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Abstract
Gastrointestinal (GI) involvement by multiple myeloma is a rare entity. Clinical manifestations
depend on the site and extent of involvement. GI bleeding, obstruction, and perforation can
complicate the disease course. We report a rare case of an extramedullary plasmacytoma
ulcerating through the gastric mucosa and presenting as a massive upper GI bleed, which was
controlled surgically with en-bloc resection of the mass infiltrating the stomach, distal
pancreas, and spleen. To our knowledge, this is the first case of immunoglobulin A (IgA)
myeloma with multiple GI organ involvement presenting with massive upper GI bleeding.
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Introduction
Multiple myeloma (MM) is a plasma cell malignancy that is associated with an intramedullary
proliferation of monoclonal plasma cells [1]. The recent therapeutic advances in MM
management with the use of antiangiogenic thalidomide and proteasome-inhibitor bortezomib
improved the overall survival of these patients [1-2]. Although most of the MM patients have
only intramedullary involvement, a recent increase in the incidence of extramedullary myeloma
(EMM) has been reported, possibly due to a longer lifespan with the novel regimens [3].
Gastrointestinal (GI) system involvement by MM is still a rare entity, accounting for only < 1%
of MM cases [4]. The majority of the patients are diagnosed with GI involvement during follow-
up visits or relapses of the MM rather than the initial diagnosis [4-5]. It portends a higher risk of
relapse, poor response to conventional treatment, and overall lower survival compared with
marrow-restricted myeloma [4-6]. We report a case of an aggressive extramedullary myeloma
invading the stomach, distal pancreas, and spleen. Our case presented with persistent, massive
upper GI bleeding which was controlled surgically with en-bloc resection.

Case Presentation
A 63-year-old male presented to the emergency department with a one-day history of
melanotic stools. He also reported shortness of breath and epigastric abdominal pain. The
patient denied using any non-steroidal anti-inflammatory drugs (NSAIDs) and has a remote
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history of alcohol abuse. He was not on anticoagulation.

The patient has a history of an immunoglobulin A (IgA)-Kappa type, solitary chest
plasmacytoma treated with radiotherapy with a subsequent initial remission two years ago.
Later on, another plasmacytoma in the right femoral shaft was found and treated with
radiotherapy. One month before the presentation, he was diagnosed with oligosecretory MM.
He was started on cyclophosphamide, bortezomib, and dexamethasone and received two
cycles. On physical examination, vital signs were significant for tachycardia with a pulse of 104
beats per minute, blood pressure of 107/70 mmHg, respiratory rate of 18 per minute, and
temperature of 97.5 degrees F. He appeared in mild respiratory distress and was noted to be
pale. Bowel sounds were present, and the abdomen was soft, non-tender, and non-distended.

Laboratory tests on admission showed a hemoglobin of 6.5 g/dL (normal range: 13 - 17), a white

blood cell (WBC) count of 4.5 k/mm3 (4.2 - 10.3), and a platelet count of 121 k/mm3 (150 - 410).
After a one unit packed red blood cell (RBC) transfusion, his hemoglobin came back 5.4
g/dL. Additionally, his other laboratory studies showed a prothrombin time (PT) of 14.6 sec,
internationalized normalized ration (INR) of 1.29, urea nitrogen of 27 mg/dL (7 - 20.6),
creatinine of 1.1 mg/dL (0.7 - 1.3), calcium of 8.6 mg/dL (8.4 - 10.6), total protein of 6.5 g/dL
(6.4 - 8.3), albumin of 2.6 g/dL (2.8 - 4.5), and a lactate dehydrogenase (LDH) of 229 U/L (125 -
220).

His last positron emission tomography-computed tomography (PET-CT) scan revealed
hypermetabolic lesions in the right kidney, stomach, spleen, pancreas, and right proximal
femur. His last immunofixation study demonstrated an immunoglobulin M (IgM) level of 23
mg/dL (40 - 230), immunoglobulin G (IgG) of 373 mg/dL (700 - 1,600), IgA of 502 mg/dL (91 -
414), and kappa/lambda ratio of 6.59 (0.28 - 1.65).

After initial fluid resuscitation and blood transfusions, he had an emergent
esophagogastroduodenoscopy which showed a deep, cratered, oozing gastric ulcer measuring
at least > 7 cm on the proximal body extending posteriorly to the greater curvature of the
gastric body with adherent clots (Figures 1-2A). The patient underwent a subsequent
embolization by interventional radiology of the short gastric and left gastric arteries. Over the
next 72 hours, he continued to have persistent, severe bleeding requiring transfusion of 8 units
of packed red blood cells (PRBCs). Emergent explorative laparotomy was done and revealed a
large 9 x 9 x 7 cm ulcerating mass extending through the mucosa of the stomach with invasion
into the surrounding soft tissues. The mass involved the adipose tissue around the stomach, the
splenic, and pancreatic parenchyma and surrounded the splenic vein. A 4 cm liver mass in the
right lobe was also noted. En-bloc resection of the greater curvature of the stomach, spleen,
and distal pancreas was done with successful control of the bleeding. Histopathologic
evaluation of the surgical sample demonstrated a high-grade (anaplastic plasma cell)
plasmacytic neoplasm (cd138+, cd79a+, mum1+, negative for CD45, CD20, CD56, CD43, PAX5,
BLC2, Eber, and HHV-8) involving the greater curvature of the stomach, distal pancreas, and
spleen (Figure 2B). Ki-67 demonstrated 30% nuclear staining.
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FIGURE 1: Endoscopic image
Endoscopic image demonstrating an infiltrative mass which ulcerated along the greater curvature
starting from proximal body.

FIGURE 2: Endoscopic image (A) and histological section (B)
A) Endoscopic image showing a large (> 7 cm), actively bleeding ulcer in the gastric cardia; B)
Histological section of the surgical sample demonstrating atypical cells showing enlarged eccentric
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nuclei with prominent nucleoli, eccentric cytoplasm, and moderate basophilic cytoplasm.

The patient remained symptom-free with no evidence of GI bleeding after the surgery. He was
discharged from the hospital at postoperative day 9 for follow-up with his oncologist. He was
started on high-dose chemotherapy with plans for a subsequent bone marrow transplant
(BMT).

Discussion
The existence of myeloma cells at distant sites from the bone marrow and surrounding soft
tissues in MM patients is termed extramedullary myeloma (EMM) [6-7]. The incidence of EMM
is 6% - 8% at initial MM diagnosis and up to 30% over the course of the disease [7]. A
higher incidence of TP53, RB1 mutations, focal adhesion kinase (FAK), and renin-angiotensin
system (RAS) oncogene activation, increase in CD44, and loss of CD56 cell surface antigen are
seen in EMM compared with marrow-localized myeloma [4, 6]. Additionally, an increase in
angiogenetic factors and reduction in cell adhesion molecules have been shown in some
studies [6-8]. Despite these findings pointing out the distinct features of EMM, the
pathogenesis of this disease process remains largely unknown [6].

The GI tract is rarely involved in multiple myeloma [4-5]. In a systemic review done with 2,584
MM patients, the prevalence of GI system involvement was 0.9%. The prognosis of these
patients was poor with median survival less than seven months from diagnosis [4]. Clinical
manifestations of EMM infiltrating the GI system vary depending upon the site, extent, and
duration of involvement. Patients can be asymptomatic, have non-specific GI symptoms, or
present with potentially life-threatening complications, including GI hemorrhage, obstruction,
and perforation [4, 9]. GI bleeding as a complication of stomach and/or bowel involvement is
reported in a few case reports [9-14]. To our knowledge, this is the first case of IgA myeloma
with multiple GI organ involvement, including the stomach and pancreas. In contrast to other
reported cases, the severity of the GI bleeding warranted surgical control.

EMM is identified as high-risk myeloma [15]. It has higher mortality and poor response to
conventional treatments compared with marrow-localized myeloma [15]. Positron emission
tomography-computed tomography (PET-CT) is essential in the detection of the
extramedullary lesions [6-7]. The individual clinical and biological features should be taken
into consideration in establishing the treatment protocol, as well as each eligible patient being
evaluated for the bone marrow transplant [15].

GI light chain (AL) amyloidosis needs to be considered in the differential diagnosis as it has
been reported to cause gross GI hemorrhage in MM patients as a result of amyloid fibril
deposition in the vessel walls of the GI tract. Histopathologic sampling is essential for the
diagnosis of GI amyloidosis [16-18].

It is important to note that abnormalities in primary and/or secondary hemostasis due to
paraprotein-induced platelet-function and coagulation factors impairment, chemotherapy-
induced or underproduction thrombocytopenia, concurrent use of anticoagulation
prophylactically with thalidomide or lenalidomide, or acquired Von Willebrand factor
deficiency can increase the risk of GI bleeding in MM patients [19].

Conclusions
In this report, we describe an aggressive extramedullary myeloma case with the involvement of
multiple GI organs that presented with massive GI bleeding and was treated with surgical en-
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bloc resection. Taken together, the gastrointestinal tract is an infrequent site of involvement in
patients with MM. Patients with GI invasion of myeloma can present with indolent or overt GI
bleeding. Additionally, bowel perforation or obstruction can complicate the disease course.
Extramedullary myeloma is classified as high-risk myeloma with poor response to conventional
myeloma therapies. In determining the treatment protocol, the biological characteristics of the
disease and individual clinical features are key. Particularly, each eligible patient should be
evaluated for the bone marrow transplant early in the course.

Additional Information
Disclosures
Human subjects: Consent was obtained by all participants in this study. Conflicts of interest:
In compliance with the ICMJE uniform disclosure form, all authors declare the following:
Payment/services info: All authors have declared that no financial support was received from
any organization for the submitted work. Financial relationships: All authors have declared
that they have no financial relationships at present or within the previous three years with any
organizations that might have an interest in the submitted work. Other relationships: All
authors have declared that there are no other relationships or activities that could appear to
have influenced the submitted work.

References
1. Hideshima T, Mitsiades C, Tonon G, Richardson PG, Anderson KC: Understanding multiple

myeloma pathogenesis in the bone marrow to identify new therapeutic targets. Nat Rev
Cancer. 2007, 7:585-98. 10.1038/nrc2189

2. Palumbo A, Anderson K: Multiple myeloma. N Engl J Med. 2011, 364:1046-60.
10.1056/NEJMra1011442

3. Varettoni M, Corso A, Pica G, Mangiacavalli S, Pascutto C, Lazzarino M: Incidence, presenting
features and outcome of extramedullary disease in multiple myeloma: a longitudinal study on
1003 consecutive patients. Ann Oncol. 2010, 21:325-30. 10.1093/annonc/mdp329

4. Talamo G, Cavallo F, Zangari M, et al.: Clinical and biological features of multiple myeloma
involving the gastrointestinal system. Haematologica. 2006, 91:964-67.

5. Damaj G, Mohty M, Vey N, et al.: Features of extramedullary and extraosseous multiple
myeloma: a report of 19 patients from a single center. Eur J Haematol. 2004, 73:402-406.
10.1111/j.1600-0609.2004.00331.x

6. Weinstock M, Ghobrial IM: Extramedullary multiple myeloma. Leuk Lymphoma. 2013,
54:1135-41. 10.3109/10428194.2012.740562

7. Touzeau C, Moreau P: How I treat extramedullary myeloma. Blood. 2016, 127:971-76.
10.1182/blood-2015-07-635383

8. Bladé J, Fernández de Larrea C, Rosiñol L, Cibeira MT, Jiménez R, Powles R: Soft-tissue
plasmacytomas in multiple myeloma: incidence, mechanisms of extramedullary spread, and
treatment approach. J Clin Oncol. 2011, 29:3805-12. 10.1200/JCO.2011.34.9290

9. Lin M, Zhu J, Shen H, Huang J: Gastrointestinal bleeding as an initial manifestation in
asymptomatic multiple myeloma: a case report and review of the literature. Oncol Lett. 2013,
5:218-20. 10.3892/ol.2012.945

10. Nakajima K, Sueki Y, Koshiishi M, Kawashima I, Nozaki Y, Mitsumori T, Kirito K: Gastric
invasion of multiple myeloma presenting as gastrointestinal bleeding. Int J Hematol. 2015,
101:525-26. 10.1007/s12185-015-1800-6

11. Waleed M, Ali AM, Saraj O, Babu S, Morgan R: A rare cause of lower GI bleeding . BMJ Case
Rep. 2012, 2012:pii: bcr0320126086. 10.1136/bcr.03.2012.6086

12. Benusiglio PR, McKee TA, Montet X, Dumonceau JM, Favet L, George AC, Dietrich PY:
Gastrointestinal relapse of multiple myeloma and sustained response to lenalidomide: a case
report. J Med Case Rep. 2011, 5:110. 10.1186/1752-1947-5-110

13. Sohn W, Yoon BC, Park BB, Park CK: Duodenal involvement in multiple myeloma . Dig Liver
Dis. 2012, 44:533. 10.1016/j.dld.2012.01.010

14. Suvannasankha A, Abonour R, Cummings OW, Liangpunsakul S: Gastrointestinal

2019 Comba et al. Cureus 11(1): e3993. DOI 10.7759/cureus.3993 5 of 6

https://dx.doi.org/10.1038/nrc2189
https://dx.doi.org/10.1038/nrc2189
https://dx.doi.org/10.1056/NEJMra1011442
https://dx.doi.org/10.1056/NEJMra1011442
https://dx.doi.org/10.1093/annonc/mdp329
https://dx.doi.org/10.1093/annonc/mdp329
http://www.haematologica.org/content/91/7/964.short
https://dx.doi.org/10.1111/j.1600-0609.2004.00331.x
https://dx.doi.org/10.1111/j.1600-0609.2004.00331.x
https://dx.doi.org/10.3109/10428194.2012.740562
https://dx.doi.org/10.3109/10428194.2012.740562
https://dx.doi.org/10.1182/blood-2015-07-635383
https://dx.doi.org/10.1182/blood-2015-07-635383
https://dx.doi.org/10.1200/JCO.2011.34.9290
https://dx.doi.org/10.1200/JCO.2011.34.9290
https://dx.doi.org/10.3892/ol.2012.945
https://dx.doi.org/10.3892/ol.2012.945
https://dx.doi.org/10.1007/s12185-015-1800-6
https://dx.doi.org/10.1007/s12185-015-1800-6
https://dx.doi.org/10.1136/bcr.03.2012.6086
https://dx.doi.org/10.1136/bcr.03.2012.6086
https://dx.doi.org/10.1186/1752-1947-5-110
https://dx.doi.org/10.1186/1752-1947-5-110
https://dx.doi.org/10.1016/j.dld.2012.01.010
https://dx.doi.org/10.1016/j.dld.2012.01.010
https://dx.doi.org/10.3816/CLM.2008.n.044


plasmacytoma presenting as gastrointestinal bleeding. Clin Lymphoma Myeloma. 2008,
8:309-11. 10.3816/CLM.2008.n.044

15. Usmani SZ, Rodriguez-Otero P, Bhutani M, Mateos MV, Miguel JS: Defining and treating high-
risk multiple myeloma. Leukemia. 2015, 29:2119-25. 10.1038/leu.2015.209

16. Gjeorgjievski M, Purohit T, Amin MB, Kurtin PJ, Cappell MS: Upper gastrointestinal bleeding
from gastric amyloidosis in a patient with smoldering multiple myeloma. Case Rep
Gastrointest Med. 2015, 2015:320120. 10.1155/2015/320120

17. Khan Z, Darr U, Renno A, Tiwari A, Sofi A, Nawras A: Massive upper and lower GI bleed from
simultaneous primary (AL) amyloidosis of the stomach and transverse colon in a patient with
multiple myeloma. Case Rep Gastroenterol. 2017, 11:625-31. 10.1159/000480073

18. Chang SS, Lu CL, Tsay SH, Chang FY, Lee SD: Amyloidosis-induced gastrointestinal bleeding
in a patient with multiple myeloma. J Clin Gastroenterol. 2001, 32:161-63. 10.1097/00004836-
200102000-00015

19. Coppola A, Tufano A, Di Capua M, Franchini M: Bleeding and thrombosis in multiple
myeloma and related plasma cell disorders. Semin Thromb Hemost. 2011, 37:929-45.
10.1055/s-0031-1297372

2019 Comba et al. Cureus 11(1): e3993. DOI 10.7759/cureus.3993 6 of 6

https://dx.doi.org/10.3816/CLM.2008.n.044
https://dx.doi.org/10.1038/leu.2015.209
https://dx.doi.org/10.1038/leu.2015.209
https://dx.doi.org/10.1155/2015/320120
https://dx.doi.org/10.1155/2015/320120
https://dx.doi.org/10.1159/000480073
https://dx.doi.org/10.1159/000480073
https://dx.doi.org/10.1097/00004836-200102000-00015
https://dx.doi.org/10.1097/00004836-200102000-00015
https://dx.doi.org/10.1055/s-0031-1297372
https://dx.doi.org/10.1055/s-0031-1297372

	A Rare Case of Extramedullary Plasmacytoma Presenting as Massive Upper Gastrointestinal Bleeding
	Abstract
	Introduction
	Case Presentation
	FIGURE 1: Endoscopic image
	FIGURE 2: Endoscopic image (A) and histological section (B)

	Discussion
	Conclusions
	Additional Information
	Disclosures

	References


