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Management of Asymptomatic Terminal Ileitis

Jean A. Donet, MD,* Aline Charabaty, MD," and Alan C. Moss, MD*

Ileal intubation is often performed during screening colonoscopies. This had led to the recognition of mild ileitis in many asymptomatic patients.
The natural history and clinical significance of this finding are not well established, and there are no guidelines on whether these patients merit
further work-up or an interval surveillance colonoscopy. This conundrum was presented and discussed on @MondayNightIBD. In this article, we
review the specific literature on the topic and make reference to the informed opinions of the convo participants. We propose an #IBDAlgorithm

for management of asymptomatic ileitis.

Lay Summary

Mild inflammation in the small bowel (ileum) is sometimes found on routine colonoscopy in patients with no digestive symptoms or history of
Crohn disease. These patients have a low risk of developing Crohn disease, and no further testing is recommended.
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CASE SCENARIO'

Asymptomatic ileitis (a few ulcers) are found during
colorectal cancer (CRC) screening colonoscopy in a healthy,
asymptomatic 50-year-old patient. Biopsies show chronic il-
eitis. No history of nonsteroidal anti-inflammatory drugs
(NSAIDs) use. What do you do?

1. Repeat colonoscopy in 1 year

2. Start mesalamine

3. Start anti-tumor necrosis factor (TNF)
4. Start Vedolizumab

DISCUSSION
Endoscopic ileitis comprehends a wide spectrum of
severity and can be the result of different and multiple con-
ditions.! Mild ileitis consists of a few aphthous ulcers with
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normal intervening mucosa and can be found incidentally on
routine CRC screening. Often, mild ileitis does not have an ob-
vious cause (ie, NSAIDs use or recent history of infectious en-
teritis) and remains indeterminate despite ileal biopsies.” In a
US prospective cohort, the prevalence of a new ileitis diagnosis
from ileoscopy was 2.7% in asymptomatic patients undergoing
surveillance colonoscopy.’ The clinical debate is whether these
patients, or a subgroup of them, may have unrecognized or
early Crohn disease (CD) or are at risk of developing symp-
tomatic CD in the future and hence would need appropriate
care and follow-up. On the other hand, it is as important not
to mislabel benign, nonspecific ileitis of no clinical signifi-
cance as CD, with all the implications that a chronic diagnosis
and (unwarranted) therapies and follow-ups will have on a
patient’s life.

Currently, there are no societal guidelines for what the
course of action should be in patients with incidental mild il-
eitis on routine colonoscopy. Our #MondayNightIBD discus-
sion revealed that clinical practice varies in this scenario. Many
convo participants recommended further evaluation with an
exhaustive clinical interrogation, checking inflammatory bio-
markers level and proceeding with small bowel imaging to risk
stratify these patients; many others recommended performing
a repeat colonoscopy in 1 year; and others recommended no
further work-up.

The key to decide the best course of action for these pa-
tients is to know the natural history of asymptomatic mild
terminal ileitis. Although the rate of disease progression and
predictive factors of disabling or severe CD have been studied
in patients with established CD, similar studies in asympto-
matic patients with mild ileitis are lacking.

Based on limited retrospective data, the rate of pro-
gression from asymptomatic mild terminal ileitis to clinically
impactful CD appears to be low. In a Korean retrospective
study, 93 asymptomatic patients with isolated terminal ileal
ulcerations found during routine colonoscopy were followed
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for a mean duration of 29.9 months. Follow-up colonoscopy
showed persistent ileal ulcers in 31 patients, only 1 of whom de-
veloped CD.* This study has several limitations, some of which
are related to its retrospective design.’

The need for ileal biopsies as well as the diagnostic and
prognostic yield of pathology were discussed. From a pa-
thology perspective, a diagnosis of chronic ileitis can be made
with confidence, but is not necessarily diagnostic or prognostic
of symptomatic CD.® In a US retrospective study, 29 patients
with isolated terminal ileitis were followed for a duration ran-
ging from 2.2 to 12.6 years. Fourteen of these 29 patients were
asymptomatic when they completed their colonoscopy. Despite
the presence of 1 or more features of chronicity in 11/14 asymp-
tomatic patients and of focal active ileitis in the 3 others, none
of them developed CD on follow-up.’

Clinicians highlighted the need to ensure patients are
truly asymptomatic through a detailed and thorough clinical in-
terrogation, since the presence of any intestinal, extraintestinal,
constitutional symptoms, or anemia may be a signal of under-
lying CD and can determine the management of these patients.
In the same US retrospective study previously cited, 8 of 10

(80%) of symptomatic patients with features of chronicity on
ileal biopsies progressed to a diagnosis of CD on follow-up.” An
Ttalian prospective study followed for 6 years, 51 patients with
nonspecific indeterminate ileitis found on diagnostic colonos-
copy (most common indications were overt or occult bleeding,
diarrhea, and constitutional symptoms); 26 (51%) patients had
chronic inflammation on pathology and a total of 10 (19.6%)
of the 51 symptomatic patients were eventually diagnosed with
CD.3

In a French study, 1123 newly diagnosed CD patients
were retrospectively assessed to identify factors at diagnosis
that would predict a disabling disease course within the next
5 years. Disabling disease course was defined as a requirement
of more than 2 steroid courses/steroid dependence, or further
CD-related hospitalizations, or chronic CD-related symptoms,
or need of immunosuppressive therapy, or CD-related surgery.
The rate of progression to disabling CD was 85.2%. Initial re-
quirement for steroids [odds ratio (OR) 3.1, 95% confidence in-
terval (CI) 2.2-4.4], presence of perianal disease (OR 1.8, 95%
CI 1.2-2.8), and age below 40 years (OR 2.1, 95% CI 1.3-3.6)
were found to be independent factors present at diagnosis and
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FIGURE 1. #IBDAlgorithm for the management of asymptomatic mild terminal ileitis.
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significantly associated to a subsequent disabling CD course.
A smaller prospective cohort in this same study confirmed these
findings.’ In a different, Belgian study, 361 patients with CD
with a follow-up of longer than 5 years were retrospectively as-
sessed to identify at diagnosis factors predictive of a disabling,
or severe disease course. Disabling disease was defined similar
to the previously cited French study. 57.9% developed disabling
disease within 5 years after diagnosis. Perianal lesions (OR 2.6,
95% CI 1.4-5.1), need for steroids to treat the first flare (OR
1.7, 95% CI 1.02-2.7), ileocolonic location (OR 1.74, 95% CI
1.06-2.8), but not age below 40 years were associated with the
development of disabling CD. Severe CD was defined by the
development of complex perianal disease, or needing any co-
lonic resection, or 2 or more small bowel resection, or a single
small bowel resection >50 cm in length, or a construction of a
definite stoma. 37.4% of patients developed severe CD over the
course of their illness. Stricturing behavior at diagnosis [hazard
ratio (HR) 2.11, 95% CI 1.39-3.2] and weight loss >5 kg at di-
agnosis (HR 1.67, 95% CI 1.14-2.45) were independently asso-
ciated with development of severe CD.!?

Another important matter raised during the discus-
sion was whether an elevated biomarker of inflammation [ie,
CRP or fecal calprotectin (FCP)] would change the manage-
ment and prognosis of asymptomatic mild ileitis. Although it
is reasonable to think they could play such a role, there are
currently no published studies evaluating the impact of these
biomarkers in this specific subset of asymptomatic patients.
Prospective US studies have shown that asymptomatic CD
patients with elevated CRP are at increased risk for bowel
damage and hospitalization over the following years com-
pared to asymptomatic CD patients with normal CRP.!:2
A recent retrospective British study (abstract) has shown that
normalization of FCP within 12 months of CD diagnosis is
associated with a reduction in long-term CD progression over
a median follow-up of 5.3 years. Disease progression was de-
fined as a composite of progression in disease behavior, hos-
pitalization for CD, and surgery for CD.'* A different British,
retrospective study (abstract) evaluated 74 patients with iso-
lated terminal ileitis diagnosed via any colonoscopy (diag-
nostic and nondiagnostic) over a 4-year period. 60 (81.1%)
patients had ulcers in the terminal ileum. A total of 38
(51.4%) patients had a FCP performed, of which 27 (71.1%)
came back elevated (defined as fecal calprotectin >150 pg/
mg). A subsequent diagnosis of CD was made in 15 (20.3%)
of the 74 patients. Almost 90% of these new cases of CD had
an elevated FCP. The authors concluded that patients with
terminal ileum ulcers in combination with an elevated FCP
increased the likelihood of a new CD diagnosis, with an OR
of 1.28 (P =10.016, CI 0.45-0.047) compared to those without
terminal ileum ulcers and normal FCP (<150 pg/mg). The
number of new CD cases or the proportion of patients with
elevated FCP, stratified by type of colonoscopy (diagnostic

vs nondiagnostic) or procedure indication is not mentioned
in the abstract.'

Finally, based on limited available data, the rate of progres-
sion of asymptomatic mild ileitis to CD is low. While most respond-
ents in the poll would repeat colonoscopy in 1 year to reassess for
ileitis, expert opinion consensus was that this healthy and asympto-
matic 50-year-old male with few ulcers in the terminal ileum found
during CRC screening colonoscopy, does not need further work-up,
repeat colonoscopy or treatment; instead, clinical follow-up and
monitoring of symptoms were recommended (Fig. 1). Prospective
studies with long-term follow-up of asymptomatic patients with
mild terminal ileitis are needed to better define the natural history
and long-term clinical implications of this finding.

RESULTS OF THE POLL (% OF ALL
RESPONDENTS): TOTAL OF 67 VOTES

1. Repeat colonoscopy in 1 year 92.5%
2. Start mesalamines 4.5%

3. Start anti-TNF 0%

4. Start Vedolizumab 3%

#MondayNightIBD #MedTwitter Teaching Points

1. Mild terminal ileitis is a common finding in asymptomatic patients
undergoing screening colonoscopy.

2. The rate of progression of mild terminal ileitis to CD in asympto-
matic patients appears to be low (~1%).

3. No further work-up is recommended for patients with mild terminal
ileitis in the absence of symptoms or laboratory abnormalities.

4. Prospective studies are needed to better define the natural history of
asymptomatic mild terminal ileitis.
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