
Editorial

Update in Crohn's disease

During the last decade, important discoveries have been made concerning
the pathogenesis and the treatment of Crohn's disease (CD). Therefore a
symposium has been held in November 2001 at the end ofmy full time aca
demic career. My colleague P. Mainguet has requested the publication of
the lectures or to refer the main contributions. Two papers on epidemiology
and endoscopy have been added.

P. Piront et al. have reviewed epidemiological studies in Europe, con
firming a continuous rise of incidence of CD at the end of the 20th century,
chiefly in Northern Europe, and the role of smoking as an important envi
ronmental factor.

K. Geboes has reviewed the studies on neuro-endocrine lesions of CD,
which are often observed and have led him to hypothesize the role ofstress
in the etiopathogenesis ofthe disease. So far there is no evidence for the etio
logic role ofstress but it could be a co-factor contributing to symptoms and
the alteration of the quality of life.

A major breakthrough in the pathogenesis of CD has been the discovery
of mutations of the susceptibility gene NOD2 (CARDI5) in about 20 % of
patients [1], which has been confirmed by other laboratories. This gene
normally governs the mechanisms of defence of the intestinal mucosa
against colonic bacteria. In fact, following several studies, including those
of Colombel's group [2], colonic bacteria, apparently normal, may playa
role in the pathogenesis of CD.

For diagnosis and therapeutic options, ileo-colonoscopy with biopsies, is
a very useful procedure, as stressed by O. Dewit et al., particularly for the
screening of recurrent lesions after intestinal resection and the prescription
ofadequate medical treatment in relation with the severity of lesions.

The immunosuppressor drugs azathioprine (AZA) and 6-mercaptop
urine (6-MP) have been demonstrated efficient for the maintenance of
remission of CD. But, as stressed by F. Broly, it is primordial to explore
prior to any treatment the genetic polymorphism of thiopurine-methyl
transferase (TPMT), an enzyme playing a crucial role in the metabolism of
purines. Indeed patients deficient in TPMT (1/300) or partially deficient
(about 11 %) have a high risk to develop severe myelotoxicity with standard
doses ofAZA or 6-MP. But since the latter may also be secondary to other
factors, a regular hematologic surveillance is still indicated [3]. Blood moni
toring of the active metabolite ofpurine, 6-TGN (6-thioguanine-nuceotide)
is also very useful to determine the optimal dose ofAZA and 6-MP [4].

The most important breakthrough in the treatment ofCD is the introduc
tion of monoclonal antibodies to TNF-alpha (Tumor necrosis factor
alpha). D. McGovern and D. Jewell are presenting a critical review of this
biological therapy and of prospects linked to the introduction of very
promising molecules.

Finally surgery is still indicated for the treatment ofcomplications of CD
but it has evolved towards operations preserving more the intestinal func
tions. The analysis of the long term evolution of patients operated by
R. Detry confirms the high incidence ofrecurrences leading to reoperations,
despite a lasting postoperative improvement of the quality of life. This
necessitates the continuation of controlled studies of drugs which may pre
vent or inhibit the development ofpostoperative recurrent lesions.
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