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ILIITIS OF SPONDYLOARTHROPATHY OR
SUBCLINICAL CROHN’S DISEASE?

Macroscopic signs of gut inflammation are
reported in 29% to 49% of ankylosing spondylitis
(AS) patients, whereas histologic inflammatory
lesions are found in 25% to 62% (1-4). The lesions
are histologically different and two types of in-
flammation, acute and chronic, could be
distinguished – the classification of the inflam-
matory lesions is a morphologic interpretation and
is not related to the duration of the disease (5). In
AS, chronic lesions (39-52%) are significantly
more frequent than acute lesions (10-15%) (3),
especially in patients with a family history of SpA,
AS, or Crohn’s disease (CD) (6).

The chronic form closely resembles ileal CD
(disturbed mucosal architecture; irregular, blunted,
and fused villi; distorted crypts; lamina propria
infiltrated by mononuclear cells), as it is charac-
terized by the same prevalence of granulomas (7),

and ileitis associated with ankylosing spondylitis
cannot be distinguished easily from CD, either
macroscopically or microscopically (8) (figures 1
and 2). Moreover, ileocolonoscopic findings seem
to have prognostic importance, as the presence of
gut inflammation is related to a more severe
clinical and radiological expression of the rheu-
matologic condition, and an important proportion
of these patients with an initial subclinical chronic
gut inflammation develop clinical-overt in-
flammatory bowel disease (IBD) (6).

Furthermore, there are similarities between the
immune alterations in spondyloarthropathy and
CD (upregulation of the E-cadherin/catenin
glycoprotein complex, expression of the alphaE/
beta7 integrin, increase in the number of CD68+
macrophages in the bowel mucosa, increased
CARD15 gene polymorphisms carrier frequency)
(9), and patients with both diseases are significantly
more closely related than controls (10), leading
some to suggest that these are distinct clinical
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Table 1. The Modified New York Criteria for Ankylosing Spondylitis (2)
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Figure 1. Video capsule
endoscopy examination
of a 45-year-old female
patient with ankylosing

spondylitis and no
NSAID intake showing

an aphthoid ulceration in
the mid ileum (arrows).

Figure 2. Ileocolonoscopy
examination in a 24-year-old
female with Crohn’s disease.
Note the almost identical
aspect of the aphthoid
ulceration in the terminal
ileum (arrow).

Figure 3. Video capsule
endoscopy examination of
a 57-year-old male patient

with a NSAID-induced
erythematous ulcerated

small area in the proximal
ileum (arrows).

phenotypes of a common immune mediated di-
sease, possibly being expressed in a genetically
different host.

In an extensive prospective study of the clinical
evolution of spondyloarthropathy, 123 patients
who previously underwent an ileocolonoscopy
were reviewed clinically after 2 to 9 years (11). In
total, 7.7% of the AS patients who did not present
with any clinical sign of gut abnormality deve-
loped inflammatory bowel disease during the disease
course, in comparison with 0.05% of the population
when randomly screened. All of these patients
initially presented subclinical inflammatory gut
lesions, and all but one had the features of chronic
inflammation. These findings were responsible for
the consideration that at the start these patients may
have suffered from “subclinical CD” (12).

WHAT ABOUT NSAIDS?

Most patients with ankylosing spondylitis are
treated with NSAIDs, and the bowel is a potential
site for a variety of NSAID-induced injuries
including erosions, ulcers or strictures, lesions that
are usually asymptomatic (13, 14) (figure 3). Small
bowel lesions are reported in patients taking
NSAIDs in between 8.4 (for ulcers) and 55% (for
mucosal breaks) of cases, versus 0.6-7%, res-

pectively, in nonusers (15-17), and the use of
COX-2 selective agents does not seem to be pro-
tective (18).

Moreover, the use of enteric-coated, sustained-
release, or slow-release NSAIDs may have shifted
the damage to the distal small intestine and colon,
in the attempt to decrease gastroduodenal side
effects (19).

Findings on capsule endoscopy (20), double-
balloon enteroscopy (21), and/or ileocolonoscopy
may lend support to the diagnosis of NSAID-induced
injury, although there is nothing endoscopically
specific about NSAID-induced erosions, ulcers, or
colitis. Histology is also nonspecific (8, 22).

Starting from the fact that it has been con-
vincingly shown that NSAIDs increase gut per-
meability and thereby may exacerbate gut
inflammation, and even reactivate quiescent IBD
(23, 24), one question arises: what is the actual
participation of NSAIDs to the bowel lesions?

Extensive ileocolonoscopic studies have
however been carried out in patients with ankylosing
spondylitis, all of whom were on or had received
conventional NSAIDs long term (25). Many of
these patients had macro- and microscopic ileitis
with a variable proportion of patients having con-
current cecal or colonic inflammation (4), but there
is a striking similarity of the macroscopic and
microscopic features of these lesions to those
found in mice subjected to long term COX-2 inhi-
bition or absence (26, 27), just as if NSAIDs have
played a role in the generation of those lesions.

CONCLUSION

There are many similarities between the bowel
lesions from spondyloarthropathy and Crohn’s
disease, including genetical background, patho-
genesis, microscopic and macroscopic picture.
Some go even further and suggest that this in-
flammation may represent subclinical Crohn’s
disease in patients with ankylosing spondylitis (7)
and those patients with this chronic form of ileal
inflammation have a more severe expression of
their rheumatologic condition.

It seems also possible that part of the spondylo-
arthropathic small bowel involvement represents
iatrogenic COX-2 driven damage as described in
animals (28). And if so, then the most worrying
aspect is that the severity and prognosis of the
disease are in part dependent on the histopa-
thologic features of this inflammation, but taking
into consideration the complex treatment strategies
in patients with SpAs, it is probably very hard to
prove it in specially designed controlled trials.
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