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Abstract — The Imputability Working Group (CRI) updated the French drug reaction causality assessment method. This tri-
partite group is made up of staff from the French network of regional pharmacovigilance centres, pharmaceutical companies,
and the French National Agency for the Safety of Medicines and Health Products (ANSM). After reviewing the strengths and
weaknesses of the previous method, several ideas for improvement were proposed: a better-worded and more discriminating
scale for certain chronological and semiological criteria, a larger scale for the intrinsic score (increased from 5 to 7 levels),
a new bibliographical scale to differentiate between expected and unexpected adverse drug reactions, and a new informati-
veness scale.

Résumé — Réactualisation de la méthode francaise d’imputabilité des effets indésirables des médicaments. Un groupe
tripartite, le Cercle de réflexion sur I’imputabilité, associant des pharmacovigilants du réseau francais des centres régionaux
de pharmacovigilance, de I’industrie pharmaceutique, et de I’ Agence nationale de sécurité du médicament et des produits de
santé (ANSM), a travaillé pour réactualiser la méthode francaise d'imputabilité. Apres analyse des forces et faiblesses de cette
méthode, plusieurs points d'amélioration sont proposés : une formulation plus précise et une cotation plus discriminante de
certains criteres chronologiques et sémiologiques, une distribution élargie du score d’imputabilité intrinseque (augmenté de
5 a 7 niveaux), une nouvelle cotation bibliographique permettant de distinguer le caractere attendu/inattendu de I’effet et
I’introduction d’un score d’informativité.

Abbreviations: see end of article.

1. Introduction

In pharmacovigilance, causality assessment consists of estimat-
ing the probability of a relationship between the intake of a drug and
the occurrence of an adverse reaction. This is a specific analysis for
a given case at a given point in time. Causality assessment is called
imputability in France to avoid potential confusion with the legal
concept of cause. The first imputability method!!! was published in

1978 and revisited in 1985 by Bégaud ez al.”*! It i official and man-
datory for cases arising from spontaneous reporting (see the French
ministerial order of 28 April 2005 on good pharmacovigilance prac-
tice).> It is used by regional pharmacovigilance centres and phar-
maceutical companies. This method has been discussed at national
pharmacovigilance workshops, but has not been modified since it
was last updated in 1985. It is recognized as a simple tool to assess
the causal relationship between a drug and an adverse reaction and
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*  More discriminating intrinsic imputability:

of a SO score)

confusion with other methods using the same adjectives)

* New bibliographical scale:

o Deletion of the BO score

¢ Introduction of a new informativeness score

o More precise definitions for chronological and semiological criteria
o Better separation of different situations to obtain a refined semiological score (with additional table row and column, introduction

0 More detailed description of special situations (withdrawal syndrome and interactions)

o New calculation method for the intrinsic imputability score expanded to 7 levels (I0 to 16)
o Intrinsic imputability score expressed on a graduated scale from O to 6 without any denominations (which, in the past led to

o Introduction of the B4 score for differentiation of the expectedness of an adverse drug reaction

Fig. 1. Summary.

standardizes the causality assessment process. However, the use and
interpretation of this method have some limitations.!*! After the 20
Pharmacovigilance Workshop, a group was created in 2006 called
the Imputability Working Group (CRI). This tripartite group is made
up of staff from the French network of regional pharmacovigilance
centres, pharmaceutical companies, and the French National
Agency for the Safety of Medicines and Health Products (ANSM).
The objectives of the CRI were to increase the imputability method’s
sensitivity and improve its reproducibility to reduce discrepancies
when interpreting criteria between users.

During CRI working sessions, several areas for improvement
were proposed: a better-worded and more discriminating scale for
certain chronological and semiological criteria, a larger scale of
intrinsic imputability levels (increased from 5 to 7 levels), a new
bibliographical scale to differentiate between expected and unex-
pected adverse drug reactions, and the introduction of an informa-
tiveness score (figure 1). The revised and validated imputability
method is reported here.!

2. Principles for using the method

* A valid pharmacovigilance case is defined by the presence of
four items: a reporter, a patient (defined by his/her gender, age
or age class, or initials), a drug, and an adverse reaction.

* Imputability and informativeness score should be determined
independently for each drug.

* Assessment takes all components of the drug (active subs-
tance(s) and its metabolites, excipients, etc.) into account.

* For each case, imputability should be determined for all
adverse reactions included within the same nosological entity.
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e Imputability is determined at a precise time and may change
over time (depending on any additional information available
for the case and/or the drug).

3. Informativeness score

One of the difficulties in interpreting and using the final imput-
ability score comes from the level of information from available
data. For one case, levels of informativeness can be different for
drugs with similar intrinsic imputability scores regardless of the
information source. It became necessary to add an informativeness
score to the imputability method that is independent of the imputa-
bility score, so that each suspect drug would have an additional dis-
criminating item. As with the imputability score, this categorization
is contextual and evolves over time. The objective of this score is to
quickly evaluate the level of informativeness (NI) available for each
drug.

Available information components (a and b) are defined as fol-
lows for each adverse reaction-drug pair:

a) the time of occurrence for adverse reactions compared with the
drug exposure period;

b) information on continuing or discontinuing the drug or dose
adjustment.

Informativeness is classified into three levels for each adverse
reaction-drug pair, depending on available information.

NI 2: items a and b are specified.
NI1: one of the items a or b is not specified.
NIO: items a and b are not specified.
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