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ABSTRACT

Myeloma multiplex is a malignant disease of bone mar-
row plasma cells. It is usually confined to the bone marrow,
but in rare cases, patients can develop extramedullary dis-
ease. The involvement of lymph nodes is rare and can be a
diagnostic challenge.

Here, we describe a 36-year-old male patient who pre-
sented with abdominal pain and discomfort initially. An
abdominal ultrasound followed by computed tomography
(CT) revealed retroperitoneal and mesenteric lymph node
enlargement. Biopsies of the abdominal lymph node and
infiltrated colon showed a plasma cell infiltrate positive
for CD79a, CD38, CD138, kappa light chain and VEGF2.
Multiple myeloma with extramedullary localization was
diagnosed. After six cycles of chemotherapy consisting of
doxorubicin, dexamethasone and thalidomide followed by
autologous haematopoietic cell transplantation, the patient
achieved complete remission. Specifically, a CT scan after
therapy showed enlarged lymph nodes in the abdomen, but
PET CT scans did not detect any metabolically active foci.
Three years after the completion of therapy, the patient re-
Mains in remission.

This case illustrates a rare presentation of extramedul-
lary myeloma involving the abdominal lymph nodes, which
could have been potentially mistaken for a lymphoid ma-
lignancy.
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SAZETAK

Multipli mijelom je maligna bolest plazmocita kostne
srzi. Obicno je ogranicen na kostnu srz, ali u retkim sluca-
jevima kod pacijenata se moze javiti ektramedularna loka-
lizacija bolesti. Zahvacenost limfnh ¢vorova je retko i moze
predstavljati dijagnosticki izazov.

Prikazali smo pacijena starog 36 godina, muskog pola
koji je imao inicijalne tegobe u vidu nelagodnosti i bola u
abdomenu. Ultrazvuk i kompjuterizovana tomografija ab-
domena pokazali su uvecanje retroperitonealnih I mezen-
terijalnih limfnih ¢vorova. Biopsija abdominalnog limfnog
¢vora i zahvacenog dela debelog creva pokazala je infiltra-
ciju plazmocitima pozitivnim na CD79, CD38, CDI38,
kappa i VEGF2 i pacijentu je postavijena dijagnoza mul-
tiplog mijeloma sa ekstramedularnom lokalizacijom. Paci-
jent je primio Sest ciklusa hemioterapije sa doksorubicinom,
deksametazonom i talidomidom nakon éega mu je uradena
autologa transplantacija maticnih Celija hematopoeze posle
Cega je registrovana kompletna remisija bolesti. Naime, na
CT snimcima registrovani su uvecani limfni cvorovi u abdo-
menu, ali PET CT snimci nisu detektovali postojanje meta-
bolic¢ki aktivnih fokusa.

Ovaj prikaz slucaja ilustruje retku prezentaciju ekstra-
medularnog mijeloma u abdominalnim limfnim cvorovima
koji potencijalno moze biti pogresno protumacen kao limfo-
idna neoplazma.

Kljucne reci: multpli mijelom, ekstramedularna lokali-
zacija bolesti, limfni ¢vorovi, talidomid
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ABBREVIATIONS

MM: myeloma multiplex

]l DE GRUYTER
OPEN

EMD: extramedullary disease
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INTRODUCTION

Myeloma multiplex (MM) is characterized by prolifera-
tion of malignant plasma cells. MM represents 13% of all
haematologic malignancies (1). Although it usually is con-
fined to the bone marrow and surrounding bones, some
patients develop extramedullary disease (EMD) in the
form of soft tissue plasmacytomas. Local growth of MM
within the bone marrow combined with direct spreading
of the disease into the soft tissue surrounding the involved
bones is the main mechanism of EMD development. Hae-
matogenous metastatic spreading is the second, not so
common mechanism of EMD development (2). Haematog-
enous spreading usually involves skin, liver, breast, or kid-
ney (3) and in rare cases, lymph nodes (less than 1% of all
EMD) (4). Here, we present the case of a patient with EMD
involving the retroperitoneal and mesenteric lymph nodes
at the time of MM diagnosis.

CASE REPORT

A previously healthy 36-year-old man initially present-
ed with abdominal pain and discomfort reported to have
been occurring over the previous two months. Ultrasound
revealed abdominal lymphadenopathy, and the patient was
referred to the Hematology Department of Clinical Cen-
tre in Kragujevac with suspicion of a lymphoproliferative
disease. Abdominal computed tomography showed mes-
enteric and retroperitoneal lymphadenopathy (the largest
lymph node was 57 mm in diameter) without the forma-
tion of a conglomerate mass (Figure 1). Superficial lymph
nodes were not palpable. The patient’s haemoglobin was
8.3 g/100 ml; white blood cell and platelets counts were
5.100 and 213.000 per cubic millimetre, respectively; and
the erythrocyte sedimentation rate was 104 mm/h. His se-
rum lactate-dehydrogenase level was elevated at 331 U/L
(normal range: 94-250 U/L) as was his serum globulin at

42 g/l (normal range: 20-35 g/1); other values for biochemi-
cal analyses and parameters of haemostasis were within
the normal range. Tests for HIV (human immunodefi-
ciency virus) and HCV (hepatitis C virus) antibodies and
HBV (hepatitis B virus) antigen were negative. Explorative
laparotomy was performed, and biopsies of the abdomi-
nal lymph node and infiltrated colon were taken. Histo-
logical examination of the specimens revealed diffuse in-
filtration of the lymph node and colon with regular plasma
cells, which were positive for CD79«, CD38, CD138, kappa
light chain and VEGF2 (Figure 2). A bone marrow biop-
sy showed a slightly hypercellular marrow with 20-30%
CD38+, CD138+, MUM-1+ plasma-cells. Serum protein
electrophoresis with immunofixation identified an im-
munoglobulin G kappa monoclonal gammopathy (mono-
clonal spike [M-spike]: 2.5 g/dL) and a free kappa protein
band. The serum kappa free light chain was elevated at
9361 mg/L (normal range: 5.71-26.3 mg/L), with the serum
lambda free light chain within normal range. The beta-2
microglobulin level was 3.72 mg/L (normal range: 0.7-1.8
mg/L). Any bone destruction could not be detected by
X-ray examination. Therefore, the patient was diagnosed
with multiple myeloma with extramedullary localization in
the colon and abdominal and retroperitoneal lymph nodes,
corresponding to clinical stage IIA in the Durie & Salmon
staging system and clinical stage II in the International
Staging System of myeloma. The patient was treated with
six cycles of chemotherapy consisting of doxorubicin (17
mg days 1-4), dexamethasone (40 mg days 1-4), and thalid-
omide (100 mg daily), followed by high doses of melphalan
with autologous haematopoietic cell transplantation. Bone
marrow biopsy after treatment did not show any signs of
disease, and paraproteins were not detected by serum pro-
tein electrophoresis. A CT scan showed enlarged lymph
nodes in the abdomen, but PET CT scans did not detect
any metabolically active foci. As such, complete remission
was achieved. Three years after the completion of therapy,
the patient remained in complete remission.

Figure 1. Abdominal computed tomography (CT). CT scans showing massive abdominal and retroperitoneal lymphadenopathy.
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Figure 2. Histological and immunohistochemical examination of the abdominal lymph node and infiltrated colon. Haematoxylin and Eosin
staining showing diffuse infiltration of the lymph node (A, B) and colon (C, D) with regular plasma cells. By immunohistochemistry, plasma cells were
positive for CD38 (E), CD79« (F, G), MUM-1 (H), CD138 (I, J), and kappa light chain (K, L).

DISCUSSION

The incidence of EMD seems to have increased over
recent years. At the time of the diagnosis, 7-18% of patients
with MM had EMD according to different studies (5-8). An
additional 6% to 20% of patients develop plasmacytomas
later in the course of disease (7, 8). One explanation for this
could be the more frequent use and availability of sensitive
imaging techniques, such as magnetic resonance imaging,
computed tomography, and occasionally positron emis-
sion tomography. Additionally, the prolonged survival of

myeloma patients due to the introduction of novel agents,
such as proteasome inhibitors and immune modulators, in
treatment has increased the incidence of EMD (5).

The infiltration of lymph nodes by malignant plasma
cells could occur as a result of primary lymph node plas-
macytomas. These can be diagnosed only after the exclu-
sion of primary bone marrow involvement (9), and would
represent a rare localization of primary plasmacytomas.
On the other hand, lymph nodes could be involved in the

Unauthentifiziert | Heruntergeladen 06.03.20 12:21

259

uTtcC



260

(_t}

extramedullary spreading of myeloma (10). The extramed-
ullary involvement of lymph nodes is not frequently de-
tected in living patients (3, 11, 12) but is discovered more
often in autopsies (13). An explanation for this could be
the absence of symptoms in most cases. The patient that
we presented here had dyspepsia and occasionally gastric
pain that together with a high value of C-reactive protein
and a high erythrocyte sedimentation rate led to further
investigation, which revealed mesenteric and retroperito-
neal lymphadenopathy, first by ultrasound and then with
computed tomography, after which a diagnosis was estab-
lished based on the results of the biopsies.

Our patient was treated with a thalidomide-based regi-
men in six cycles, followed by autologous haematopoietic
cell transplantation, and complete remission was achieved.
Studies have shown that extramedullary progression of MM
is associated with a worse prognosis (5, 6). In fact, patients
with EMD at the time of the diagnosis, despite a lower In-
ternational Scoring System (ISS) score, have poorer out-
come regardless of first-line treatment (14). For de novo
EMD patients who are eligible for stem cell transplanta-
tion, a triplet induction therapy approach (bortezomib-
lenalidomide-dexamethasone) is suggested, followed by
high-dose melphalan with autologous haematopoietic cell
transplantation, triplet consolidation therapy (bortezomib-
lenalidomide-dexamethasone), and maintenance treatment
consisting of at least lenalidomide (15). Using thalidomide
in the treatment of patients with EMD is controversial. Ros-
inol et al showed that patients with EMD did not respond to
therapy with single agent thalidomide (16), which correlates
with other studies that showed EMD progression under tha-
lidomide treatment, despite a good bone marrow response
(17, 18). In contrast, some cases of EMD responded well to
thalidomide and dexamethasone therapy (19, 20). Based
on the patient’s age, good cardiac ejection fraction, large
tumour mass, and contraindications for using bortezomib
and lenalidomide as first-line therapy, we started to treat the
patient with a combination of thalidomide, dexamethasone
and doxorubicin, followed by high doses of melphalan and
autologous haematopoietic cell transplantation. Using this
regimen, the patient achieved complete remission.

To conclude, extramedullary myeloma is a heteroge-
neous entity that affects almost 15% of MM patients during
their overall disease course. The clinical presentation can
be very unusual and efforts should be made to optimally
detect extramedullary disease. PET-CT is an important
tool at diagnosis and during follow-up. After the treatment
of EMD, patients are still exceedingly poorly managed,
which is particularly challenging. It is necessary to define
innovative treatment strategies to improve the outcomes of
this subgroup of myeloma patients.
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