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ABSTRACT

The 2 most common types of amyloidosis are light chain (AL) and reactive (AA). AL is associated with plasma cell dyscrasias; reactive
(AA) is associated with chronic inflammatory conditions. A few cases have described AL amyloidosis mimicking colitis. However,
endoscopic findings leading to the diagnosis of AL amyloidosis are rare. We report a 77-year-old woman with a medical history of
ulcerative colitis who presented with recurrent nonbloody watery diarrhea. Colonoscopy revealed features suspicious for amy-
loidosis. Bone marrow biopsy showed multiple myeloma and AL amyloidosis. This case demonstrates the importance of generating
a broad differential and the pivotal role of endoscopic findings in diagnosing uncommon diseases.

INTRODUCTION

Amyloidosis is a rare disorder that is caused by the extracellular deposition of abnormal protein fibrils in various organs and
tissues. There are 6 types of amyloidosis: primary, secondary, hemodialysis-related, hereditary, senile, and localized.' The 2 most
common forms of amyloidosis are light chain (AL) amyloidosis and reactive (AA) amyloidosis.> AL amyloidosis refers to
immunoglobulin light chain deposition commonly associated with plasma cell dyscrasias such as multiple myeloma. AA amy-
loidosis is associated with amyloid A, an acute phase reactant that deposits in the setting chronic inflammatory states such as
rheumatoid arthritis, inflammatory bowel disease (IBD), and chronic infections.”> A few cases have described AL amyloidosis
mimicking an ulcerative colitis (UC) flare-up.*"® However, these patients not only had symptoms of UC flare-up but also had
symptoms of systemic amyloidosis. Our case is unique in that the patient only had gastrointestinal (GI) symptoms and that
colonoscopic findings led to the diagnosis.

CASE REPORT

A 77-year-old white woman with a medical history of UC on adalimumab, azathioprine, mesalamine rectal suspension enema, and
prednisone came to the emergency department with a chief complaint of 10-20 episodes of nonbloody watery diarrhea daily for
a week. Abdominal and pelvic computed tomography showed colitis of the transverse and descending colon with infectious workup
being negative. The intravenous steroid was started with a presumptive diagnosis of acute exacerbation of UC. Her symptoms
improved, and she was discharged home with an oral steroid taper regimen.

The patient, however, came back a day later with 14 new episodes of nonbloody diarrhea, abdominal cramping, and nausea.
Laboratory tests showed leukocytosis of 15,900/mL and chronic anemia of 9.4 g/dL, but no hypercalcemia and no renal dysfunction
were present. Abdominal and pelvic computed tomography with no contrast showed colitis with unchanged multiple thoracolumbar
spine compression fracture deformities that were attributed to chronic steroid usage in the past. Colonoscopy was performed to
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Figure 1. Colonoscopy showing (A) extensive submucosal hemorrhage and (B) purplish blebs in the sigmoid colon.

assess the severity of the disease and exclude infectious etiolo-
gies such as Cytomegalovirus and Clostridioides difficile. A few
areas of superficial erosions were found in the terminal ileum.
Mild inflammation was found in the transverse colon,
descending colon, and rectum. Multiple biopsies were taken
from these sites. On withdrawal of the scope, friable mucosa
with submucosal hemorrhage and purplish blebs were noted in
the distal transverse colon to the rectum (Figure 1). These
findings were suspicious for amyloidosis, and further workup
was initiated. Serum protein electrophoresis showed total
protein of 5.6 g/dL, albumin of 4.08 g/dL, a-1-globulin elec-
trophoresis of 0.20 g/dL, a-2-globulin electrophoresis of 0.45 g/
dL, B-globulin electrophoresis of 0.24 g/dL, y-globulin elec-
trophoresis of 0.62 g/dL, and M-protein serum level of 0.55 g/
dL. Immunofixation showed IgG-\ monoclonal gammopathy.
The free lambda light chain level was 508 mg/L with /X ratio of
<C0.33. Immunoglobulin levels were IgG of 688 mg/dL, IgA of
<7 mg/dL, and IgM of <19 mg/dL. Biopsies from colonoscopy
were positive for amyloidosis (Figure 2). Hematology/oncology
was consulted and proceeded with bone marrow biopsy that
showed multiple myeloma and AL amyloidosis (Figure 3). Bone
marrow showed 30%-40% plasma cells and focal amyloid de-
position. Fluorescence in situ hybridization showed #(4,14) in
5% of cells. The Durie-Salmon score was IIla, indicating high
cell mass, but without renal involvement. Adalimumab and
azathioprine were stopped, and the patient was started on
chemotherapy. Once her GI symptoms improved, she
was discharged from the hospital. Despite continuing with
chemotherapy, the patient continued to have episodes of

severe diarrhea and hematochezia that required repeated
hospitalizations. Given her poor prognosis, she elected to go
on hospice and died approximately 10 months after the di-
agnosis of AL amyloidosis.

DISCUSSION

Amyloidosis is a rare disorder. One epidemiologic study
reported incidence densities of 6.13 per million person-years for
AL amyloidosis and 1.21 per million person-years for AA
amyloidosis.” Depending on the type of amyloidosis, GI tract
involvement varies. The GI tract is affected in approximately
60% of patients with AA amyloidosis, but less common in
patients with AL amyloidosis, with only 8% of patients.*” AA
amyloidosis is typically associated with chronic inflammatory
states such as IBD. Among patients with IBD, patients who have
Crohn’s disease are more predisposed than those who have UC.
The incidence of AA amyloidosis in Crohn’s disease is ap-
proximately 0.9% and 0.07% with UC."

There have been a couple of case reports that describe AL
amyloidosis mimicking an UC flare-up. Casad and Bocian
described a patient with a medical history of chronic lung
fibrosis in the setting of possible UC flare.* While attempting
to find the etiology of his chronic lung fibrosis, the clinicians
were able to diagnose AL amyloidosis. Rahman et al presented
a case in which heart failure symptoms led to the discovery
of AL amyloidosis in the setting of suspected UC flare.
Janczewska et al published a case about a patient with UC

Figure 2. Biopsy of the colon specimen showing (A) amyloid deposits without polarization and (B) apple-green birefringence of amyloid

deposits after Congo red staining.
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Figure 3. Biopsy of the bone marrow showing amyloid deposits after
Congo red staining.

with a history of chest pain and liver function test abnor-
malities.® These symptoms and laboratory anomalies led to an
extensive workup, and AL amyloidosis was identified. All of
these cases describe patients who had other organ abnor-
malities that provided clues for the diagnosis of amyloidosis.
Our case is unique in that the patient only had GI symptoms
and that endoscopic findings played a crucial role in aiding
this diagnosis.

For AL amyloidosis, amyloid mainly deposits in the submucosal
layer and muscular layer.''> On the other hand, AA amy-
loidosis deposits more frequently in the lamina propria mucosa
and submucosal layer.'"'* Because of these differences, polyp-
oid protrusions and thickening of valvulae conniventes are
more common in AL amyloidosis, whereas fine granular ap-
pearance, mucosal friability, and erosions are more common in
AA amyloidosis.">"* Other colonoscopy findings for AL amy-
loidosis have been described such as multiple bullous hemor-
rhagic lesions, submucosal hematomas, and submucosal
hemorrhages.>'*'* Our patient had friable mucosa with sub-
mucosal hemorrhage and purplish blebs. These findings led to
the suspicion that the patient may have amyloidosis, and thus,
extensive workup was initiated. Although these associations
have been reported, the gold standard for diagnosis is tissue
biopsy with Congo red stain showing green birefringence under
polarized light.

In conclusion, this case emphasizes that endoscopic findings
play avital role in diagnosing rare diseases. Our patienthad AL
amyloidosis rather than AA amyloidosis, as most would ex-
pect, in the setting of UC. Her diagnosis of multiple myeloma
was made in an unusual fashion because suspicious findings
on colonoscopy prompted a further workup revealing this
diagnosis.

DISCLOSURES

Author contributions: BS Lee wrote and revised the manuscript.
Y. Chudasama revised the manuscript and is the article guar-
antor. Al Chen revised the manuscript. BS Lim revised the
manuscript and provided the colonoscopy images. MT Taira
provided the pathology images.

Financial disclosure: None to report.

Informed consent could not be obtained from the family of the
deceased. All identifying information has been removed from
this case report to protect patient privacy.

Received May 26, 2019; Accepted October 10, 2019

REFERENCES

1. Ebert EC, Nagar M. Gastrointestinal manifestations of amyloidosis. Am ]
Gastroenterol. 2008;103(3):776-87.

2. Merlini G, Bellotti V. Molecular mechanisms of amyloidosis. N Engl ] Med.
2003;349(6):583-96.

3. Kanuru R, Stanich PP, Meyer MM. Colonic complications from gastroin-
testinal amyloidosis. Austin ] Gastroenterol. 2014;1(5):1023.

4. Casad DE, Bocian JJ. Primary systemic amyloidosis simulating acute idio-
pathic ulcerative colitis: Report of a case. Am ] Dig Dis. 1965;10:63-74.

5. RahmanN, Togeer M, Hawley I, et al. Primary systemic amyloidosis presenting
as idiopathic inflammatory colitis. BMJ Case Rep. 2011;2011:bcr0820114596.

6. Janczewska I, Mejhert M, Hast R, Runarsson G, Sandstedt B. Primary AL-
amyloidosis, ulcerative colitis and collagenous colitis in a 57-year-old
woman: A case study. Scand ] Gastroenterol. 2004;39(12):1306-9.

7. Aguirre MA, Boietti BR, Nucifora E, et al. Incidence rate of amyloidosis in
patients from a medical care program in buenos aires, Argentina: A pro-
spective cohort. Amyloid. 2016;23(3):184-7.

8. Menke DM, Kyle RA, Fleming CR, Wolfe JT III Kurtin PJ, Oldenburg WA.
Symptomatic gastric amyloidosis in patients with primary systemic amy-
loidosis. Mayo Clin Proc. 1993;68(8):763-7.

9. Okuda Y, Takasugi K, Oyama T, Onuma M, Oyama H. Amyloidosis in
rheumatoid arthritis—clinical study of 124 histologically proven cases
[Japanese]. Ryumachi. 1994;34(6):939-46.

10. Greenstein AJ, Sachar DB, Panday AK, et al. Amyloidosis and inflammatory
bowel disease. A 50-year experience with 25 patients. Medicine (Baltimore).
1992;71(5):261-70.

11. Yamada M, Hatakeyama S, Tsukagoshi H. Gastrointestinal amyloid deposition
in AL (primary or myeloma-associated) and AA (secondary) amyloidosis:
Diagnostic value of gastric biopsy. Hum Pathol. 1985;16(12):1206-11.

12. Iida T, Yamano H, Nakase H. Systemic amyloidosis with gastrointestinal
involvement: Diagnosis from endoscopic and histological views.
J Gastroenterol Hepatol. 2018;33(3):583-90.

13. Tada§$,Iida M, Yao T, et al. Endoscopic features in amyloidosis of the small
intestine: Clinical and morphologic differences between chemical types of
amyloid protein. Gastrointest Endosc. 1994;40(1):45-50.

14. Cho SH, Kim SW, Kim WC, Chul-hyun L, Go BS. Hemorrhagic bullous
colitis in a patient with multiple myeloma. Endoscopy. 2013;45(Suppl 2
UCTN):E157-8.

15. Yoshii S, Mabe K, Nosho K, et al. Submucosal hematoma is a highly sug-
gestive finding for amyloid light-chain amyloidosis: Two case reports.
World ] Gastrointest Endosc. 2012;4(9):434-7.

Copyright: © 2019 The Author(s). Published by Wolters Kluwer Health, Inc. on behalf of
The American College of Gastroenterology. This is an open-access article distributed
under the terms of the Creative Commons Attribution-Non Commercial-No Derivatives
License 4.0 (CCBY-NC-ND), where it is permissible to download and share the work
provided it is properly cited. The work cannot be changed in any way or used com-
mercially without permission from the journal.

ACG Case Reports Journal / Volume 6

acgcasereports.com 3


http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://acgcasereports.com

