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Foreword

This European Standard has been prepared by Technical Committee CEN/TC 140, In vitro diagnostic
medical devices, the Secretariat of which is held by DIN.

The European Diagnostic Manufacturers Association (EDMA) has contributed to its preparation.

This European Standard shall be given the status of a national standard, either by publication of an identical
text or by endorsement, at the latest by July 2001, and conflicting national standards shall be withdrawn at
the latest by July 2001.

This European Standard supersedes EN 375:1992.

This European Standard has been prepared under a mandate given to CEN by the European Commission
and the European Free Trade Association, and supports essential requirements of EU Directive(s).

For relationship with EU Directive(s), see informative Annex ZA, which is an integral part of this standard.
According to the CEN/CENELEC Internal Regulations, the national standards organizations of the following
countries are bound to implement this European Standard: Austria, Belgium, Czech Republic, Denmark,

Finland, France, Germany, Greece, Iceland, Ireland, ltaly, Luxembourg, Netherlands, Norway, Portugal,
Spain, Sweden, Switzerland and the United Kingdom.
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1 Scope

This standard specifies the requirements for the information supplied by the manufacturer of in vitro

diagnostic reagents including reagent products, calibrators, control materials and kits for professional use,
which hereafter are called IVD reagents.

NOTE This standard can also be applied to accessories.

2 Normative references

This European Standard incorporates by dated or undated reference, provisions from other publications.
These normative references are cited at the appropriate places in the text and the publications are listed
hereafter. For dated references, subsequent amendments to or revisions of any of these publications apply
to this European Standard only when incorporated in it by amendment or revision. For undated references
the latest edition of the publication referred to applies (including amendments).

1ISO 1000, S! units and recommendations for the use of their multiples and of certain other units.

3 Terms and definitions

For the purposes of this standard, the following terms and definitions apply.

31
active ingredient
constituent that participates in the reaction used to measure or detect the analyte

3.2
batch
lot

defined amount of material, either starting material, intermediate or finished product which is uniform in its
properties and has been produced in one process or series of processes

3.3
batch code
lot number

code that is a distinctive combination of numbers and/or letters which specifically identifies a batch and
permits its manufacturing history to be traced

34
calibrator

substance, material or article intended by its manufacturer to be used to establish the measurement
relationships of an in vitro diagnostic medical device

35
control material

substance, material or article intended by its manufacturer to be used to verify the performance
characteristics of an in vitro diagnostic medical device

© BSI 03-2001
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3.6

expiry date

date up to which product performance is assured by the manufacturer based on the stability of the IVD
reagent

3.7

immediate container

primary container

packaging which protects the contents from contamination and/or other effects of the external environment

NOTE Examples are a sealed vial, ampoule or bottle, a foiled pouch, or a sealed plastics bag containing
e. g. culture media, microtitration plates or coated tubes.

3.8
internal quality control
operational techniques and activities at the point of use that are used to fulfil requirements for quality of

services

NOTE Internal quality control comprises all steps of activity for production of results from coliection of
sample and measurement of a measurable quantity to reporting of result of measurement.

3.9

in vitro diagnostic reagent

IVD reagent

in vitro diagnostic medical device which is a reagent, reagent product, calibrator, control material or kit

NOTE 1 For the definition of an in vitro diagnostic medical device see [13].

NOTE 2 In some cases a particular IVD reagent, as defined for use in human medicine, may serve also
in veterinary medicine.

3.10
kit
set of components (reagents and/or other materials) packaged together

311
kit component
in vitro diagnostic medical device intended to be part of a kit

NOTE Typical kit components are e.g. antibody solutions, buffer solutions, calibrators or control
materials.

312
label
printed, written or graphic information placed on a container

313

outer container

sales packaging

material used in the packaging of the immediate container(s) of (an) IVD reagent(s) consisting of a single
entity or an assembly of different or identical components

© BSI 03-2001
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3.14
professional use

use by personnel who have received special education and training with regard to procedures utilizing in
vitro diagnostic medical devices

3.15

reagent product

reagent carrier

product in which the reagents are fixed to or included in a carrier

EXAMPLES
Reagent strips, slides, discs and sticks.

3.16
shelf life
period until expiry date

3.17
specimen
biological material which is obtained in order to detect or to measure one or more guantities

3.18
stability

ability of an IVD reagent when kept under specified conditions, to retain throughout the shelf life its
properties and/or performance within limits specified by the manufacturer

3.19

trueness

closeness of agreement between the average value obtained from a large series of test results and an

accepted reference value [ISO 3534-1]
NOTE Directive 98/79/EC uses “accuracy” synonymously with “trueness”, whereas the term “accuracy”
includes both “trueness™ and “precision”, according to ISO 3534-1 and 1SO 5725-1.

4 Requirements for labels

4.1 Outer container

411 General

The label for an outer container shall give the information specified in 4.1.2 to0 4.1.10.

Requirements concerning the language(s) of the country in which the IVD reagent is distributed shall be met.
Information which is a proper name, address or symbol does not require to be expressed in multiple
languages.

4.1.2 Manufacturer
The name and address of the manufacturer shall be given.
NOTE The manufacturer is the entity which has taken legal responsibility for the IVD reagent.

The name and address of the authorized representative shall also be given when this is a legal requirement.

© BSI 03-2001
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4.1.3 Product name
The product name shall be given.

When the name does not uniquely identify the product, an additional means of identification shall also be
given.

4.1.4 Microbiological state

If necessary for proper performance of the IVD reagent, the microbiological state or state of cleanliness,
e. g. “microbiologically controlled” or “sterile”, shall be given.

41.5 Batch code
A batch code shall be given.

If a kit contains different components bearing different batch codes, the batch code given on the outer
container shall enable the individual product histories to be traced from the manufacturer's production file.

NOTE The graphical symbol as given in EN 980 should be used.

4.1.6 Expiry date
An expiry date based upon the stated storage instructions shall be given. This shall be expressed as the
year, the month, and, where relevant, the day in that order. In the case of year and month this means that

the expiry date is the last day of the month indicated. The label of the outer container shall give the expiry
date of the component having the earliest expiry date or an earlier date if appropriate.

NOTE 1 The graphical symbol as given in EN 980 should be used.

NOTE 2 The format for the expiry date should be either “CCYY-MM-DD” or “CCYY-MM”.

41.7 Contents

The content in terms of e. g. mass, volume, volume after reconstitution and/or the number of measurements
shall be given.

In the case of a kit the components shall be designated in the same way as on the immediate containers as
specified in 4.2.3.

Information on additional materials, €. g. accessories, may be given on the label and/or in the instructions for
use where practicable and appropriate.

4.1.8 Intended purpose

Where appropriate, the intended purpose shall be given.
EXAMPLES

— Measurement of glucose concentration in serum,

— measurement of thromboplastin time.

Additionally the in vitro use of the reagent shall be indicated.

NOTE A graphical symbol for in vitro diagnostic medical device should be used. K

") Graphical symbol as given in ISO 15223/DAM 1: 1999 and as proposed for a future revision of EN 980.

© BSI 03-2001
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419 Storage and handling information

The storage conditions necessary to assure the stability of the product in the unopened state shall be
indicated. Recommended storage temperature intervals shall be given.

EXAMPLES

2°Cto8°C or 2..8°C or graphical symbol according to
ISO 7000-0632

-18 °C or below or <-18°C or graphical symbol according to

1SO 7000-0533
Other conditions that affect stability, e. g. light or humidity, shall be mentioned.
Any other particular measures to be taken in the handling of the product shall be given (e. g “ireat as
fragile™).
4.1.10 Warnings and precautions
If an IVD reagent is considered dangerous (e. g. chemical, radioactive or biclogical risk), the outer container

shall be labelled with the appropriate danger symbol(s). If in the case of chemical hazards the IVD reagent is

not accompanied with instructions for use giving appropriate risk and safety phrases, these phrases shall be
given on the label of the outer container.

NOTE For chemical hazards labelling see [11].

4.2 Immediate container

421 General

The label for an immediate container shall give the information specified in 4.2.2 to 4.2.10 in legible

characters and/or symbols. If the available space is too small for this purpose, the information may be
reducedto 4.2.2, 4.2.3,4.2.5,4.2.6 and 4.2.10.

Information consisting of proper names and symbols does not require expression in multiple languages.

If the immediate container is also the outer container, the requirements for the label as specified in 4.1 apply.

4.2.2 Manufacturer

The name of the manufacturer shall be given. Alternatively, an unequivocal trade name or logo is sufficient.

4.2.3 Product name

The name shall ensure proper identification to the user of the product. Additionally, in a kit each component
shall be identified by name, letter, number, symbol, colour or graphics in the same manner as described in
the instructions for use or on the outer container.

4.2.4 Microbiological state

If necessary for proper performance of the IVD reagent, the microbiological state or state of cleanliness, e. g
“microbiologically controlled” or “sterile”, shall be given.

© BSI| 03-2001
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4.2.5 Batch code
A batch code shall be given.

NOTE The graphica! symbol as given in EN 980 should be used.
426 Expiry date
An expiry date based upon the stated storage instructions shall be given. This shall be expressed as the
year, the month, and, where relevant, the day in that order. In the case of year and month this means that
the expiry date is the last day of the month indicated.

NOTE 1 The graphical symbol as given in EN 980 should be used.

NOTE 2 The format for the expiry date should be either “CCYY-MM-DD” or “CCYY-MM".

4.2.7 Contents

The content in terms of e. g. mass, volume, volume after reconstitution and/or the number of measurements
shall be given.

4.2.8 Intended purpose

The in vitro use of the reagent shall be indicated.

NOTE A graphical symbol for in vitro diagnostic medical device should be used".

4.2.9 Storage and handling information

The storage conditions necessary to assure the stability of the product in the unopened state shall be
indicated. Recommended storage temperature intervals shall be given.

EXAMPLES
2°Cto8°C or 2..8°C or graphical symbol according to ISO 7000-0632
- 18 °C or below or <-18°C or graphical symbol according to 1SO 7000-0533

Any other particular measures to be taken in the handling of the product shall be given (e.g “treat as
fragile™).
4.2.10 Warnings and precautions

If an IVD reagent is considered dangerous (e. g. chemical, radioactive or biological risk) the immediate
container shall be labelled with the appropriate danger symbol(s).

NOTE For chemical hazards labelling see [11}.

" See page 6.
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5 Requirements for instructions for use

51 General

IVD reagents shall be accompanied by instructions for use. These instructions may alternatively be given on
the outer container or in an operational manual which, together with the instructions for use of an instrument
or of other parts of the analytical system, allow the user to safely and properly carry out the procedure.

If an IVD reagent is not accompanied by detailed instructions, the information given shall make reference to
the correct version of instructions provided in another manner. However, the minimum information provided
together with the IVD reagent shall cover all aspects of safe handling and storage prior to its use.

Complete instructions for use may be supplied as part of the built-in software of a dedicated analytical
system or by electronic means. Parts of the instructions for use can be given in a coded format, e.g.
barcode or chip, and be explained in the manual of the analytical system.

NOTE Immediate access of the user to the complete instructions for use can be ensured by means of an
electronic databank (Internet) or a free of charge return telefax system (polling).

If symbols and identification colours used on labels do not conform to European or International Standards,
such symbols and identification colours shall be explained in the instructions for use.

Languages shall be used in accordance with the requirements of the countries in which the IVD reagent is
distributed.

5.2 Manufacturer
The name and address of the manufacturer shall be given.
NOTE The manufacturer is the entity which has taken legal responsibility for the IVD reagent.

The name and address of the authorized representative shall alse be given when this is a legal requirement.

5.3 Product name
The product name as specified in 4.2.3 shall be given.

When the name does not uniquely identify the product, an additional means of identification shall also be
given.

5.4 Microbiological state

If necessary for the proper performance of the IVD reagent, the microbiological state or state of cleanliness,
€. g. microbiologically controlled or sterile, shall be given.

5.5 Intended purpose

The intended purpose shall be given.

EXAMPLES

— Measurement of glucose concentration in serum,
— measurement of thromboplastin time.

© BSI 03-2001
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5.6 Warnings and precautions

If a danger or hazard (e. g chemical, radioactive or biological) is associated with an IVD reagent or with its
use, any special warnings and precautions shall be stated.

NOTE For chemical hazards provisions see [9] to [11]. The information to be reported on the safety data
sheet according to EU Directive 91/155/EEC can be included in this section of the instructions for use.

Where an IVD reagent includes substances of human or animal origin, a warning shall be given concerning
their potentially infectious nature taking into account the risk posed by the nature or amount of the
substances.

Possible risks resulting from misuse which may be reasonably anticipated shall also be indicated. If
appropriate, information on the safe handling and disposal of materials used shall be given.

5.7 Composition

The nature and amount or concentration of the active ingredients in the IVD reagents shall be given as well
as information on other ingredients that may influence the measurement (e. g. stabilizers, type of organism,
host system).

In the case of a kit, the components shall be designated in the same way as on the immediate containers as
specified in 4.2.3.

When possible, quantities shall be expressed in units according to I1ISO 1000.

5.8 Storage and shelf life after first opening

The storage conditions and shelf life following the first opening of the immediate container, together with the
storage conditions and stability of working reagents shall be given, if different from those stated in 4.1.6,
419,426and4.29.

5.9 Additional special equipment

Any special equipment required for proper performance and/or safe use but not necessarily provided shall be
listed; information necessary to enable that special equipment to be identified for proper use shall be given.

5.10 Specimen

The type of specimen to be used and any special conditions of collection, pretreatment and, if necessary,
storage conditions as well as instructions for the preparation of the patient shall be given.

5.11 Procedure

A detailed description of the procedure to be followed, which can be clearly understood by the operator, shall
be provided.

512 Methodology

5.12.1 Principle of the method

Information on the principle of the methed indicating the type of reaction (e. g. chemical, microbiological or
immunochemical) and a description of the indicator or detection system shall be given.

© BSi 03-2001
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512.2 Performance characteristics and limitations of the method

The specific analytical performance characteristics (e. g. analytical sensitivity, analytical specificity, trueness,
repeatability, reproducibility, limits of detection and measurement interval, including information needed for
the detection of known relevant interferents) and the limitations of the method shall be described. Where
appropriate, information on the diagnostic sensitivity and specificity shall be given taking account of the
intended use of the results in the diagnostic procedure.

5.12.3 Reagent preparation

All required aspects of reagent preparation including reconstitution, incubation and dilution shall be
described.

5.13 Calculation of analytical results

The mathematical approach and if appropriate the name and version number of the computer programme
upon which calculation of the analytical results is made shall be given.

When possible, results shall be expressed in units according to 1SO 1000.

5.14 Changes in the procedure and in the performance

it shall be ensured that the user is informed of any substantial changes in the procedure and/or analytical
performance of the IVD reagent and of measures to be taken in this event.

5.15 Internal quality control

Suitable procedures for internal quality control shall be given including a means for the user to establish
criteria for assessing the validity of the measurement procedure.

5.16 Traceability of calibrators and control materials

Information shall be given on the metrological traceability of the values assigned to callbrators and control
materials, referring to available reference materials of higher order (e.g. WHO' ) or International or
European reference materials), or literature or other available documents or source of reference material.

5.17 Reference intervals

If known, the reference intervals and, where significant, a description of the reference population or a
pertinent literature reference shall be given.

When possible, reference intervals shall be expressed in units according to ISO 1000.

5.18 Literature references

Literature references shall be given if applicable, e. g. for reference intervals.

5.19 Date of issue or revision

The date of issue or latest revision of the instructions for use shall be given.

" World Health Organization
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Annex ZA (informative)

Relationship of this document with EC Directives

This European Standard has been prepared under a mandate given to CEN/CENELEC by the European
Commission and the European Free Trade Association, and supports essential requirements of the
EC Directive 98/79/EC.

WARNING: Other requirements and other EU Directives may be applicable to the product(s) falling
within the scope of this standard.

The following clauses of this standard, as detailed in Table ZA.1, are likely to support requirements of the
Directive 98/79/EC.

Compliance with these clauses of this standard provides one means of conforming with the specific essential
requirements of the Directive concerned and associated EFTA regulations.

Table ZA.1 — Correspondence between this European Standard and Directive 98/79/EC

Clauses/sub-clauses of this Essential requirements of Qualifying remarks/Notes
European Standard Directive 98/79/EC
3.2 B.8.6
3.3 B.8.6
411 B.8.1,B.8.2
4.1.2 B.8.4 (a)
413 B.8.4 (b)
414 B.8.4 (c)
415 B.8.4 (d), B.8.6
4.1.6 B.8.4 (e)
4.1.7 B.8.4 (b)
4.1.8 B.8.4 (g), B.8.5
4.1.9 B.8.4 (h)
4.1.10 B.8.3, B.8.4 (j)
4.2.1 B.8.1,B.8.2
422 B.8.4 (a)
423 B.8.4 (b)
424 B.8.4 (c)
4.2.5 B.8.4 (d), B.8.6
426 B.8.4 (e)
427 B.8.4 (b)
428 B.8.4 (g),B.8.5
(continued)
© BSI 03-2001
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Table ZA.1 — Correspondence between this European Standard and Directive 98/79/EC

(concluded)

Clauses/sub-clauses of this

Essential requirements of

Qualifying remarks/Notes

European Standard Directive 98/79/EC

4.29 B.8.4 (h)

4.2.10 B.8.3,B.8.4 (j)

5.1 B.8.1,B.8.2

5.2 B.8.7 (a)

5.3 B.8.7 (a)

54 B.8.7 (a)

5.5 B.8.5, B.8.7 (a)

56 B.8.3, B.8.7 (a), B.8.7 (n),
B.8.7 (s)

5.7 B.8.7 (b)

5.8 B.8.7 (c)

5.9 B.3.1,B.8.7 (e)

5.10 B.8.7 ()

5.11 B.8.7 (g)

5.12.1 B.8.7 (h)

5.12.2 B.8.7 (d), B.8.7 (h)

5.12.3 B.8.7 (h), B.8.7 (0)

5.13 B.8.7 (i)

5.14 B.8.7 (i),

5.15 B.8.7 (k)

5.16 B.8.7 (k)

517 B.8.7 ()

5.19 B.8.7 (u)
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