement, apart from the EU requirement to describe traceability to a
higher order reference measurement procedure/material, if one is available.

4.21 Reference intervals

While GHTF guidance only states that device labelling may contain reference intervals, all five regulatory
schemes and the EN standards require reference intervals along with descriptions of the reference
populations.

In the EN standards, the requirement for reference intervals is qualified by “if known.”

Canada and the US also require detailed information about how the ranges were established.

The EU is explicit that the values must be in Sl units. The other countries are silent on units.

4.22 User quality control

Australia, Canada, the EU and the US require that manufacturers provide users with quality control
information in the instructions for use. Australia and the EU call this “internal” quality control.

Australia and the EU also require “specific validation procedures.”

The U.S. requires details of the kinds of quality control procedures and materials required by users, including
information on satisfactory limits of performance, as well as descriptions of any controls that are integral
components of the device (also called “internal” quality controls).

In Japan, establishing quality control procedures is solely the responsibility of the Laboratory.

The GHTF has not taken a position on providing quality control information.
4.23 Change notification

“Although not addressed explicitly in labelling regulations, a requirement to update labelling when performance
“characteristics or instructions for use change is included in the European labelling standards.

Manufacturers are generally required by manufacturing regulations and international quality system standards
(e.g. ISO 13485) to inform users of significant changes in device performance and/or instructions for use.

4.24 Limitations

Each regulatory scheme requires disclosure of certain limitations; the requirements differ in limitations of what,
and the details that must be disclosed.
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GHTF guidance simply states the labelling should bear “any limitations.”
Australia and the EU require a description of the “limitations of the method.”

Canada specifies “test limitations”. The draft guidance from Health Canada says the Limitations section should
include requirements for personnel qualification and limitations affecting test result interpretation.

Japén requires disclosure of limitations related to the specimen.

The' U.S. specifies “limitations of the procedure.” The US considers requirements for further testing with more
sensitive/specific methods as limitations.

4.25 Instrument requirements

In general, the requirements in EN 591 and Japanese regulations are more specific regarding instrumentation
than those of the other countries.

Some significant differences are

— Only Japan, the EU and the U.S. require environmental specifications and installation instructions.

— Only Australia, the EU and GHTF guidance require verification of proper installation.

— Only Australia, Canada and the EU require labelling to state whether any particular training is required.
— Japan, the EU, the U.S. and GHTF require checking the function of the IVD instrument.

— All but Canada require mention of the nature and frequency of the maintenance needed to ensure that
the IVD operates properly and safely; and any necessary sterilization, decontamination or disinfection.

— All but Australia and Canada require cleaning instructions, if applicable.
— Only Japan and the CEN standards mention the frequency of replacing consumables and parts.
— Only U.S. and CEN request servicing information.

Only Australia, the EU and the GHTF guidance mention requirements regarding electromagnetic emission and
immunity.
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Annex A
(informative)

Labelling requirements of countries surveyed
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U.S. Food and Drug Administration, Guidance: Points to Consider for Review of Calibration and
Quality Control Labelling for In vitro Diagnostic Devices (Draft), February 1, 1996

1) This is equivalent to Reference [17].
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[43]

[44]
[45]
[46]
[47]
(48]

[49]

[50]

U.S. Food and Drug Administration, Use of Symbols on Labels and in Labelling of In vitro Diagnostic
Devices Intended for Professional Use (Draft Guidance), October 28, 2003

U.S. Code of Federal Regulations (CFR), Title 21, Part 864 — Hematology and Pathology Devices

EN 376:2002, Information supplied by the manufacturer with in vitro diagnostic reagents for self-testing
Canada, Hazardous Products Act (R.S. 1985, c. H-3)

Canada, Controlled Products Regulations (SOR/88-66)

EN 13612:2002, Performance evaluation of in vitro diagnostic medical devices

U.S. Food and Drug Administration, Guidance on Medical Device Patient Labelling, Final Guidance for
Industry and FDA, April 19, 2001

U.S. Code of Federal Regulations (CFR), Title 21, Part 807, Subpart E — Premarket Notification
Procedures
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