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Abstract

Case Report

The clinically reported case of liver involvement with multiple myeloma (MM) is rare. Relatively, most of the reported
unusual manifestation of MM has been in autopsied series; since far, the data around diagnosis, clinical feature,
treatment, and prognosis of patients are still unknown. We report a case of a 73-year-old patient with MM who is
admitted for upper gastrointestinal haemorrhage made of hematemesis of medium abundance with anemic syndrome,
hepatomegaly with ascites of average abundance .Elsewhere osteo-articular examination is without abnormality. Initial
laboratories included elevated liver function tests (aspartate aminotransferase 3*N U/L and alanine aminotransferase
2*N U/L) and normocytic normochromic anemia nonregenerative (HB to 09.5g/dl, reticulocyte rate to 20000/mm?®)
with cholestasis (GGT = 7*N, PAL = 5*N, BT = 3*N predominantly direct). A myelogram with karyotype was made
having concluded a plasmocyte infiltration at 20% consisting of dystrophic plasma cells.A liver biopsy revealed a
diffuse portal and sinusoidal infiltration of plasma cells. In this report, we review the literature of liver involvement in

multiple myeloma.
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INTRODUCTION

Multiple myeloma (MM) is a clonal B-cell
malignancy characterized by the aberrant proliferation
of plasma cells within the bone marrow (BM).
However, the disease typically remains confined to the
BM [1]. A small number of patients develop
extramedullary disease at diagnosis, at progression, or
during relapse phase.

Extra-osseous manifestations of multiple
myeloma (MM) are common and polymorphic.
However, liver involvement remains rare.
Etiopathologically, it is often related to a deposition of
amyloid substances. Hepatic myeloma is exceptional;
only 4 cases have been reported in the literature.

Relatively, most of the reported unusual
manifestation of MM has been in autopsied series;
Since far, the data around diagnosis, clinical feature,
treatment, and prognosis of patients are still
unknown.[2] We report a new case of myelomatous
liver cirrhosis with literature review of liver
involvement in multiple myeloma.

OBSERVATION

This is a 73-year-old patient with risk factors
for viral transmission, chronic smoker,
cholecystectomized 2 years ago who is admitted for
upper  gastrointestinal  haemorrhage made  of
hematemesis of medium abundance associated with
atypical epigastralgia.

The clinical examination on admission found
an anemic syndrome, hepatomegaly with ascites of
great abundance. Elsewhere osteo-articular examination
is without abnormality. The biology reveals a
normochromic normocytic nonregenerative anemia (HB
= 09.5g / dl, reticulocyte = 20000). The liver test
showed evidence of hepatocellular insufficiency (TP =
60%, Albumin = 18.4 g/dl) with moderate cytolysis
(ASAT = 3*N, ALAT = 2*N) and cholestasis (GGT =
7*N, PAL = 5*N, BT = 3*N predominantly direct).
Renal function and phosphocalcic balance were correct.
The electrophoresis of the proteins found yglobulins at
11.5 g/ 1 and Bglobulins at 10 g /1.

The ascitic fluid analysis showed a transudate
fluid (2 g / L proteases) with no increase or abnormality
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of the cellularity (30 elements / mm3 including 2% of
neutrophils, 50% of lymphocytes and 48% of
macrophage cells).

A myelogram with karyotype was made
having concluded a plasmocyte infiltration at 20%
consisting of dystrophic plasma cells. Faced with the
negativity of the etiological assessment: the serologies
of viral hepatitis B and C, CMV, EBV, as well as the
herpes and the immunological assessment were all
negative, a liver biopsy-puncture was performed. She
had concluded that hepatic cirrhosis was associated
with plasma cell infiltration. There was no evidence for
systemic amyloidosis, particularly in the liver.
Therefore, this hepatic cirrhosis was directly attributed
to the MM .The diagnosis of multiple myeloma was
thus retained.

Fig-1: Myelogram test shows increased levels of dystrophic
plasma cells

Fig-3: Abdominal CT scan showing Iier cirrhosis with portal hypertension

DiScussION

Extra-medullary involvement in patients with
multiple myeloma ranges from 6% to 17%. [3.1] Skin
and liver are the most frequent localization [3.4]. Liver
dysfunction in multiple myeloma patients is mainly due
to amyloidosis and more rarely massive plasma
infiltration or light chain deposition disease [3,1,5, 6].
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Fig-2: Serum protein electrophoresis finds a monoclonal
gammopathy peak

Radiological assessment of the skeleton was
performed without showing lytic lesions. Ultrasound
and abdominal CT reveal a dysmorphic liver of chronic
liver disease with signs of portal hypertension and
ascites of average abundance without dilatation
ofthebile ducts nor splenomegaly. Digestive fibroscopy
had shown grade | and Il oesophageal varices with red
signs and hypertensive gastropathy.

Chemotherapy-based treatment was initiated
based on systemic chemotherapy. The current
evolutionary decline was lyear and a half. Evolution
was marked by stabilization of both multiple myeloma
and hepatic cirrhosis.

Hepatic involvement may include
hepatomegaly, non-obstructive cholestatic jaundice,
ascites or even extrahepatic biliary obstruction.
Relatively, most of the reported uncommon
manifestation of multiple myeloma has been in
autopsied series where is relatively common (reported
after death, ranging from 26% to 46% of cases [7,8].
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In a retrospective autopsy series of 128
patients with MM [9] Perez-Soler and al. Reported the
clinical and pathological characteristics of Hepatic
impairment. This study showed diffuse infiltration of
the liver by plasma cells in 10 of 21 patients with liver
tissue involvement. Thomas and al studied autopsies of
64 patients with mutiple myeloma to determine the
frequency of apparent clinical manifestations of liver
disease, The modification of biochemical liver tests,
and histopathological abnormalities [10] .Hepatomegaly
was present in 58% of cases and splenomegaly in 25%.
Nine patients had jaundice, with bilirubin values
ranging from 3.2 mg / dL to 17.3 mg / dL. Nine patients
had exudative ascites.

Patients with multiple myeloma generally have
elevated liver enzymes, especially alkaline phosphatase
related to heavy plasmacytic infiltration of hepatic
tissue [11]. Nevertheless, elevations of liver enzymes
do not correlate with the presence of histologic lesions
[12].In our case, there was an increase in GGT and PAL
activity in association with a low prothrombin time. The
authors concluded that abnormalities in liver function
tests and significant plasma infiltration of the liver were
common in patients with MM, but were clinically
obvious in a few cases [9,10].

Thomas et al. Affirm that massive hepatic
infiltration consists of 2 types: tumor formation
(plasmocytomas) and diffuse sinusoidal [10]. In the
diffuse pattern, tumors or aggregates in the portal areas
are formed by plasma cells of different degrees of
differentiation that invade the sinusoidal area [13]. This
diffuse hepatic infiltration needs a liver biopsy to
confirm the diagnosis [14], The type forming a nodular
tumor (plasmocytoma) is less frequent. This could lead
to biliary obstruction by a myeloma in the liver or in the
head of the pancreas [15,16].

The therapeutic management of MM patients
with significant hepatic dysfunction is complicated
because of the difficulty of prescribing most
chemotherapeutic agents that may be hepatotoxic.Dose
adjustments are necessary to administer anthracyclines
and vincristine in hepatic insufficiency. Steroids and
new agents such as thalidomide and bortezomib may be
used in these settings, although thalidomide has been
cited in one case as causing fulminant hepatic
dysfonction. liver toxicity has also been reported with
bortezomib [17,18].

A number of reports have described successful
treatment with combination chemotherapy or steroids
alone [19, 20]. Multi-dose chemotherapy with stem cell
transplantation (TST, autologous or allogeneic) was
studied to determine whether an aggressive approach
had an impact on survival.

Currently, the management guidelines do not
take into consideration extramedullary disease but are

circled mostly around the age of the patient and disease
activity. Patients under 65 years of age with active
disease are started immediately on induction therapy
with thalidomide, lenalidomide, or bortezomib plus
hematopoietic stem-cell transplant. Patients between 65
and 75 years of age, based on comorbidities, are
considered for reduced-dose intensity autologous
transplantation. However, patients older than 75 years
are rarely considered for stem-cell transplant and
therapy dosage is usually reduced [21].

The prognosis of the patients with MM with
Gl involvement was poor, even with aggressive
treatment. Even though the Stem Cell Therapy was very
effective in inducing remissions, the patients had rapid
relapses [22-23].

Patients with extramedullary disease have
more aggressive disease progression with shorter
progression-free survival and overall survival [24].
When liver failure is installed the prognosis is poor and
patient progresses rapidly to jaundice, coagulopathy,
and encephalopathy [25]. Though current novel agents
have increased overall survival of patients to more than
ten years, the biologic and genetic features of multiple
myeloma play a crucial role in treatment.

CONCLUSION

Hepatic involvement in MM is often
multifactorial. It is mainly due to amyloidosis or
extrahepatic biliary obstruction. On the other hand,
hepatic cirrhosis of myeloma is exceptional. Its
diagnosis is often difficult. It is histological based on
the demonstration of hepatic plasma cell infiltration.
His treatment is symptomatic but joins that of the MM.
it poses a therapeutic problem because of the iatrogenic
hepatic risk of myeloma chemotherapy.
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