Strengthened pharmacovigilance. The
Regulation was amended to oblige compa-
nies to set up a risk management system for
all paediatricdrugs, and not only “where there
is particular cause for concern” as proposed in
the initial draft (article 35). An amendment
required that adequate public funding was
ensured for pharmacovigilance (article 35).
Another amendment required that data on
adverse effects collected before and after mar-
ket release should be gathered together in a
publicly accessible registry (article 35).

Missed opportunities

The main deficiencies to the current pro-
posal concern incentives and added thera-
peutic value.

The same rewards for all... For drug
companies and the European Commission,
a 6-month patent extension was the cor-
nerstone of the draft Regulation. The Med-
icinesin Europe Forum and concerned Euro-
pean deputies from across the political spec-
trum failed to ensure that incentives and
rewards would be proportional either to
added therapeuticvalue ortotrue R&D costs.

However, according to an adopted amend-
ment, after a 6-year period the EU Com-
mission “shall carry out an analysis of the incen-
tive and reward operations (...) with a financial
assessment relating to the research costs and prof-
its resulting from such incentives”, which could
lead to updating the Regulation (article 49)
if the incentives mechanism is found to be
ill-suited to children’s health needs.

We also welcome the adoption of sever-
al amendments designed to avoid the accu-
mulation of both paediatric incentives and
other types of protection (article 36 and 37),
andrewardsfortrialsalready carried out (arti-
cle 55).

Insufficient attention to therapeutic
advantage. The Commission presented the
draft Regulation as a response to the lack of
development or testing of drugs to ensure
that they meet children’s health needs (3).
The Medicines in Europe Forum considered
itlogical that, whena drugisalready approved
for a paediatric indication, any new drugs
with the same indication should be com-
pared with it. Unfortunately, amendments

intended to ensure such comparative eval-
uations of paediatric drugs were rejected.
However, the paediatric committee will
stillhave a major role when it comes to estab-
lishing the list of waivers regarding the oblig-
ationto conductpaediatricstudies, and approv-
ing drug companies’ “paediatric investigation
plans”. The Regulation states that: “in all its
work, the paediatric committee should make sure
that studies in children have potential significant
therapeutic benefits for paediatric patients” (3).
The Commission has refused or partly
refused someimportantamendmentsadopt-
ed by the members of Parliament after first
reading. The Commission has published a
new draft proposal (with a selection of
amendments) that has been accepted by the
Council of Health Ministers. The new draft
will have to go before the Parliament for a
second reading in 2006.
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The French regulatory agency:

where do its true priorities lie?

rarely supports its decisions with solid

and precise data. This will soon have
to change, when European Directive
2004/27/EC on human medicines is trans-
posedinto French law. For the moment, how-
ever, the Afssaps director general provides
little or no information on the reasons for
his decisions.

As a result, the French public can only
watch and wonder. In certain casesan intrigu-
ingrelationship appears to existbetween the
sales figures of a drug with a negative risk-
benetfit balance and the time taken to with-
draw it from the market. For example, the
Agency demanded the market withdrawal
of local antibiotics (delivered intranasally or
to the oropharynx), but took several years
to enforce its decision; bizarrely, the drugs
with the most sales were among the last to
be withdrawn (see the example of Locabio-
tal° (fusafungine) (a)).

The Agency has performed even worse
when it comes to dextropropoxyphene +
paracetamol combinations, which are far
more popular thanlocal antibiotics. It claims
that these combinations, which are unnec-
essary, donot carry the same risks in France

The Frenchregulatory agency (Afssaps)

asin Sweden or the United Kingdom, where
market withdrawal is planned for the end
of 2005 (see page 20).

When drugs that have long been known
to have negative risk-benefit balances, such
asbenfluorex and veralipride, are withdrawn
from the Spanishmarket, the French Agency
remains silent and sales continue unabated.

And when the drugs in question are new,
expensive, and widely prescribed, the French
agency not only allows them to remain on
the market, but also ensures that informa-
tion on the associated dangersisreleased very
slowly. The slow release of information on
adverse effects of the cox-2 inhibitors was but
one example of this chronic failure to act.

Inthenear future, the French Agency will
have to emerge from the shadows, and we
will see where its true priorities lie!

©Prescrire

a- According to the French national health insurer (Caisse
nationale d’assurance maladie des travailleurs salariés),
which handles about 72% of drug reimbursements in
France, 3 547 190 boxes of Locabiotal®, 15 309 475 boxes
of Di-Antalvic® (dextropropoxyphene - paracetamol com-
bination), 6 165 196 boxes of Mediator® (benfluorex), and
929 951 boxes of Agreal® (veralipride) were reimbursed in
2003.
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