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CASE REPORT

Intestinal Amyloidosis with Intractable Diarrhea and Intestinal Pseudo-obstruction

Yeon-Joo Kim, Hyun-Soo Kim, Seon-Young Park, Sang-Woo Park, Yoo-Duk Choi®, Chang-Hwan Park, Sung-Kyu Choi and Jong-Sun
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Departments of Internal Medicine and Pathologyl, Chonnam National University Medical School, Gwangju, Korea

We report herein a case of intestinal amyloidosis with grave prognosis that caused intractable diarrhea and intestinal pseudo-ob-
struction, alternately in spite of intensive conservative treatment. A 44-year-old woman was admitted for fever, diarrhea, and
crampy abdominal pain which had been continuned during 6 months. Abdomen CT scan showed edematous wall thickening
of the small bowel and right colon, and colonoscopic biopsy revealed amyloid deposition in the mucosa. Monoclonal light
chains in serum and/or urine were not detected and highly elevated serum amyloid A was shown. In spite of intensive treatment
including oral prednisolone and colchicine, diarrhea and intestinal pseudo-obstruction developed alternately, general status
rapidly got worsened and died after two months. (Korean J Gastroenterol 2012;60:172-176)
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INTRODUCTION

Amyloidosis is a rare disease characterized by forming
pathological protein deposits (i.e., amyloid) in several differ-
ent organs and tissues." Idiopathic isolated AA amyloidosis
affecting the small or large intestine is a very rare condition.”
In this report, we present a case of intestinal amyloidosis with
grave prognosis that caused intractable diarrhea and in-
testinal pseudo-obstruction, alternately in spite of intensive
conservative treatment.

CASE REPORT

A 44-year-old woman was admitted to our hospital with a
6-month history of fever, diarrhea, and crampy abdominal
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pain. On admission, physical examinations were unremark-
able except for decreased skin turgor and a body temper-
ature of 39°C. Her body height and weight were 147 cm and
38 kg.

Laboratory studies showed that hematocrit, 29.8% (nor-
mal range, 37-52%); white blood cell count, 3,500/mm3
(normal range, 4,800—10,800/mm3); potassium, 2.6 mEq/L
(normal range, 3.5-5 mEq/L); total protein, 5.4 g/dL (normal
range, 6.4-8.3 g/dL); albumin, 2.8 g/dL (normal range, 3.5-
5.2 g/dL); CRP 9.24 mg/dL (normal range, 0.1-1 mg/dL).
Other biochemical data were normal. Stool cultures for
Salmonella, Shigella, and Campylobacter species were
negative. Toxin A for Clostridium difficile was negative in the
stool. Tuberculosis screening tests including tuberculin skin
test and interferon gamma release assays were negative.
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Venereal disease research laboratory test was nonreactive
and serology for HIV was negative. No positive results were
found for any autoantibodies including rheumatoid factor,

Fig. 1. Abdominal CT finding. Abdomen CT scan showed edematous
wall thickening and mural enhancement of the pelvic small bowel
loop and increased vascularity of the corresponding mesentery, mild
edematous wall thickening of the colonic loop.

anti-nuclear antibody, and anti-neutrophil cytoplasmic anti-
bodies. CH50 activity and concentrations of C3 and C4 were
all within normal limits. Urinalysis showed proteinuria with
protein excretion of 0.72 g/day. Abdomen CT scan showed
edematous wall thickening of the small bowel and right colon
(Fig. 1). Colonoscopy showed diffusely distributed petechial
mucosal suggillations in the ascending colon and shallow
erosions in the terminal ileum (Fig. 2). Histology of the biop-
sied specimens from the terminal ileum and right colon dem-
onstrated amyloid deposition in the lamina propria of the ileal
and colonic mucosa (Fig. 3). Other laboratory data showed
negative results in the detection of monoclonal light chains
in serum and/or urine. Echocardiography revealed normal
cardiac function. Subsequent serum amyloid A (SAA) was
361 ug/mL (normal range 0-8 ug/mL). Initial H» concentra-
tion was over 0.02 mL in the lactulose breath test. Soon after
starting antibiotics (ciprofloxacin and metronidazole/rifax-

Fig. 2. Colonoscopic findings. Colono-
scopy showed diffusely distributed
petechial mucosal suggillations in the
ascending colon (A) and shallow ero-
sions in the terminal ileum (B).

Fig. 3. Microscopic findings. (A) Eosinophilic proteineous material deposition was identified in the lamina propria of the colonic mucosa (H&E,
x100). (B) This material resulted in a positive reaction using the Congo red stain (x200).
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Table 1. Cases of Gastrointestinal Amyloidosis in Chonnam National University Medical Center

Amyloidosis . . Survival
No Age/sex type Symptom Underlying disease Involved organ Treatment duration (mo)
1 59/F AA Diarreha, epigastric pain RA Stomach, rectum  Steroid, sulfasalazine, Alive
chloroquine
2 57/F AA Dyspepsia, epigastric pain RA, ESRD Kidney, rectum Steroid, sulfasalazine 27
3 65/M AA None Small bowel GIST Colon Operation Alive
4  46/F AL Abdominal pain, nausea/ None Kidney, colon, Cyclophosphamide, 6
vomiting, diarrhea heart, bone thalidomide, steroid
marrow
5 66/F Dialysis-related Nausea/vomiting, ESRD Esophagus, Conservative treatment 2
hunger pain stomach, colon
6 74/M AA? None RCMP, TR Heart, rectum Conservative treatment 3
7 61/F AA? Nausea/vomiting RCMP, CHB Heart, rectum Conservative treatment 9
8 44/F AA? Diarrhea, intestinal None Colon Colchicine, steroid 2

pseudoobstruction

Conservative treatment

Duration: 2001. 3~2011. 3.
M, male; F, female; RA, rheumatoid arthritis; ESRD, end stage
cardiomyopathy; TR, tricuspid regurgitation; CHB, chronic hepatitis

imin), the high fever disappeared. Despite treatment with or-
al prednisolone (60 mg/day) and colchicines (1.2 mg/day),
the watery diarrhea and intestinal pseudo-obstruction devel-
oped alternately. Her general status rapidly got worsened in
parallel with the aggravation of metabolic acidosis and renal
dysfunction. She died from intractable diarrhea, intermittent
intestinal pseudo-obstruction and renal dysfunction after
two months.

DISCUSSION

Amyloidosis is defined as an extracellular deposit of pro-
tein fibrils with a B-sheet fibrillar structure and characteristic
properties after staining with Congo red dye.3’5 There are 6
types: primary (AL), secondary (AA), hemodialysis-related,
hereditary, senile, and localized.® AA amyloidosis with acute-
phase reactant SAA protein (A) is associated with infectious,
inflammatory, or, less commonly, neoplastic disorders. This
case showed neither physical findings nor laboratory data
suggestive of these causative disorders. According to a recent
report, no underlying disease was found in nearly 5% of pa-
tients with AA amyloidosis.7 In this case, neither chronic in-
flammatory disease nor malignant tumors were identified
despite an intensive systemic evaluation, the AA amyloidosis
was regarded as idiopathic.

Gastrointestinal amyloidosis usually shows various clin-
ical manifestations, including mucosal erosions and ulcer-
ation, malabsorption, hemorrhages, protein losing enter-

renal disease; GIST, gastrointestinal stromal tumor; RCMP, restrictive

B.

opathy and intractable diarrhea irrespective of the different
precursor proteins of amyloid, and is sometimes the direct
cause of death.®

There were 8 cases of gastrointestinal amyloidosis in our
hospital for the past 10 years (Table 1). Mean age of these
cases was 59 (range 44-74) years and females were domi-
nant (M : F=2 ! 6). The most common site was the rectum.
The survival duration of these patients except two alive pa-
tients with AA type was 2-27 months. AA amyloidosis with def-
inite cause had a favorable outcome.

Treatment of AA amyloidosis includes control of the pri-
mary disease. However, in this case, causeative disorder was
not identified despite an intensive systemic survey. To sup-
press the production of SAA, which was the precursor protein
of this disease, and to reduce submucosal edema and in-
flammation in the gastrointestinal tract, corticosteroid was
introduced for treatment of the amyloidosis.9 Also, colchicine
that was shown to have promising results in experimental
cases of AA amyloidosis was used in the patient.10 But, they
were not effective.

Feurle™ reported that decreased gastrointestinal motility
in intestinal amyloidosis caused bacterial overgrowth, bile
acid deconjugation and consequently, diarrhea, steatorrhea
and severe malabsorption in the intestinal amyloidosis. In
this case, a lactulose breath test showed overt bacterial
overgrowth. However, the patient was not responsive to anti-
biotic treatment including metronidazole and rifaximin.
Pseudo-obstruction due to amyloidosis can involve the small
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bowel, colon, or both, and carries a particularly grave prog-

nosis.? It typically presents as a mechanical obstruction with
plain films showing a paralytic ileus. In our case, she devel-
oped diarrhea and intestinal pseudo-obstruction, alternately.
Therefore, we could not use a long-acting somatostatin ana-
logue, octreotide, which has been used in the treatment of se-
vere diarrhea ascribable to amyloidosis. She had a poor prog-
nosis because of intractable diarrhea and intermittent in-
testinal pseudo-obstruction.

The clinical manifestations of amyloid colonic deposition
may mimic other diseases, such as inflammatory bowel dis-
ease, malignancy, ischemic colitis and collagenous colitis."®
Also, the diagnosis of amyloidosis must be supported by
pathologic finding as it has no pathognomic radiologic or en-
doscopic findings (Fig. 4).14’19
jor risk of misunderstanding and diagnostic delay. Therefore,

In reality though, there is a ma-

gastrointestinal amyloidosis should be considered among
differential diagnoses of chronic diarrhea unresponsive or re-
sistant to conventional treatment.

We have presented herein a case of intestinal amyloidosis

Fig. 4. Endoscopic findings. Endo-
scopic examinations revealed various
findings such as diffuse geographic
ulcerations (A), small healing ulcers or
erosions (B), yellowish exudate coated
hyperemic mucosal lesions (C) and
mucosal and submucosal hemorrha-
gic spots (D).

without extraintestinal manifestation that caused intract-
able diarrhea and intestinal pseudo-obstruction, alternately.
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