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The national implementations have been rather divergent throughout Europe. In
several countries the authorities have actually implemented this request for marketing
authorization to be a condition to market the products. The request for marketing
authorizations has not been effectively implemented by the authorities in France, Italy,
and Spain. And, when I say effectively, it means that they might have required appli-
cations but nothing has happened since.

We have the exemption rule also in the directive and here we have two groups of
countries again. We have systems for named patient products which are valid in
Germany, France, Italy, and Spain and maybe others as well, and there are divergent
national systems which are also in accordance with the directive. In other countries,
mainly the Scandinavian countries, systems implementing the same paragraph in the
directive where you issue specific permissions for these exemptions. And what is inter-
esting here is that these divergencies show different balances between the implemen-
tation of the request for marketing authorizations and the exemptions. And the prob-
lem that I see here is that we have some countries where the exemption has actually
been the general rule. And, on top of that, the systems implemented for the named
patient products in those countries are - to my best knowledge - based on handling to
which the control of the authorit ies is rather l imited. It is mainly in the hands of the
manufacturers.

I have been asked also to focus on the situation in my own country, Denmark. Here
I have tried to show you that marketing authorizations also for allergen products were
required since the legislation in 1976; that means more than 25 years ago and the
exemptions are handled by specific permissions to distribute the not authorized prod-
ucts. These permissions may be granted in special cases in l imited amounts and they are
granted by the authorit ies and there are lots of restrictions and justif ications for obtain-
ing such an authorization. The manufacturers are not in charge of the system, the
authorit ies would be in control.

Another problem with the European countries and the lack of harmonization is the
limited scientif ic consensus on the documentation which would be required for regis-
tration of allergen products. We have - of course - the codified directive, we have the
European Pharmacopoeia and we have the guideline which is a rather brief and broad
guideline which was last revised in 1996. I at least would welcome the init iative which
we have now seen this summer from the efficacy working party of the CPMP/EMEA
to issue a note for guidance related to the clinical development of the allergen products
in order to obtain a consensus amongst the authorit ies on what they really would
require from us, the manufacturers.

In conclusion, I would say that the divergent national implementation of the require-
ments is a problem, the divergent national systems for the exemptions are a problem
and when you combine this with the l imited scientif ic consensus related to the docu-
mentation to be presented by the manufacturers, we really have challenges for the
mutual recognition and the centrahzed procedures which are also mandatory for our
products. So, I would really encourage the authorit ies to harmonize their own rules.

Carmen Garcia
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The quality of allergen products is assured by GMPcompliance and, at least in LETI's
case, by ISO 9001 certification as well. LETI has obtained marketing authorizations for
in vivo diagnostics in Germany.

lssues for the future

The availabil ity of a common regulation and approach to NPPs would be beneficial
for both, the companies and the authorit ies. Health authorit ies of member states and
allergen companies should agree on a common "regulation" for NPPs in Europe, oth-
erwise, mutual recognition would be unacceptable.

I believe that the use of the "representative allergen" concept wil l be welcomed by
both the allergen companies and by the different national authorit ies for bulk prepara-
tions used in NPPs. The European Guideline already introduces the use of this concept
for industrially produced allergens.

The acceptance of a single "base dossier" for each pharmaceutical form with com-
plementary dossiers for each specific allergen would facil i tate the preparation and eval-
uation of the documentation submitted to the authorit ies.

Oliver Cromwell

The European Pharmacopoeia Monograph, published in 1997, and the CPMP/ICH
Guideline on Allergen Products provide the framework within which European aller-
gen producers and regulatory authorit ies work in order to ensure the quality of aller-
gen-based diagnostic and therapeutic preparations.

Our experience with regulatory authorit ies is that some are more enlightened than
others. In Germany we are very fortunate in that the responsible department at the
Paul-Ehrlich-lnstitut has in-depth experience, expertise and understanding of allergen
products which enables them to recognise realistic standards and to adopt pragmatic
interpretations of the Monograph and Guidelines. Other authorities tend to follow more
rigid interpretations of these documents with expectations more in l ine with those for
pharmaceutical preparations incorporating defined chemical entities. In some cases this
may stem from either a lack of experience of allergen preparations or the availabil ity
of only l imited resources to appraise them.

In Germany, test preparations generally have to be registered, and in Allergopharma's
case a significant number of therapeutic preparations are also registered. This is also
the case for some other companies. A full l isting is available on the Paul-Ehrlich-Institut
homepage for those who might be interested to see it. Various of these products are
also registered in other European countries.

The German marketing authorizations include 150 skin test preparations in various
categories including pollens, mites, moulds etc. Other diagnostics include an extensive
range of intracutaneous test preparations and a more select number for provocation
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Allergopharma has as yet had no experience with the mutual recognition system
whereby a European registration can be granted for a new product following success-
ful appraisal of an application by a reference EU member state. It remains to be seen
how will ing some authorit ies wil l be to accept the opinions and decisions of another. To
this end it is desirable that national registration authorit ies should enter into dialogue
with one another sooner rather than later in order to pave the way for successful cen-
tral and mutual recognition processes.

The subject of named patient preparations has already been addressed by Prof.
Kroon, but it is perhaps appropriate to come back to one or two points. I personally
have problems with the term "named patient preparations" and I would prefer "indi-
vidual patient prescription" or something along these lines to indicate that it is for a
specific individual. In Germany, non-registered named patient preparations can only be
produced on an individual basis, that is to say they cannot be produced on a batch basis
in the form of f inished products. They are instead formulated to an individual pre-
scription using bulk materials or intermediate products. In Allergopharma's case, and
also in the case of some other companies, many of these bulk lots are l ikely to come
from production charges that are in fact registered preparations and that have under-
gone the batch release procedure, whilst other preparations are characterised and sub-
jected to quality control to the same standards as the registered preparations. In this
regard, it is perhaps of interest to consider whether it would be possible to register such
intermediate bulk products rather than the end products, a procedure that would sim-
plify the registration process and make it possible for a wider range of allergens to be
registered and controlled.

Responsibil i ty for the quality of the named patient preparations l ies with the manu-
facturer, and although the responsibility for the final prescription is that of the physi-
cian, the manufacturer has an opportunity to influence that decision. We at Allergo-
pharma have a system in place to control all orders that are received. Orders for single
allergens and registered mixtures are straight forward, but some of the allergen mix-
tures requested can pose problems. In the event that we receive a request for a mixture
that is out of the ordin aÍy, a medical consultant will contact the doctor to discuss the
individual case and it is then usually possible to agree on a more appropriate prescrip-
tion. Certain rules are applied, for example seasonal and perennial allergens are never
mixed.

In conclusion I would say it is one of the declared aims of the Paul-Ehrlich-Seminar
to harmonize the implementation of rules and regulations for allergen products. It is a
fact that the majority of preparations that are sold for allergen specific immunotherapy
in Europe are not registered, either because the requirements cannot be easily achie-
ved or, as in the case with a few countries, the requirements do not exist. Regrettably
very l itt le progress has as yet been made to change this situation. It is very desirable
that we find a pragmatic solution to this problem whilst taking into account the fact that
many products are used in small volume, each representing only a very small part of the
total turnover. I hope that the discussion in this forum will help us to make some pro-
gress towards solving these problems.

Louis Champion
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