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Figure 351-1 Pathogenesis of inflammatory bowel disease (IBD). In IBD, the tridirectional relationship between the commensal flora
(microbiota), intestinal epithelial cells (IEC), and mucosal immune system is dysregulated, leading to chronic inflammation. Each of these three
factors is affected by genetic and environmental factors that determine risk for the disease. NSAIDs, nonsteroidal anti-inflammatory drugs.
(Adapted from A Kaser et al: Annu Rev Immunol 28:573, 2010.)
and Hispanic CD patients, but not UC patients, had a lower prevalence of family history of IBD than their white counterparts. There are
few data on all aspects of disease in Hispanics, in the incidence and
prevalence of IBD in African Americans, and in Asians with IBD
outside Asia. These ethnic variations implicate the importance of different genetic and/or environmental factors in the pathogenesis of
this disorder.
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Figure 351-2 A model for the syndromic nature of inflammatory
bowel disease. Genetic and environmental factors variably influence the development and phenotypic manifestations of IBD. At the
one extreme, IBD is a exemplified as a simple Mendelian disorder as
observed in “early-onset IBD” due to single gene defects such as IL10,
IL10RA, and IL10RB; and at the other extreme, it may be exemplified by
as yet to be described emerging infectious diseases. (Adapted from A
Kaser et al: Dig Dis 28:395, 2010.)

HPIM19_Part14_p1875-p2102.indd 1948

ETIOLOGY AND PATHOGENESIS
Under physiologic conditions, homeostasis normally exists between
the commensal microbiota, epithelial cells that line the interior of
the intestines (intestinal epithelial cells [IECs]) and immune cells
within the tissues (Fig. 351-1). A consensus hypothesis is that each
of these three major host compartments that function together as an
integrated “supraorganism” (microbiota, IECs, and immune cells)
are affected by specific environmental (e.g., smoking, antibiotics,
enteropathogens) and genetic factors that, in a susceptible host,
cumulatively and interactively disrupt homeostasis, which in so
doing culminates in a chronic state of dysregulated inflammation;
that is IBD. Although chronic activation of the mucosal immune
system may represent an appropriate response to an infectious agent,
a search for such an agent has thus far been unrewarding in IBD. As
such, IBD is currently considered an inappropriate immune response
to the endogenous (autocthonous) commensal microbiota within
the intestines, with or without some component of autoimmunity.
Importantly, the normal, uninflamed intestines contain a large number of immune cells that are in a unique state of activation, in which
the gut is restrained from full immunologic responses to the commensal microbiota and dietary antigens by very powerful regulatory
pathways that function within the immune system (e.g., T regulatory
cells that express the FoxP3 transcription factor and suppress inflammation). During the course of infections or other environmental
stimuli in the normal host, full activation of the gut-associated lymphoid tissues occurs but is rapidly superseded by dampening of the
immune response and tissue repair. In IBD such processes may not
be regulated normally.
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