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CASE REPORT

Multiple Myeloma Plasmacytoid Infiltration of the
Gallbladder Presenting as Acute Cholecystitis

Fadi Alyass, Patrick N. Narh-Martey, MD, FACS

ABSTRACT

Secondary distal plasmacytoma that arise from multiple
myeloma is a common hematological malignancy that
manifests in later stages of the disease. These plasmacy-
tomas are known to cause extensive systemic organ
damage. When extramedullary plasmacytomas reach
the gallbladder or biliary ducts, expansion can mimic
acute acalculous cholecystitis or cholangiocarcinoma.
We report a case of a 56-year-old female with a history
of aggressive course IgA k chain multiple myeloma
who presented with right upper quadrant abdominal
pain with nausea and vomiting for one week duration.
Her laboratory panel revealed liver function tests con-
sistent with gallbladder etiology. Abdominal ultrasound
and CT showed no evidence of cholelithiasis preclud-
ing to acute acalculous cholecystitis. Initial medical
management did not show any improvement. A robotic
cholecystectomy was performed, and a pathology
review of the specimen found a neoplastic stricture of
the gallbladder fundus, the histological evaluation of
which revealed plasmacytoid cells originating from her
primary multiple myeloma diagnosis. The patient’s
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condition declined following surgery, postoperative
presentation included metastatic liver thrombosis mim-
icking cholangiocarcinoma and the patient later expired
with palliative care.

Key Words: Acute cholecystitis, Multiple myeloma,
Extramedullary plasmacytoma, Robotic laparoscopy.

INTRODUCTION

Multiple myeloma (MM) is a malignant plasma cell dyscra-
sia in which monoclonal plasma cells in the bone marrow
proliferate uncontrollably. This is the second most com-
mon hematological cancer and most common primary tu-
mor of bone. Multiple myeloma comes without any
known genetic component or definitive environmental
risk factors.'

The pathophysiology of multiple myeloma is shown
when bone marrow aspirate is seen to have 10% or
greater plasma cells (normally 5%), which become neo-
plastic and monoclonal. These monoclonal plasma cells
proliferate in bone marrow and produce abnormal anti-
bodies as well as light chains called paraproteins, which
are a feature of diagnosing multiple myeloma.*?

In the early stage of the plasma cell dyscrasia, neoplastic
plasma cells are usually limited to the bone marrow (soli-
tary plasmacytoma of bone). In some cases, the plasmacy-
toma can disseminate via hematogenic route to soft tissue
called a solitary extramedullary plasmacytoma. These
extramedullary plasmacytomas usually have a more
aggressive course and worse prognosis.’*~’

The involvement of the gallbladder and biliary ducts
by extramedullary plasmacytomas is very rare.®%"!
Preoperative diagnosis of any hematolymphoid malig-
nancy of the gallbladder is very difficult to reach due to
the rarity of the diseases. In the aspect of plasmacytoma
of the gallbladder and biliary tree that mimics acute cho-
lecystitis and cholangiocarcinoma, surgical resection fol-
lowed by chemotherapy is considered a valid treatment
for patients.”'?
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CASE Presentation

A 56-year-old African-American female with past medical
history of aggressive immunoglobulin A (IgA) « multiple
myeloma diagnosed 7 years prior presented to the emer-
gency department with unrelenting epistaxis and anemia.
Quantitative serum immunoglobulin tests at that time
revealed the presence of paraproteins and abnormal
immunoglobulins as follows in Table 1.

Following this interpretation, a skeletal survey was con-
ducted that found chronic degenerative changes but no
evidence of any lytic or blastic lesions as well as any
acute processes. Bone marrow biopsy was done to cate-
gorize the abnormal immunoglobulin findings that
found CD138-positive plasma cells comprising 16% of
the aspirate. These results are positive for diagnosis of
plasma cell dyscrasia. Flow cytology found the mono-
clonal plasma cells as k positive. A fluorescent in situ
hybridization (FISH) performed on the CD138-positive
plasma cells revealed results consistent with plasma cell
neoplasm including evidence of TP53 deletion, which is
attributed with higher risk as well as RB1 deletion. The
patient’s chemotherapy cycles consisted of bortezomib and
dexamethasone, which were administered as an outpatient.
One year prior the patient began a trial chemotherapy regi-
men at another university hospital. However, two months
prior to current presentation with acute cholecystitis the
patient had been noncompliant with this regimen as well as
all other multiple myeloma treatments.

On current presentation, the patient presented to emer-
gency department for right upper quadrant abdominal pain
with nausea and vomiting for one week duration, which
was aggravated by meals. She also complained of lack of

bowel movements for one week duration that the patient
attributed to taking oxycodone for pain. The patient was in
mild distress but alert and oriented with stable vital signs.
Initial pertinent labs are represented in Table 2.

Physical examination revealed a tender right upper
quadrant with positive Murphy’s sign. An abdominal
ultrasound showed an enlarged gallbladder with thick-
ening of the gallbladder wall without evidence of chole-
lithiasis. A subsequent abdominal CT without contrast
revealed similar findings to the abdominal ultrasound as
well as enlarged right and left portal veins without liver
mass. Blood cultures were obtained, the patient was
placed on intravenous Piperacillin/Tazobactam regimen
and put on a clear liquid diet with an initial goal to medi-
cally manage an initial running diagnosis of acute acal-
culous cholecystitis.

Blood cultures were initially contaminated and with repeat
cultures returning negative for organisms. With medical
management not showing any clinical improvement, a
decision was made to perform a laparoscopic robotic
cholecystectomy.

Operative gross examination of the gallbladder specimen
showed a grossly enlarged, acutely inflamed with thick
chronic inflammatory rind that complicated the dissection
of the gallbladder. The cystic artery also appeared to be
constricted and atrophied per dissection (Figure 1). The
procedure had no complications, the patient tolerated it
well and was later discharged.

Pathological evaluation revealed that the gallbladder
wall was diffusely infiltrated by malignant appearing plas-
macytoid cells with probable stricture of the gallbladder

Table 1.
Patient’s Initial Immunologic Panel for Multiple Myeloma Diagnosis

IgG Total

IgA Total

IgM Total

Immunofixation electrophoresis: paraproteins
Immunofixation electrophoresis: interpretation
Reticulin IgA antibody

Tissue transglutaminase IgA

Parietal cell antibody titer

Antigliadin IgG antibody

Antigliadin IgA antibody

Intrinsic factor block antibody

219 mg/dL (normal 694 — 1618 mg/dL)
10,862 mg/dL (normal 81 — 463 mg/dL)
18 mg/dL (normal 48 — 271 mg/dL)
Detected

Data suggests monoclonal gammopathy: IgA type k
Negative
Negative
<3.0 U/mL
1U/mL

83 units

(normal <4.0 U/mL)
(normal <11 U/mL)

(normal <20 units)

Detected
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Table 2.

Patient’s Initial Laboratory Workup for Acute Cholecystitis Presentation

Alanine aminotransferase 115 U/L (normal 7 — 52 U/L)
Aspartate aminotransferase 121 U/L (normal 13 — 39 U/L)
Total bilirubin 1.1 mg/dL (normal 0.3 — 1.0 mg/dL)
Alkaline phosphatase 1,482 U/L (normal 34 — 104 U/L)
Albumin 3.2 g/dL (normal 3.5 -5.7 g/dL)
Globulin 5.2 g/dL (normal 2.1 - 3.9 g/dL)
Hemoglobin 11.4 g/dL (normal 11 — 15 g/dL)
White blood cell count 6,000 /cmm (normal 4,000 — 11,000/cmm)
Neutrophil (%) 59.5% (normal 40 — 79%)
Lymphocyte (%) 15.3% (normal 14.5 — 48.7%)
Monocyte (%) 8.2% (normal 4 — 11%)
Eosinophil (%) 15.4% (normal 0.4 — 7.3%)
Basophil (%) 1.6% (normal 0.0 — 1.6%)

Blood urea nitrogen 13 mg/dL (normal 7 — 25 mg/dL)
Creatinine 0.58 mg/dL (normal 0.60 — 1.2 mg/dL)
BUN/Cr ratio 22.4 (normal 12 — 20)
Procalcitonin 5.17 ng/mL (normal 0.00 — 1.99 ng/dL)

fundus. Immunohistochemical stains confirmed these
were plasma cells in origin (CD138 strong positive). The
plasma cells were shown to have a stronger « than A via
flow cytology, consistent with the patient’s initial neoplas-
tic plasma cells.

Following cholecystectomy, the patient presented again to
the emergency department complaining of abdominal pain
one week post cholecystectomy and had a repeat abdomi-
nal CT. This revealed a mild hypodense fluid collection in
gallbladder fossa signifying a loculated hematoma. One
month following cholecystectomy she again presented to
the emergency department with metastatic thrombosis of
the portal vein mimicking cholangiocarcinoma as well as
metastasis in the liver lobes. Two months following chole-
cystectomy, the patient presented again to the emergency
department for hypoxemia where she proceeded to hos-
pice care and expired with comfort measures.

DISCUSSION

Extramedullary disease in plasma cell myeloma is an
uncommon phenomenon with multiple myeloma and dem-
onstrates decreased survival in affected patients. However,
these extramedullary plasmacytomas have been increasingly
detected with multiple myeloma.® The accepted etiology is
that these extramedullary plasmacytomas are a direct
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extension in bone. Due to the vascular access of bone, he-
matogenous spread is thought to occur as this route to
spread to distal organs.'?

Extramedullary plasmacytomas are observed in 7% — 18% of
patients with multiple myeloma at the time of diagnosis."*
Extraosseous spread occurs in up to 66% of patients with dis-
tant metastasis including spleen, liver, and lymph nodes."

Gallbladder or biliary involvement by extramedullary plas-
macytoma associated with multiple myeloma is rare and has
been described in these case reports. This involvement is
shown to mimic primary cholangiocarcinoma, primary gall-
bladder cancer, or other common causes of inflammatory,
infectious, or obstructive diseases of gallbladder and biliary
tracts.” %1161 Therefore, due to the rarity of this presenta-
tion, extramedullary plasmacytomas are not considered in
the differential diagnosis when a patient with a history of
multiple myeloma presents with biliary-like diseases.'?

CONCLUSION

Solitary plasmacytomas are considered distinct clinical
diseases from multiple myeloma with different treat-
ments and prognoses. Secondary plasmacytomas are
usually associated with a more aggressive course.
Gallbladder and biliary involvement for extramedullary
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Figure 1. Operative photos of plasmacytoid inflamed gallblad-
der. Note. Intraoperative endoscopic photos of (A) acutely
inflamed gallbladder with thick inflammatory rind and (B) the
cystic duct (solid arrow) is visualized with cystic artery (dashed
arrow) appearing to be constricted and atrophied.

plasmacytoma is a rare occurrence only described in
few case reports but should be included with a differen-
tial diagnosis on any patient presenting with gallbladder
and biliary symptoms in the presence of moderate to
advanced multiple myeloma in an effort to advance
patient care and better treat their disease course with ad-
juvant and neoadjuvant therapies prior to surgical treat-
ment and following resection, respectively, specifically
in the setting for increased risk for thrombotic events.
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