
Reply to the letter of Doctor AM EI-Tawil

Crohn’s disease: “back to the future”

Dear Sirs, 

we read with interest the letter by El-Tawil suggesting “A new hypothesis on inflammatory
bowel disease”. Basically, extrapolating the absence of symptoms of Crohn’s disease in
“healthy” relatives with one or even two NOD2 risk alleles after 5-8 years of follow-up de-
scribed in our series1, he argued that environmental factors might influence genetic markers
throughout generation. In other words i.e. infections might have influenced during the 18th or
beginning of 19th centuries a natural selection, predisposing the progeny of survivors to au-
toimmune disease, i.e. IBD or rheumatoid arthritis. This hypothesis is indeed not “new” and
have already put forward in Crohn’s disease (see i.e. so called “cold chain hypothesis”2, or
“hygiene hypothesis”3-4. No scientific prove is available yet, but similar suggestions, in the con-
text of so called evolutionary medicine, have been proposed also for diabetes5 and blood hy-
pertension6, and are absolutely plausible. 

The paradox of complex disease like Crohn’s disease is that the discovery of genetic pre-
disposing factors is rapidly increasing (at least 32 loci identified so far, although still explaining
the minority of estimated genetic predisposition7, but the identification of environmental trigger
factors is sticky8. Therefore, without more “complaining” of the past (i.e. genetic predisposi-
tion), we should perhaps greater concentrate on the present and future.
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