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Benfluorex withdrawal in France: Still be hiding

somewhere in the world?

Sir,

Bhattacharyya et al. have recently reviewed the evidences
demonstrating the association between the development of
valvular heart disease and the use of appetite suppressants,
including fenfluramine.'"”» Among numerous epidemiological
data, evidence for a dose-effect relationship as well as
demonstration of the underlying mechanism trough involvement
of SHT, serotonin strongly argue for fenfluramine exposure
as a causal factor for valvular heart disease.™

Benfluorex, approved in 1976 as a hypolipidemic
and hypoglycemic drug in some European countries and
never marketed in the United States, is not mentioned by
Bhattacharyya et al. Benfluorex has been banned from the
French market in November 2009. Data from two case-control
studies,®* one randomized trial (unpublished), and a cohort
study®™ were all consistent with drug-induced fibrotic valvular
heart disease, similar to that previously described in the case
of fenfluramine exposure. Furthermore, pharmacological data
indicate that benfluorex, as metabolized into norfenfluramine,
should have long been placed in the same appetite suppressant
drug class.

From the perspective of a practitioner caring for patients
outside France, withdrawal of benfluorex may appear as the
final episode of “the fen-then-type disaster” as coined by
Roth.[ However, not only benfluorex has been available in

fixed (pill) dosage but has also been incorporated in magisterial
appetite suppressant preparations from drugstore, in some parts
of Europe, Asia, or South America. We herein want to advocate
for continued vigilance of the international community, putting
forward at least the following two concerns:

First, although the inventor and main manufacturer have
stopped marketing it worldwide, physicians are encouraged
to check that benfluorex (trade name, Mediaxal®) is no
more marketed in their country in pills or hidden in appetite
suppressant preparation. Regulatory agencies must intervene
if necessary.

Second, little is known on the evolution of valve damage after
Benfluorex cessation. Follow-up studies have shown that
progression of valvular abnormalities is infrequent one year
after discontinuation of fenfluramine exposure.'This remains
to be elucidated in the case of benfluorex exposure. Follow
up of patients suffering from benfluorex-induced valvular
abnormalities is necessary and should preferably be performed
in more than one geographic area. Continued vigilance as
regards to treatments that interact with serotonergic pathways
should thus still include benfluorex usage.
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