
Memoranda~~~~~~~~~r sae e Mmradm

A. ,orandu s ig; they are signed de l'OMS; ils sont

temeeting. pants c4 ces re'unions.

Bulletin of the World Health Organization, 56 (6): 881-885 (1978

Guiding principles and recommendations
on labelling of clinical laboratory materials:
a WHO Memorandum *

Comprehensive labelling forms a vital part of any steps to control the quality of com-
mercially distributed diagnostic reagents. This Memorandum gives recommendations for
such labelling. Specifications are given for the recommended minimum information to be
given on the label attached to the immediate container of clinical laboratory materials,
kits and kit components, reference materials including calibrators and control materials,
and where applicable, of general laboratory materials. A package insert or brochure is
generally required for clinical laboratory materials, kits, and reference materials, and
specifications are also given for information to be given in such inserts or brochures. Defi-
nitions of terms used in this Memorandum are given in an Annex. It is hoped that WHO
Member States will use these specifications through their adoption as national regulations.

Comprehensive labelling forms a vital part of any
steps to control the quality of commercially distri-
buted diagnostic materials. Following World Health
Assembly resolution WHA 27.62, it was decided that
WHO promote the adoption of international
specifications for adequate and meaningful labelling
of diagnostic reagents and it is hoped that Member
States will use these specifications through their
adoption as national regulations. Definitions of the
terms used in this Memorandum are given in
Annex 1.

* This Memorandum was drafted by the signatories
listed on page 884 following World Health Assembly reso-
lution WHA 27.62, which urges Member States to take steps
as rapidly as possible to control the quality of commercially
distributed diagnostic reagents. Recommendations for labora-
tory equipment are not included. Requests for reprints
should be addressed to Health Laboratory Technology,
World Health Organization, 1211 Geneva 27, Switzerland.
A French translation of this Memorandum will appear in
a future issue of the Bulletin.

LABELS

The following recommendations apply to the
labels of clinical laboratory materials, kits and kit
components, reference materials including cali-
brators and control materials, and where applicable,
of general laboratory materials. The label on the
immediate container should provide the information
given below (points 1 to 9). If the container is too
small to accomodate all the information, or if the
label would interfere with the reading of test results,
the manufacturer should provide as much infor-
mation as feasible on the immediate container label.
All the other information must be given on an
outer container (carton or overwrap) or on a pack-
age insert if more appropriate. As a minimum, the
product name, the supplier, the lot or control num-
ber, and when applicable, a cautionary statement
should be given on the immediate container. Ifnecess-
ary, abbreviations may be used to save space.
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MEMORANDUM

1. Product name: a nonproprietary (or descrip-
tive) name is required. A proprietary name is
optional. For a product derived from biological
material, the generic source or microbial group,
type, and strain should be given where relevant to
the proper performance of the procedure.

2. Quantity or amount: weight, volume, concentra-
tion, numerical count, or other applicable quantity
designation. The use of the Systeme international
d'Unites (SI) is recommended where possible. In
some cases, the number of tests that can be per-
formed or the volume of a reconstituted material
may be more appropriate.

3. Lot or control number: an alphabetical and/or
numerical designation by means of which the com-
plete manufacturing history of the product may
be traced.

4. Storage information: those storage conditions
necessary to protect the stability of the product.
Storage temperature intervals should be given. Ex-
amples are:

20 to 30°C (or 16WC+ 14)
20 to 10°C (or 60C+4)

- 180C or below
- 40°C or below

protect from freezing
Other conditions that may affect stability (e.g., light
or humidity) should be mentioned. If storage condi-
tions for the opened or reconstituted product are
different from those for the unopened container they
should also be given.

5. Expiration date: an expiration date based upon
the stated storage instructions, if applicable. If the
stability period for the opened or reconstituted
product is different from that of the unopened
product, this should be stated. As an alternative to
giving an expiration date, the manufacturer may
choose to direct the user to a procedure given in
the insert that may be used to determine the suit-
ability of the product for use.

6. Supplier: name and address of the manufac-
turer, packer, or distributor. If this is not the
address to which the user may direct inquiries, such
information must be provided in the package insert.

7. Cautionary statement: if a product can be con-
fused with a product administered to a human being
such as a drug or a biological preparation, a
cautionary statement such as " for laboratory use
only " must be used. If a hazard is associated with

the product, appropriate signal words such as:
CAUTION: RADIOACIIVE, or internationally
adopted symbols should be used.

8. Intended use(s): this must be stated. It may
be given through the product name, e.g., polyvalent
Salmonella slide agglutination antiserum. This para-
graph does not apply to "general laboratory
materials ".

9. Potency and purity: where necessary for the
proper performance of the procedure the potency
or titre and the purity of the product should be
given in common or usual terms. The specificity and
avidity should be mentioned where applicable. For
radioactive materials, the specific activity and
isotope purity should be stated where necessary for
the proper performance of the procedure.

The kit container label lists all the information
outlined above. In addition it should give the
following:

1. Kit lot or control number: if kit components
are not interchangeable between batches, a common
kit lot or control number must be applied to each
component and to the kit container. If appropriate,
other suitable uniform identification may be used.

2. Expiration date: the kit container must pro-
vide the expiration date of the component in the
set with the earliest expiration date.

3. List of contents.

PACKAGE INSERT OR BROCHURE

A package insert or brochure is generally required
for clinical laboratory materials, kits, and reference
materials, including calibrators and control materials.

Clinical laboratory materials and kits
Although not an exhaustive list, the following

types of information -are generally required on the
package insert:

1. Product name: a nonproprietary (or descrip-
tive) name is required. A proprietary name is op-
tional. For a product derived from biological mat-
erial, the generic source, or microbial group, type,
and strain should be given where relevant to the
proper performance of the procedure.

2. Intended use(s): the intended use should be
given. For example, "for the (qualitative or quanti-
tative) determination of (glucose) in (blood) ". Am-
biguity should be avoided when a material may have
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LABELLING OF CLINICAL LABORATORY MATERIALS

several uses, each requiring different concen-
trations or preparations, e.g., bacitracin discs for
testing bacterial susceptibility and for presumptive
identification of group A streptococci.

3. Principle of test: the chemical, physical, physio-
logical, or biological principles of the test. A con-
cise explanation of the chemical reaction, tech-
niques, etc., should be given, if applicable. Appro-
priate literature references should be listed.

4. Precautions: a description of known hazards
and necessary precautions must be given.

5. Suitabilityfor use: ifappropriate and if the infor-
mation is available, physical, biological, or chemical
indications of instability or deterioration should be
given. Where applicable, descriptions of appropriate
tests that the user may apply to assure satisfactory
performance should also be provided.

6. Reagents:

(a) For those materials supplied by the manu-
facturer:
- state the name, quantity, proportion or con-

centration of each reactive ingredient. For
products derived from a biological material or
materials, state also, when necessary for the
proper performance of the procedure, the
generic source or sources, potency, specificity,
avidity, sensitivity, or other specifications as
appropriate. A statement that the material has
been calibrated against a recognized reference
material should be included, if applicable;

- identify and/or characterize any nonreactive
ingredient such as a buffer or a preservative
or stabilizer, which, if not known to the user,
could affect the proper performance of the
test or influence the results;

- for kits, alist of materials supplied by the ma-
nufacturer should be given. If the components
of a kit are interchangeable with another kit,
the manufacturer should identify this charac-
teristic of the kit.

(b) List those materials not supplied by the manu-
facturer but required for the performance of the
test. A description of the purity, procedures for
diluting or mixing, and other pertinent information
should be given.

7. Equipment: any special requirements should be
described.

8. Specimens: where applicable, in relation to the
validity of the test, the insert or brochure should
describe:

(a) special precautions regarding specimen collec-
tion, including special preparation of the patient;

(b) additives (e.g., anticoagulants, preservatives)
necessary to maintain the integrity of the specimen;

(c) known interfering substances;

(d) recommended storage, and handling or ship-
ping instructions for the protection and maintenance
of the stability of the specimen.

9. Procedure: a detailed description of each step
required for the proper performance of the test.
Points to be considered include:

(a) special processing or handling necessary for
specimens that may contain known interfering sub-
stances;

(b) dilution, reconstitution, mixing, or other steps
necessary for those reagents supplied by the manu-
facturer, including storage conditions and stability of
reconstituted materials;

(c) calibration procedures, including selection and
preparation of calibrators, use of blanks, and prepar-
ation of a standard curve;

(d) user quality control procedure including rec-
ommended use of appropriate controls;

(e) a list of precise experimental conditions that
must be met, e.g., pH, temperature, times for specific
steps, wavelengths, and stability of final reaction
mixture;

(f) calculation of results including an explanation
of each factor and step in the calculation-if appro-
priate, a sample calculation may be given;

(g) procedural techniques that may assist the user
to perform the test more effectively.

10. Discussion: a discussion of the advantages,
limitations, accuracy, bias, etc., of the method as
may be appropriate. Points to be considered include:

(a) statements of accuracy (as compared to a
recognized reference method, if one is available, or to
the method used in evaluating the product), precision,
specificity, test range, linearity, and sensitivity of the
procedure;

(b) expected results and details of how the data
were derived, including the population(s) studied;
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(c) limitations of the procedure (e.g., possibility
of cross-agglutination and its significance);

(d) suggested confirmatory tests as appropriate.
11. Supplier: name and address of the manufac-

turer, packer, or distributor. This is the address
from which a user can obtain further information
concerning the product.

12. Date: the month and year when the package
insert was issued.

Reference materials, including calibrators and control
materials
Although not an exhaustive list, the following

types of information are generally required on the
package insert:

1. Product name: a nonproprietary (or descriptive)
name is required. A proprietary name is optional.

2. Intended use(s): for example, "(calibrator) for
(glucose) determination in (blood) ".

3. Composition andsource (s) : composition and/or
biological source(s) of the substance to be analysed,
or the reactive substance, and of the matrix, as
appropriate. For reference materials, any additives
such as preservatives and stabilizers should be
listed and described, with the exception that for
calibrators and control materials the additives should
be listed and described only to the extent necessary
for proper usage. For materials used in micro-
biological kits and procedures, any microorganism(s)
provided should be identified.

4. Value assignment: the insert should list:
(a) substance to be analysed or reactive substance,

and its value and units in common or usual terms-
use of the Systeme international d'Unites (SI) is
recommended where possible;

(b) method for value assignment (by literature
reference if appropriate);

(c) reference material(s) used for value assign-
ment;

(d) confidence limits for assigned value(s), includ-
ing, for reference materials, a description of the
protocol for calculating confidence limits.

5. Precautions: a description of known hazards
and necessary precautions to be taken.

6. Suitability for use: if appropriate and available,
physical, biological, or chemical indications of
instability or deterioration should be given. Descrip-
tions of appropriate tests that the user may apply to
assure satisfactory performance should also be
provided.

7. Preparation for use: a description of how to
treat the material for subsequent use, including
stability data and recommended storage conditions
for the reconstituted material.

8. Supplier: name and address of the manufac-
turer, packer, or distributor. This is the address
from which a user can obtain further information
concerning the product.

9. Date: the month and year when the package
insert was issued.

*

Dr M. Suggs, Biological Products Division, Center
for Disease Control, Atlanta, GA 30333, USA
(WHO Temporary Adviser)

Dr B. C. Southworth, Werner Lambert Company,
Morris Plains, NJ 07950, USA (Representing the
International Federation ofPharmaceutical Manu-
facturers Associations)

Dr B. Louwerens, Organon International B.V., Oss,
Netherlands (WHO Temporary Adviser)

Dr J. E. Logan, Bureau of Clinical Chemistry &
Hematology, Laboratory Centre for Disease Con-
trol, Ottawa, Ontario KlA 012, Canada (Rep-
resenting the International Federation of Clinical
Chemistry)

rex 1

DEFINITIONS OF THE TERMS USED IN THIS MEMORANDUM

1. Labelling: All written, printed, graphic, or other
matter on or accompanying clinical laboratory
materials. Labelling includes both labels and
package inserts.

2. Label: Written, printed, or graphic matter affixed
to or appearing upon the immediate, intermedi-
ate, or outer container of a clinical laboratory

material for identification or description but
excluding shipping instructions.

3. Package insert or brochure: Written, printed,
graphic or audiovisual matter accompanying the
clinical laboratory material, but not permanently
attached to any part of the package.
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4. Clinical laboratory materials: Materials and sub-
stances, chemical or biological, that are intended
by the manufacturer or supplier as an aid in the
laboratory investigation of disease or determina-
tion of the state of health or for laboratory
control of patient management and which are
not intended for administration to the patient.

5. General laboratory materials: Materials and sub-
stances, chemical or biological, that have
multiple purposes in laboratories and do not
have designated uses.

6. Kit: Two or more different clinical or general
laboratory materials (excluding reconstituting
materials), with or without other components
packaged together and designed for the perfor-
mance of a procedure for which directions are
supplied with the package. Custom-made and
investigational materials are not included.

7. " Reference material (RM): A material or sub-
stance one or more properties of which are
sufficiently well established to be used for the
calibration of an apparatus or for the verification
of a measurement method.a

a Special names are often given to reference materials
when they are used for different purposes in different fields.
In clinical chemistry, for example, the term " calibrator "
is often applied to a " pure " reference material used for
the routine daily calibration of apparatus or the verification
of a measurement method, and the term " control material "
is often applied to a reference material consisting of a mixture
of the analyte and the matrix in which it occurs in biological
systems.

Note 1. A reference material makes possible
the transfer of the value of a measured quan-
tity (physical, chemical, biological or techno-
logical) between one place and another. There
are numerous reference materials that, since
their properties cannot be correlated with an
established chemical structure, or for other
reasons, cannot be measured in mass or mole-
cular units or determined by exactly defined
chemical measurement methods. Such refer-
ence materials include biological reference ma-
terials ... and certain technological reference
materials . . . " b

8. Custom-made laboratory materials: Materials pre-
pared by a manufacturer at the request of an
individual, collaborating group, or laboratory
and not available for general distribution or sale.
These are excluded from the preceding labelling
recommendations.

9. Investigational laboratory materials: Materials
that are in the process of development. These
are clearly labelled " for investigational use only.
The performance characteristics of this product
have not been established." They are excluded
from the preceding labelling recommendations.

b This definition is reproduced from draft ISO Guide 30:
Terms and definitions used in connection with reference
materials, by permission of the International Organization
for Standardization.


