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Abstract

Background: Light chain or AL amyloidosis is a systemic disease
that occasionally involves the gastrointestinal tract, but very rarely
presents as gastrointestinal bleeding without evidence of systemic
involvement. In such cases recognition of amyloidosis as the cause
of bleeding is essential in order to rapidly initiate effective treat-
ment to stop the bleeding.

Case presentation: We describe a 76-year-old patient who pre-
sented with recurrent massive gastrointestinal bleeding as the
initial manifestation of AL amyloidosis. One episode necessitated
emergency right colectomy, and histopathological analysis of the
resected bowel revealed diffuse amyloid infiltration. This finding
prompted further investigations, which demonstrated elevated
plasma lambda light chain levels, and 10% monoclonal plasma cells
in the bone marrow. Treatment with bortezomib, dexamethasone,
and daratumumab was initiated and no further gastrointestinal
bleeding occurred.

Conclusion: The diagnosis of amyloidosis involving the gastro-
intestinal tract should be considered in adult patients with unex-
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plained recurrent gastrointestinal bleeding.
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Background

Gastrointestinal Bleeding (GIB) has various etiologies, the
commonest being peptic ulcer disease and diverticulosis [1,2].

Amyloid Light chain (AL) amyloidosis, characterized by the
deposition of proteins derived from Immunoglobulin (Ig) Light
Chains (LCs) in a variety of solid organs, is a rare condition [3].
Involvement of the Gastrointestinal Tract (GIT) in this disorder
is not uncommon [4,5]; yet few cases of GIB as the initial pre-
sentation of amyloidosis have been reported [6,7], and none in
which recurrent massive GIB is the sole clinical manifestation.

In this report, we present a rare case of recurrent massive
GIB that initially eluded explanation. Subsequently, the patient
was diagnosed with AL amyloidosis, with diffuse GIT involve-
ment which was the source of GIB. Appropriate treatment for
amyloidosis was initiated with a salutary effect on the bleeding.

Case Presentation

A 76-year-old patient with a history of Atrial Fibrillation (AF)
managed with rivaroxaban presented to the Emergency Depart-
ment (ED) with massive hematochezia. This resulted in hemor-

rhagic shock with a hemoglobin (Hb) level of 4.5g/dL (normal
range: 12-16g/dL). He was treated with systemic tranexamic
acid, multiple blood transfusions were administered and riva-
roxaban was discontinued. Emergency upper endoscopy was
normal and colonoscopy revealed two, 0.8 cm long, polypoid
protrusions, a round solid 4 cm-diameter submucosal mass
with a bleeding marker in the ascending colon, and a 2 cm long
clot attached to the mucosa near the hepatic flexure (Figure 1).
Biopsies were taken from the polyps and from the submucosal
mass showed mild inflammation only. One month later, the pa-
tient again presented to the ED with hemorrhagic shock due to
GIB. Computer tomogram angiography identified active colonic
bleeding near the hepatic flexure, thickening of terminal ileum
and cecum wall, and enlarged abdominal lymph nodes (Figure
2). Emergency right hemicolectomy and diversion ileostomy
were performed. Histology of the resected colon and ileum of
diffuse submucosal infiltration of amorphous material that was
positive for amyloid with Congo red staining under polarized
light. Amyloid deposits were also found in many of the 42 peri-
colonic lymph nodes that were resected.

Annals of Hematology & Oncology
Volume 10, Issue 6 (2023)
www.austinpublishinggroup.com
Rabina E © All rights are reserved

Citation: Rabina E, Tal S, Rudnicki Y, Rahmani A, Naftali T, et al. Recurrent Massive Gastro-
intestinal Bleeding as a first presentation of AL Amyloidosis in a 76-Year-Old Patient. Ann
Hematol Onco. 2023; 10(6): 1443.



Rabina E

Figure 1: Endoscopic view of the right colon: 0.8 cm long polypoid
protrusions (A), solid localized elevated submucosal tumor-like
lesion, 4 cm diameter (B), a 2 cm long clot connected to colonic
mucosa (C).

Based on these results, further investigation for systemic am-
yloidosis revealed serum lambda LCs levels of 753 mg/L (normal
range: 5.7-26 mg/L). Bone marrow biopsy was performed, dem-
onstrating 10% monoclonal plasma cells. 11% of these cells had
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Figure 2: Coronal (A) and Axial (B) CTA views shows blush of con-
trast fluid into the hepatic flexure of the colon, And (C) axial view
of enlarged lymph nodes in the right meso-colon.

Following the diagnosis of AL amyloidosis with GIT involve-
ment, treatment with bortezomib and dexamethasone was
initiated. However, after the second course, lambda LC levels
remained unchanged, and the patient had another episode of
GIB that required blood transfusion. Therefore, the treatment
was escalated with the addition of daratumumab to the current
treatment. Following this the patient's hemoglobin stabilized,
and GIB ceased. This was accompanied by a decrease in lambda
LCs to normal levels of 16 mg/L.
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Figure 3: Amorphous eosinophilic material in the submucosa and
in blood vessel walls (A, X100, Hematoxylin and Eosin), Congo red

stain of the colon, suggestive of amyloid (B, X100).

Discussion

Amyloidosis encompasses a wide range of disorders charac-
terized by the deposition of misfolded extracellular proteins in
various tissues [8]. It includes numerous types, including local-
ized amyloidosis, where production and deposition occur at the
same site, and systemic amyloidosis, where amyloid forms in
one site (commonly in the bone marrow) and deposits in dif-
ferent sites [9]. AL amyloidosis is the most prevalent form of
the systemic type, characterized by the deposition of proteins
derived from Ig LCs [10-12].

Commonly affected organs in AL amyloidosis include the
heart, kidneys and liver, with GIT involvement being less com-
mon, and usually in the context of systemic disease. Typical
symptoms of GIT involvement are fatigue, generalized weak-
ness, and weight loss [13,14] but may also include constipa-
tion, delayed gastric emptying, abdominal distension, intestinal
infarction, perforation, malabsorption and GIB [13,15,16]. GIB
is observed in 12.5-36% of patients with AL amyloidosis with
GIT involvement, although it is rarely the presenting symptom
[7,14,16-18]. Our patient presented with multiple GIB events
over 3 months, with no known plasma cell dyscrasia and no
signs or symptoms of systemic disease.

Diagnosing amyloidosis involving the GIT is challenging be-
cause imaging and endoscopy findings are not specific, and bi-
opsy of the affected tissue with specific histologic stains is nec-
essary [19,20].

Common CT findings include bowel wall thickening, bowel
wall dilatation without thickening, and, less commonly, mesen-
teric adenopathy and soft tissue infiltration [21]. As described in
the literature, our patient presented with colon wall thickening
and mesenteric lymphadenopathy on CTA, findings that are not
specific to amyloidosis.

Frequent endoscopic findings in patients with amyloidosis
and GIB are submucosal hematoma, mucosal ulceration and
erosions, non-ulcerative inflammation, and submucosal lesions
[7,22,23], although these are rarely seen in the colon [24]. Our
patient was indeed presented with polypoid protrusions, sub-
mucosal masses, and bleeding markers located in the colon.

Despite undergoing right colectomy, our patient continued
to experience subsequent episodes of GIB, and the pathology
of the resected organ revealed diffuse rather than located or
patchy, amyloid involvement. This discovery is not surprising
since a previous study demonstrated that there is poor correla-
tion between the site of amyloid deposition in the bowel and
clinical manifestations [30].

All of these findings suggest that a complex mechanism is
responsible for GIB in amyloidosis involving the GIT. Histologic
findings in patients with GIB secondary to amyloid of the GIT
suggest that infiltration of the vessel wall may lead to vascular
fragility [25] and localized intestinal ischemia [6].

Another reported mechanism is infiltration of the intestinal
wall, which leads to a less flexible muscularis mucosa that tends
to tear [26]. These mechanisms, especially in patients with co-
agulation abnormalities such as prolongation of the prothrom-
bin time (a frequent finding in systemic amyloidosis), increase
the likelihood of GIB [27].

AL amyloidosis requires systemic treatment, and it is crucial
to initiate prompt and appropriate treatment to reduce the
disease burden and alleviate the complications resulting from
specific organ involvement. The phase 3 ANDROMEDA trial
[31], in which patients with AL amyloidosis received subcuta-
neous daratumumab a human IgG-k monoclonal antibody that
targets CD38, a glycoprotein uniformly expressed on human
plasma cells, together with bortezomib, cyclophosphamide,
and dexamethasone showed higher frequencies of hematologic
complete response and survival free from major organ deterio-
ration or hematologic progression, compared to the same regi-
men without daratumumab.

Our patient also showed remarkable response when dara-
tumumab was added to bortezomib and dexamethasone, and
achieved hematologic response after six months of treatment.
While AL amyloidosis is usually a multi- organ process, our pa-
tient had isolated GIT involvement which responded to the ad-
ministration of effective systemic treatment.

Conclusions

In summary, AL amyloidosis may manifest with unexplained
recurrent GIB. It is crucial to consider this treatable cause in
the differential diagnosis in such patients. The diagnosis is con-
firmed on Congo red staining of involved tissue which allows for
specific and highly effective treatment.
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