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1. ntr tion

A consultation on systems of classification for pharmaceuticals (ATC) and
for defined daily doses (DDDs), funded by the Ministry of Welfare, Fublic
Health and Cultural Affaire of the Netherlands, was convened in the WHO
Regional Office for Europe on 5-6 October 1989. This consultation drew up
recommendations for & possible broadening of the uses of the ATC system and
the DDDs to areas other than drug utilization studies; e.g. cost—containment
MoASUTes .

The Ministry of Welfare, Public Health and Cultural Affairs has now
developed a cost-containment system for pharmaceuticals to be introduced in
the Netherlands in April 1991 using the ATC/DD system in a glightly adapted
form.

The aim of the Second Consultation was to present the new Dutch system to
the Collaborating Centre for Drug Statistics Methodology in Oslc and to
discuss the possibilities of adapting the present ATC/DDD system as developed
by the Collaborating Centre in order to make it more suitable for
cost-containment purposges.

The Consultation was organized by the WHO Collaborating Centre for Drug
Statistics Methodology on the initiative of the Ministry of Welfare, Public
Health and Cultural Affairs of the Netherlands.

In the proposad Dutch MRS, the medicinal products are classified _
according to the following main principles.

1. The clagsification reflects the actual use of the medicines, thus
making the classification applicable not only to cost-containment measures but
to other purposes as well, e.g. research, promotion.

2, The classification groups together those products that have comparable
therapeutic effects when given in the proper dose.

3. Standard daily doses (the average daily dose that will produce the
expected therapeutic effect) are established for the various products within
each therapeutic group, thus making it pogsible to change from one medicine to
snother within each group.

It ig assumed that if drugs within a therapeutic group are equipotent
when given in the standard daily dose, then the medicines within each group
may be interchanged.

If medicines are classified according to such a system it is possible to
introduce 1imits for reimbursement within each therapeutic group.
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The following points are taken into consideration when classifying the
medicines:

I] f i 1

Medicines are considered to be therapeutically equivalent only if they
represent real therapeutic alternatives to each other with respect to
indication, adverse effects, interactions and pharmaceutical dosage
forms. In addition, it should be ensured that the groups reflect the way
druge are actually being prescribed and used.

u . 1 classificati

Each pharmaceutical dosage form should belong to one therapeutic group
only.

For a pharmaceutical product that have more than one indication, the main
indication ie chosen as the basis for the classification and the
eztablishment of the standard daily dose.

Standardized methodology

A uniform methodology should be uged when classifying the medicines, and
standard average daily doses for each class of drugs should be available.

nEen n t t
The methods used for claesifying the drugs and egtablighing the standard
daily doses should be agreed upon by consensus to ensure acceptance by

prescribers and the pharmaceutical industry as well as regulatory
authorities.

Updating

A system for regular updating of the clasgification and the standard
doses should be available.

The first proposal for a Duteh Reimbursement BSystem was submitted to the
Dutch Parliament in May 1990. At the same time it was sent to all relevant
parties for comments.

Based on the results of the hearing the following criteria were
established for comeidering medicines to be interchangeable:

{(a) the medicines should have the same or comparable main mode of actionm
and be used on the same or a comparable main indication;

(b) there should be no therapeutically relevant differences in the
adverse reactions profile;

(c¢) the medicines should be administered in the same way;

(d) the medicines should be intended for the same age groups.
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Comparison of the ATC/DDD system and the clagsification used in the MRS

The Dutch system uses the ATC/DDD system ag a starting point when
classifying their drugs. It has, however, been necessary to modify the system
in certain therapeutic groups to fulfil the criterion of interchangeability
set for the Dutch cost—containment system. The ATC classification and the
Duteh classification do, however, run parallel in most groups.

Ex 1 iff n tween DD tem an MRS m

According to the criteria for the MRS classification all drugs within a
group should have the same mode of action. This requirement does not apply in
the ATC clasgification. Therefore, if groups in the ATC system at the fourth
jevel contain active substances which have different modes of actiom, then the
MRS classification will differ from the ATC classification.

The eriterion of interchangeability includes the requirement that the
medicines in each group should be administered in the same way. This criterion
is not taken into account in the ATC system. It is, however, reflected in the
system for establishing DDDs.

In the MRS classification there is a distinction between the various
dosage forms; e.g. dosis aerosols and powder inhalation. In the DDD system
this distinction is made for some dosage forms but not for dosis aerosols and
powder inhalations.

The system for establishing DDDs for dermal preparations is weak in the
ATC/DDD system and would benefit from further improvement.

The requirement that drugs in the same group should be intended for the
same age group is at present not reflected in the ATC/DDD system.

Furthermore the ATC/DDD system.does not reflect differences in side
effects.

MR 1 ificati

To illustrate the way in which medicines are classified according to the
MRS system, the HZ-antagonigts are taken as an example:

—ant nisgt
ATC clasgification A 02 BA.
MRS clagsification O A 02 BA A O V (positions 9 and 10 are not

indicated; the "V" is in
position 11).

Fogitions 2-6 in the MRS system are identical with the
ATC classification.

Position ] in the MRS system indicates how many other groups exist that
have the same mode of action but belong to different chemical classes.
In the example the zero indicates that in this group there ig only omne
chemical class and the whole class has the same mode of action.
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Neurcleptics and NSAI drugs are examples of groups which consist of more
than one chemical class. The different chemical classes can be recognized by
their ATC code in positions 2-6.

Position 7 connects the MRS classification to the ATC classification.
It is used to separate active substances with the pame mode of action but with
a different adverse reaction profile. Position 7 is also used for separating
substances, such as vitamins, and for subdividing ATC classification groups
which have an "X" in position 5.

Position 7 is also used when the ATIC clasgification at the fourth level
containg substances with the game mode of classification, but different
indicaticong, or when it contains substances with different modes of action.

In the example poeition 7 ir filled with an MA'". This "A" indicates that
the classification of the group corresponds completely to the ATC
clagegification. Any other letter than "A" indicates that modification of the

ATC classification has been necessary.

Pogition 8 indicates route of administratiom. The "0 in position 8
indicates oral use.

Positiong 9 and 10 are for adminigtrative purposes.

Pogition 11 indicates the age groups for which the medicines in the group
are intended. The "V" in the example standes for adults.

The defined daily dose (DDD) system is the standard for the determination
of the gtandard daily dose in the MRS. The DDD values correspond well with the
doges that are normally used in the Netherlands for the great majority of
druge, particularly for the more recently introduced ones. The DDD gystem does
not, however, follow shifts in main indications, but thieg has not been a
problem for the MRS. In a few cases the DDD values are very different from the
doses used in the Netherlands.

The establishment of standard daily doses needs a different approach if
the quantity of an active substance prescribed per day will influence the
period of treatment. This problem should also be considered also when
establishing DDDs.

Dima&i_m

Basically it would be desirable to have a classification system which
serves the following purposes:

(1) price comparisons

(2) adverse reaction monitoring
(3) regulatory purposes

(4) research.

The ATC syetem has been develeoped for drug utilization surveys and
research. When using the system for other purposes, there may be problems.

It was agreed that the Dutch classification system was more sultable for
price comparisons than the ATC/DDD system. It was, however, felt that it would
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be extremely difficult to obtain intermational agreement on a classification
az detailed as the one used in the MRS, since there will alwavs be differences
between countries in the way drugs are being prescribed and used. It was
therefore recommended to try to reach international agreement on a main
classification according to the ATC system but that the more detailed
adaptations of the system should be made at national level. The ATC system
should be kept as an internatiomal core, and the fifth level could be used to
modify the system for various purposes.

It wag also agreed that certain classifications in the ATC system should
be reconsidered to see whether they could be improved thereby reducing the
differences between this system and the MRS.

Action. An overview of the MRS claggifications that differ from the ATC
classification will be sent from the Ministry of Welfare, Health and Cultural
Affairs in the Netherlands to the Collaborating Centre for Drug Statistics
Methodology in Oslo. The Centre will consider these classifications and see if
it will be possible to change the present ATC codes.

3. AT t ri i

The participants agreed that when presenting the use of the ATC/DDS
system for the purpose of price comparisons, a positive approach should be
taken, e.g. by giving clear instructions as to how the system could he adapted
to serve that particular purpose.

in the Netherlands

The number of new gubstances introduced per vear in the Netherlands iﬁ
very low (approx. 10) and should not represent a problem to the Cellaborating
Centre in Oslo.

The claggification of combipation products is, however, problematic and
it will be carried out at mnatiocnal level in the Netherlands, as recommended by

the Collaborating Centre.

The esgtablishment of DPDs is a problem when the total treatment dose is
constant whilst the number of days used for the treatment may vary (e.g.
iconazole) and harmonization of the DDDs for such substances should be
reconsidered.

The establighment of DDDs for dermatological products is also difficult

and may need further refinement. At present, the consumption of these products
is calculated on the basis of grams of active substance sold.

If a new drug belomgs to an established drug group and the classification
ig straightforward, the Collaborating Centre will decide on the code. If the
new drug belongs to s completely new therapeutic class, the clasgificatiom
will be decided upon in consgultation with an International Advisory Board
which meets twice a year. In urgent cases the Board may be congulted in
writing.
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It is important that the necessary background documentation is submitted
to the Collaborating Centre together with the request for classification. The
documentation should preferably come from independent sources, e.g. articles
from recognized medical journals, etc. and not only from the mapufacturer. To
establish new DDDe it is necessary to submit results of studies where the drug
in question has been compared with a recognized drug.

The Netherlands will need relatively quick decisions on their reguests
for ATC clasgification and establishment of DDDs.

6. Thixd consultation on the ATC/DDD system

A third consultation will be organized at the Collaborating Centre in
Oslo on 26-27 Februyarxy 1991.

The aim of the meeting will be to:

(1) define the various purposes and uses of the ATC/DDD system
(2) reach a consensus on a core classification
(3) decide on recommendations for the various usee of the system.

Proposed participante:

Dr I. Trolin, Sweden

Dr ¢. Battaglino, and

representatives from the

Collaborating Centre

Ministry of Welfare, Health and Social Affairs of the Netherlands, and

WHO, Copenhagen.
The cost of the meeting will be covered by the Netherlands.

The meeting will be organized by the Collaborating Centre in Oslo.

Action. Mr K. Oydvin will send a budget proposal for the meeting to
Pr de Vos.

It was suggested that a representative from the Ministry of Welfare,
Health and Social Affairs of the Netherlands should become a member of the
Advisory Board to ensure harmonization in the classification.

A proposal for a new Advisory Board will be prepared by the {ollaborating
Centre and discussed with the WHO Drug Utilization Research Group which will
meet in Verona in June 1991.
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