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Abstract Effective prevention of drug-induced risks depends on an accurate understanding of their triggering or
predisposing factors, and the quality of information on these available to prescribing practitioners and users.
All preclinical and clinical data available on the proprietary medicinal product concerned should facilitate
identification of a risk, and these data should be compared with existing data on drugs sharing the same mode
of action or therapeutic strategy. This information should be based on a communication plan adapted to the
context of the disease under treatment, the therapeutic alternatives available and the benefits expected.
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Only recognised risks, for which the causal factors have been
analysed, can be prevented. For this reason, the round-table dis-
cussion chose to consider the two components essential to any
preventive strategy: identification of the risk associated with the
use of a medicinal product, and communication aimed at its op-
timum management. Bias, random events during therapy, legal
aspects, the management of media-induced crises, and applica-
tion of the principle of precaution were not covered during the
discussion.

1. Identification of Drug-Induced Risks:
Pathways to be Explored

An unexpected adverse event is rarely identified during the
formal stages of drug development. Its first appearance is often
during the clinical phase, and its analysis will pass through four
stages: (i) observation of the risk; (ii) validation of the danger;
(iii) implementation of a preventive procedure; and (iv) assess-
ment of the efficacy of the measures implemented. The role
played by preclinical research into possible prolongation of the
QT interval on an electrocardiogram to prevent arrhythmia asso-

ciated with changes in cardiac electrophysiology is a recent
example demonstrating the advances that have been achieved.

1.1 The Preclinical Setting

Although safety pharmacology[1-3] has seen considerable
progress in terms of efficacy and logistics, its results should be
better targeted to objectives concerning the safe use of a drug:
definition of the population(s) affected by a therapeutic strategy;
and identification of individuals (or a population) who are at risk
of presenting with the adverse effect. This transversal approach
goes beyond the conclusions of a pharmacology report in an at-
tempt to integrate them into a global understanding of the drug.
If advances in genomics can succeed in detailing the relationships
between the genetic code and organ functions, they will play a
major role in this respect. Genomic toxicology is perhaps closer
to the target when it envisages setting up ‘molecular signature’
banks to record the cellular effects of toxic compounds, which
will then serve as references to determine and predict the toxicity
of a potential new drug.

† For a list of participants, please see the end of the article.
* Articles, analyses and proposals arising from the Giens Clinical Pharmacology Meetings are the responsibility of their authors and do not reflect
the views held by their supervisory organisation.



1.2 Clinical Use Prior to Obtaining
Marketing Authorisation

Once again, emphasis is laid upon the value of a global view
of the safety data available, and their transversal exploitation in
order to analyse their relationship with preclinical findings. Thus,
any analyses of logically related biological data should include
variations in the ranges of normal values and include significant
clinical findings.

Such analyses are already undertaken by those responsible
for developing new drugs. However, systematic meta-analyses
are still required to examine these parameters for drugs developed
within a pharmacological family, or for compounds likely to ex-
hibit adverse effects caused by common mechanisms. Since these
may they be carried out within a pharmaceutical company only
in exceptional circumstances, they need to be considered by the
regulatory authorities. The biological and clinical profiles of sim-
ilar medicinal products should be compared, whereas such com-
parisons presently originate only from the recollections and ex-
perience of experts. Such meta-analyses could constitute the
reference values for control groups, depending on the populations
treated and based on the incidence of biological abnormalities in
placebo-treated individuals observed during the different studies
included in registration records. This approach could provide a
warning in an analogous population during the development of a
new product. Similarly, these analyses could improve the safety
of healthy volunteers participating in clinical studies.

1.3 Clinical Use During the Postmarketing Phase

The role of pharmacovigilance units in pharmaceutical com-
panies, and of regional pharmacovigilance centres (centres
régionaux de pharmacovigilance [CRPV]), is obviously crucial.
The spontaneous notification of adverse events is recognised as
the most effective and least costly monitoring method. It should
now be supplemented by pharmacological-epidemiological mon-
itoring to check the suitability of the target population of a medi-
cinal product, as defined in the Summary of Product Charac-
teristics (SPCs). Social security organisations (Caisse Nationale
d’Assurance Maladie [CNAM], Caisse Nationale d’Assurance
Maladie des Professions Indépendantes [CANAM]) are now able
to compare the delivery and prescribing of drugs and the compli-
ance of medical practitioners with good prescribing practices.
Thus, in 1999, the CANAM carried out a survey on how far
prescribing practitioners took account of known drug interac-
tions. Among other results, this survey recognised the influence
of a personalised letter sent to the practitioner, asking him to
specify the precise reasons for a prescription, and asking for his
comments on them. This condition for satisfactory efficacy

should certainly be exploited to inform prescribing practitioners
about the correct use of medicinal products.[4]

2. Communicating the Risks Associated
with Medicinal Products

The group decided not to review the information provided in
the SPCs or package leaflets of drugs, nor to consider the reasons
why insufficient information is provided during the teaching of
pharmacology and therapeutics. It focused its efforts on analys-
ing a communication plan for public health purposes or, more
precisely, on new information arising out of the detection of an
adverse drug effect. In the first instance, major differences can
be seen between those providing information (regulatory author-
ities, the pharmaceutical industry, specialised publications, or
media aimed at the public) and their target audiences (patients,
their families, healthcare professionals and, if relevant, the judge-
ment). The degree of freedom allowed for communication dif-
fers, depending on the target audience and those disseminating
the information. Thus, information provided by the pharmaceu-
tical industry is usually limited to the contents of the SPC or the
text of a letter approved by the regulatory authorities.

The aim is to retain the confidence of society, to educate the
public and increase its awareness of personal responsibilities, and
to reduce avoidable morbidity and mortality. The means must be
made available to assess the impact of an ‘advertising’ approach
on these objectives.[5]

The correct timing of a communication is the appearance of
new facts that may modify the risk/benefit ratio, and thus require
a change in the mode of prescribing of a medicinal product. Com-
munication is essential when rumours or poorly controlled infor-
mation is spread. Assessment of the level of certainty required
before any communication is made must be based on a judgement
weighing the potential seriousness of the risk against the level of
acceptance by the public. The setting up of a committee of citi-
zens within the National Institute of Clinical Excellence (NICE)
in the United Kingdom, aimed at taking account of public view-
points in any decision-making process, will no doubt enable prac-
tical recommendations to be made in this respect.

The definition of a communication plan and its targets is a
high priority. Information must be clearly expressed, based on
practical experience, and be placed in the context of the disease
under treatment, the available therapeutic alternatives, and the
expected benefits. Exchanges with media professionals (infre-
quent at present) need to be organised: the choice of approaches
adapted to different audiences should benefit as a consequence.
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3. Proposals for Action

3.1 New Ways to Identify Drug Risks

• Profit from the analysis of logical associations of laboratory
results, obtained during preclinical development or clinical
use, to detect (prior to marketing) any risks of toxicity or
sensitisation.

• In the real-life setting of clinical studies, explore the possi-
bilities of using genomic techniques to identify high-risk pa-
tients, and to validate the tests proposed for practical use.

• Build up a safety register encompassing all the information
available on both single compounds and all compounds in
the same pharmacological family.

3.2 Communicating Drug Risks

• Encourage exchanges with journalists’ associations in order
to reach a mutual understanding about the language preferred
in this type of communication.

• Define the optimum moment for communication.
• Define the procedures needed to draw up a stepwise commu-

nication plan including all partners and audiences: who com-
municates to whom, and in what order?
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