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Foreword
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Inflammatory bowel disease

Expert Rev. Clin. Immunol. 6(4), 499–500 (2010)

“This special focus issue of Expert Review of Clinical Immunology 
provides an overview of the current concepts and controversies 

regarding the pathogenesis, current and future therapeutic 
approaches, and the course of inflammatory bowel disease.”

Ulcerative colitis and Crohn’s disease 
remain idiopathic inf lammatory bowel 
diseases (IBDs) with an expanding world-
wide incidence and prevalence owing to 
the influence of Western lifestyles (e.g., 
diet and hygiene) that continue to pervade 
Second- and Third-world environs  [1–3]. 
Etiopathogenic clues include predisposing 
genetic factors, environmental ‘triggers’ 
and immunologic dysregulation, none of 
which have been completely defined or 
collated to explain the heterogeneity and 
diversity of clinical presentations and prog-
noses. This special focus issue of Expert 
Review of Clinical Immunology provides 
an overview of the current concepts and 
controversies regarding the pathogenesis, 
current and future therapeutic approaches, 
and the course of IBD.

Theories of immune dysregulation 
are polarized between potential genetic 
contributions to defects in innate immu-
nity (NOD2/CARD15 mutations, defec-
tive autophagy and altered defensins, 
as reviewed by Anthony Segal [4]) and 
the potential role of the gut micro
biome (including atypical mycobacteria 
as explored by Jean-Daniel Lalande and 
Marcel Behr [5]) to ongoing foci on T cells 
and cytokine signaling (addressed by 
Femke van Wijk and Hilde Cheroutre [6], 
and Francesco Pallone and colleagues [7]). 

Epidemiologic observations and hypo-
thetical interactions between the gut 
microflora and mucosal immune system 
are consistent with nutritional approaches 
to IBD that can alter microbial species, 
populations and metabolism of nutrients 
(e.g., prebiotics, as discussed by Andrew 
Day and colleagues [8] and Lynnette 

Ferguson  [9]). Such nutritional and die-
tary interventions remain effective under 
rigid clinical trial settings and are popular 
integrative/alternative approaches within 
the lay community but have yet to attain 
an acceptable evidence-based status for the 
majority of adult patients.

Instead, the strongest evidence for thera
peutic efficacy derives from immuno
modulatory approaches, including 
aminosalicylates in ulcerative colitis, and 
corticosteroids, thiopurines and anti-
TNF therapies in both Crohn’s disease 
and ulcerative colitis (see the articles by 
Athos  Bousvaros [10], Brijen Shah and 
Lloyd Mayer [11], and Ellen Zimmermann 
and colleagues [12]). Therapeutic approaches 
for the induction and maintenance of clini-
cal remissions with these agents have been 
highly efficacious; however, to date, less than 
half of patients with symptoms and signs 
that are refractory to conventional (nonbio-
logical) strategies are maintained in steroid-
free remissions. Hence, there is a need to 
optimize adherence (reviewed by Sunanda 
Kane and Steven Bernick [13]) in ulcerative 
colitis, monitor disease activity and pre-
dict relapse (discussed by Giacomo Carlo 
Sturniolo and colleagues [14]) and to develop 
novel therapeutic approaches (explored by 
Alan C Moss and colleagues  [15]). Initial 
clinical trials have demonstrated efficacy 
and led to the approval of natalizumab in 
the USA for the treatment of Crohn’s dis-
ease refractory to anti-TNF agents and it 
appears that a more selective anti-adhesion 
target that is devoid of the risk of progres-
sive multifocal leukoencephalopathy will 
be necessary to gain patient acceptance 
of these novel mechanistic approaches 
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(discussed by Stephen J Bickston and Kishor Muniyappa [16], and 
Silvio Danese and colleagues [17]). Meanwhile, stem cell transplan-
tation remains an ‘ultimate’ means of impacting both the innate 
and adaptive arms of the immune system. Whether autologous 
hematopoetic stem cell transplants necessitating bone marrow abla-
tion or mesenchymal stem cell transplantations or infusions that do 
not require intense chemotherapeutic lymphoablation will be effica-
cious will be determined by evidence from awaited controlled trials 
(reviewed by Julián Panés and colleagues [18]). The ultimate risks of 
immune-directed approaches include opportunistic infections and 
neoplasia. The infectious risks have been well clarified from clini-
cal trials and post-marketing studies. By contrast, neoplasia, and 
lymphoma in particular, has been a major concern impacting the 
long-term management of patients receiving immunomodulatory 
therapy with conventional and biologic approaches. The complex-
ity of attributing the lymphoma risk to anti-TNF therapies has 
been confounded by the frequent coadministration of combination 
therapies (described by James Lewis and Meenakshi Bewtra [19]). 

Finally, the bidirectional impact of pregnancy on IBD and IBD 
on pregnancy provides clues to both the etiopathogenesis (i.e., 
why do some women go into clinical remissions during preg-
nancy?) along with the ultimate safety of individual and com-
bined therapeutic approaches (reviewed by Uma Mahadevan and 

Lola Kwan [20]). The inherent ability of women to downregulate 
immune responses may, ultimately, lead to the identification of 
an endogenous mediator that could be utilized for therapeutic 
benefits. In the meantime, we continue to move ahead with basic 
and clinical investigations into the complex interactions between 
human genetics, the luminal environment and immune dysregu-
lation that lead to the syndromes we now describe as ulcerative 
colitis and Crohn’s disease.
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