Case in Point

Colonic Diaphragm Disease: An
Important NSAID Complication to Know

Laurie Farricielli, MD; and CAPT Dorothy J. Sanderson, MD, USPHS

Given the widespread use of nonsteroidal anti-inflammatory drugs,
physicians should recognize the symptoms of colonic diaphragm disease, a rare but serious
complication that can affect the large and small intestines.

olonic diaphragm disease
(CDD) is a rare but serious
complication of nonsteroi-
dal anti-inflammatory drug
(NSAID) use in which diaphragm-
like strictures develop in the large
and/or small intestines. There have
been about 100 reported cases of
CDD since this finding was first
reported in the medical literature
in 1989.!2 However, given the fre-
quency of NSAID use, providers
should consider this diagnosis.

CASE REPORT

An 85-year-old woman presented
to the emergency department (ED)
with generalized weakness, occult
positive stool, and severe anemia
requiring blood transfusions. Eight
months prior, she had presented to
her primary care physician (PCP)
for a routine visit and was found to
have anemia. She was referred to
gastroenterology by her PCP for an
upper endoscopy but refused the re-
ferral despite clear warnings of the
potential for serious complications.
She was started on ferrous sulfate
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325 mg po tid at that time. The
patient’s hemoglobin (Hbg) levels
ranged from 10.8 to 11.2 g/dL prior
to her ED presentation, and random
fecal occult blood testing had been
negative.

In the ED, the patient reported
no abdominal pain, nausea emesis
or constipation. Her past medical
history was significant for compen-
sated diastolic heart failure, parox-
ysmal atrial fibrillation controlled
by medication, and chronic lum-
bago. The patient had been pre-
scribed NSAIDs for 10 years for the
chronic lumbago diagnosis; how-
ever, she was inconsistent in taking
this medication until more recent
years. Surgical history included a
hysterectomy and back surgeries in
the distant past. She had no symp-
toms or history of inflammatory
bowel disease. The patient’s medi-
cations included both the oral and
topical forms of diclofenac, conju-
gated estrogen, nitroglycerin, am-
lodipine, hydrocodone bitartrate
and acetaminophen 5 mg once
daily, amiodarone, diazepam, val-
sartan, furosemide, oxycodone 5 mg
nightly prn for severe pain, and fer-
rous sulfate 325 mg.

Significant laboratory results

in the ED included a Hbg level
of 8.3 g/dL; a ferritin level of
11.9 ng/ml, and a serum iron level
of 12 mg/dL. A computerized to-
mography scan of the abdomen and
pelvis was normal. The patient was
admitted, received a blood transfu-
sion, and a gastroenterology con-
sult was obtained for an upper and
lower endoscopy. Although copy
was normal, the colonoscopy re-
vealed evidence of CDD of the as-
cending colon.

COLONIC DIAPHRAGM DISEASE

The gross findings seen on this
patient’s colonoscopy showed evi-
dence of the development of an
internal colonic stricture from
the fibrous overgrowth of the dia-
phragm (Figures A, B, & C). The
narrow lumen is exhibited par-
ticularly well in Figure A in the
upper left image. The external
surface of the intestine appears
normal.

Presentation and Evaluation

The presenting symptoms of CDD
can vary and include abdominal
pain, vomiting, lower gastrointesti-
nal bleeding, anemia, and intestinal
obstruction/perforation. Evidence
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Figure. Colonoscopy Findings?

3Colonoscopy photos provided with the written permission of the patient.

seems to suggest a greater association
with use of the oxicams (meloxicam,
piroxicam) or diclofenac.'? Some
researchers have suggested an asso-
ciation with long-acting NSAID for-
mulations.! The use of misoprostol
or proton pump inhibitors does not
seem to lessen the chance of stric-
ture formulation.? Cox-2 inhibitors
are less likely players in the develop-
ment of CDD.? Most diaphragms in
the large colon have been noted in
the cecum, ascending and transverse
colon, though descending colonic le-
sions have been documented as well.!

The incidence of CDD is
higher among women and occurs
most often in the seventh decade
of life. Correlation with the dura-
tion of NSAID use prior to disease
onset varies widely, with studies
documenting disease onset from
3 months to 5 years after initiat-
ing consistent NSAID use.' The
patient in this case study was
prescribed NSAIDs for almost
10 years, although she had poor
adherence. One study also notes a
possible association of CYP2C9*3
genetic polymorphism with the
propensity to develop CDD. This
finding is particularly interesting
since NSAIDs are principally me-
tabolized by CYP2C9 in the liver.
CYP2C9 polymorphisms are

thought to induce higher plasma
concentrations of NSAIDs over
time, which may lead to the forma-
tion of colonic diaphragms.?
Endoscopy with biopsy is the
diagnostic modality of choice. Use
of capsule endoscopy is limited be-
cause the capsule may not be able to
pass through narrow stricture walls.

Pathology and Histology

The mechanism by which NSAIDs
induce the formation of colonic dia-
phragms may be related to these
medications’ effects on mucosal in-
tegrity, vasoconstriction, and vas-
cular spasm. These effects may
lead to “erosions, ulceration, and
diaphragm-like strictures.”

The primary histologic feature
of these strictures is submucosal
fibrosis with an intact muscularis
propria. Prominent features also in-
clude areas of ulceration and gran-
ulation.! The widened submucosa
results in annular constriction of
the intestinal lumen with disorga-
nized bundles of smooth muscle,
unmyelinated nerve bundles, scat-
tered ganglion cells, and blood ves-
sels. This morphology can resemble
a node or mass.* The mucosa is typ-
ically normal.’ Conditions such as
vascular and neuromuscular ham-
artoma can resemble CDD. Interest-

ingly, the fibrous changes in CDD
have been noted apart from NSAID
use, leading to speculation that dia-
phragm formation may be a result
of injury and not exclusively a reac-
tion to NSAID use.

Treatment

Recommendations include NSAID
withdrawal, endoscopic/fluoro-
scopic dilatation, and surgical re-
section. Outcomes with these
treatment approaches have been
highly variable. For some patients,
NSAID withdrawal alone or fol-
lowing resection has resulted in
success. However, even with with-
drawal of NSAIDs, symptoms
may improve, although the histo-
logic findings of CDD may not be
reversed.*® In one case report, a
colonic stricture persisted endo-
scopically after NSAID withdrawal
but resolved after a 20-week course
of prednisone.’

CONCLUSION

Despite NSAID cessation, the pa-
tient in this case study presented a
month later with an acute bowel ob-
struction. The bowel obstruction re-
sponded to conservative treatment,
and the patient declined surgical
intervention. The patient was read-
mitted again 4 months later with an
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acute bowel obstruction, and under-
went an emergent colonic resection.
The pathology report was consistent
with CDD. In the 3 years since the
resection, the patient has had no re-
currences and continues to avoid all
NSAIDs. She has refused a follow-up
postresection colonoscopy. @
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ings, and adverse effects—before
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