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Purpose:
Theses guidelines concerning the instruction for use of HbAlc reagents have been developed for

manufacturers.

National and international organizations recommendations for glycaemic control in diabetic patients
have been brought together in this guideline. These recommendations are: the use of HbA1c reagents
for the glycaemic monitoring of diabetes (not haemoglobin glycated nor HbAL reagents) ; reagents
standardization through reference materials of a higher order according to the 98/79/EC Directive and
the use of the corresponding reference values according to the standardization system.
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According to the 98/79/EC Directive :

Essential Requirements of Annex | A general requirements and especially paragraph 3 :

“...taking account of the generally acknowledged state of the art ....The traceability of values assigned
to calibrators...must be assured through available reference measurement procedures and/or
available reference materials of a higher order ” and B design and manufacturing requirements and
especially paragraph 8 concerning the informations supplied by the manufacturers.

Abbreviations :

IFCC : International Federation of Clinical Chemistry and laboratory medicine

NGSP : National glycohaemoglobin Standardization Program

DCCT : Diabete control and Complication Trial

ALFEDIAM : Association de Langue Francaise pour I'Etude du Diabéte et des Maladies Métaboliques
ANAES : Agence Nationale d’Accréditation et d’Evaluation en Santé.

ADA : American diabetes Association

EADS : European association for study of Diabetes

IDF : International Diabetes Federation

SFBC : Société Francaise de Biologie Clinique

HAS : Haute Autorité de Santé

Type writing :
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In bold type writing are HbA1c specific caracteristics.
In normal type writing are general requirements of the 98/79/EC Directive.

This guideline mentions the essential requirements of HbA1c reagents instruction for use :

1)

2)

3)

4)

5)

6)

7

8)

9)

10)

11)

12)

The Instructions for use written in French (for the devices put on the French Market),

The name or trade name and address of the manufacturer. The name and address of the
authorised representative of the manufacturer,

The intended purpose of the device must be stated :
- HbA1c tested

or

- HbA1c deducted by algorithm from glycated haemoglobin testing
The medical interest of testing : glycaemia follow-up in diabetes,

The appropriate warnings and/or precautions to take; where appropriate, the word ‘STERILE’ or
a statement indicating any special microbiological state or state of cleanliness,

The statement indicating the in vitro use of the device,

The composition of the reagent product by nature of the active ingredients and amount of
dangerous ingredient(s) concentrations in the reagent(s) or kit,

The storage conditions and shelf life before opening and following the first opening of the
primary container,

The storage conditions and stability of working reagents,

An indication of any special equipment required including information necessary for the
identification of that special equipment for proper use,

The type of specimen to be used, any special conditions of collection, pre-treatment and, if
necessary, storage conditions, and instructions for the preparation of the patient,

the measurement procedure to be followed with the device including as appropriate:

a. the principle of the method,

b. the details of any further procedure or handling needed before the device can be used (for
example, reconstitution, incubation, dilution, instrument checks, etc.),

c. adetailed description of the procedure to be followed in using the device;

d. the specific analytical performance characteristics :

= sensitivity and specificity
» accuracy : data from comparison between tested method and standardized method
through available reference material
= recommended values NGSP/DCCT-SFBC : repeatability: <3%, reproducibility : <4%
= measurement range
= information needed for the control of known relevant interferences and limitations of the
method

- interferences (studies or references) due to main variants of haemoglobin :
HbC, HbS, HbE, labile HbA1c, HbF, carbamylated and acetyled Hb,

- where appropriate, interferences with bilirubin and triglycerids,

- limitations for the method in case of modified lifetime of red blood cells,
physiological haemolysis, haemoglobin level (minimum haemoglobin level )
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13)

14)
15)

16)

17)

18)

19)

20)
21)

22)

- instruction for use must specify if interferences have been studied or not,
are known or unknown, for the concerned technique.

= frequency and circumstances of calibration operations : in particular for HPLC
techniques how using chromatographic column (number of test for one calibration),

e. the indication whether any particular training is required

The indication of the mathematical approach used for the calculation of the analytical
result is to be made if result obtained by using algorithm,

Analytical result expressed in percentage of Hb A,
Measures to be taken in the event of changes in the analytical performance of the device;
Information appropriate to users on :
o internal quality control including specific validation procedures,
o the traceability of the calibration of the device through available reference
materials of a higher order ( indication of the standardization procedure and

where to find information about this calibration ),

The reference intervals for the quantities being determined, and therapeutic threshold
according to the international recommendations, and the standardization system,

Compatibility of the data with HAS ( Haute Autorité de Santé ) recommendations (
formerly ANAES) January 1999 “Follow-up of diabetes type 2 not including complications
follow-up” (maybe included in leaflet annexed to package insert),

Suppress sentence “each laboratory should establish its own reference ranges” or
replace “establish” with “verify the coherence”,

If the device must be used in combination with or installed with or connected to other medical
devices or equipment in order to operate as required for its intended purpose, sufficient details
of its characteristics to identify the correct devices or equipment to use in order to obtain a safe
and proper combination,

indication, where appropriate, of the requirement not to dissociate reagents and
calibrators from the same batch,

Precautions to be taken against any special, unusual risks related to the use or disposal of the
device including special protective measures; where the device includes substances of human
or animal origin, attention must be drawn to their potential infectious nature,

Bibliography,

Date of issue or latest revision of the instructions for use,

CE marking of conformity.
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