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The case report of multiple myeloma and
symmetric seronegative polyarthritis
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Multiple Myeloma (MM) is a malignant proliferation of plasma cells producing monoclonal proteins. MM may manifest as
skeletal pain, pathological fractures, fatigue, anemia, infection, hypocalsemia, spinal cord compression or renal failure. Proliferat-
ing plasma cells are responsible for these clinical symptoms. Seronegative erosive poly/olygoarthritis may be observed in patients
with MM and other monoclonal gammopathies concurrently at the time of diagnosis, after the diagnosis or occasionally before it.

The patient admitted to hospital in May 2012 with the complaint of fatigue, polyarthralgia, limitation of hand joints’ move-
ments. Her physical examination revealed flexion contractures in elbows, fingers, knee, feet joints bilaterally. Laboratory examina-
tion revealed a sedimentation rate of 106 mm/h; rheumatoid factor (RF), C-reactive protein (CRP) and anti-cyclic citrullinated pep-
tide (anti-CCP) was negative and anti nuclear antibody (ANA) tested by immunfluorescence technique was positive. The patient is
considered and followed up as an inflammatory arthritis developed in MM process. The joint involvements were symmetric, erosive
pattern and seronegative tested. The diseases with monoclonal gammopathies may lead to erosive polyarthritis or olygoarthritis so
we should investigate the immunopathogenesis of arthritis process.
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TAPAJIFAH MUEJIOMA MEH CAMMETPUSJIBIK CEPOHETATUBTI BYBIH KABBIHYBIHBIH, KJIMHAKAJBIK JKAF TAMBI
Tuba Tiilay Koca

Masarhbs KaJlachlHIaFbl MEMIICKETTIK aypyxasa, q)mmcanmx MeIUIMHA MEH KaJlllbIHA Ken‘ripy KJIIMHUAKAChl, Manarbs, TYpKl/IH

TapanfaH mvenomanap (TM) — MoHokmoHangbl akybl3gapgbl 6enin wWbiFapaTblH KaH capbiCybl XacyluanapblHblH katepni kebetoi. TM
KINMHWKanbIK KepiHicTepi ken, on 6ybiHAapAafFb! ayblpCbliHY CUHAPOMbBIMEH, NATONOMUSNbIK CYNEK ChiHYbIMEH, LUApLUaHAbIKNEH, KaHa3ablkKMeH, ap Typrii
XKYKnanapMmeH, runokanbLyueMUsiMeH, >yJblH KOMMPECCUSCbIMEH XaHe Byipek xeTicneyLuiniriMeH kepiHic Tabagbl. Byn knuHukanelk 6enrinepgid, nan-
Aa bonybiHa KaH capbICybIHbIH, MponudepauusinaHFaH xacyLuanapbl xayan 6epegi. CoHbiMeH bipre TM 6ap HaykacTapaa cepoHeraTuBTi 3po3nsnblK
nonw/onuroapTput Gavkanybl MyMKiH.

Bi3aiH HaykacbiMbi3 2012 xbinabiH Mamblp aibiHAA aypyxaHara LapluaHablK, nonnapTpanerus, caycak 6ybiHAapbIHbIH KUMbIN KO3FarbICbIHbIH,
LUeKTenyi cekinai warbiMaapMeH TyckeH GonatbiH. Puamkanblk Tekcepy KesiHae HaykacTa LUbIHTak, Tide, Kon MeH asKTbiH caycak OybiHAapbIHbIH
eKiXkaKTbl KOHTpaKTypacbiHblH 6ap ekeHi 6ankanabl. 3epTxaHanblk Tekcepynep 6apbicbiHaa ATXK-HbiH 106 Mm/caF. AeliH XXoFapbinaFraHablfbl KaHe
peBmatounaThl dakTop, C-peakTuBTi akybi3, aHTU-KIK kepceTkiwTepiHiH Tepic, an AHA kepceTkilliHiH OH ekeHpiri aHbikTangel. byn xargan TM
HaTWXeciHae GonfFaH apTpUT peTiHAEe KapacTbipbinabl. ByblHAapAarbl 3po3nsanbIk 3aksiMaaHynap CUMMETpUAIbIK Typae 6onabl. MoHoknoHanabl ram-
ManaTtusinapmeH 6onatblH aypynap CepoHeraT1BTi 3po3usinblK Nonu/onMroapTputTepre akenyi MymkiH. CoHabIKTaH 6ybIH KabbIHYbIHbIH UIMMYHOTEHE3iH
3epTTEreH XeH.

MaHbI3abl ce3aep: TapanfaH MMeNnoma — CepoHeraTuMBTI MONMapPTPUT — KaH CapbICybl XacyLuanapblHbIH AVCKPa3USIChbI.

KJIMHUYECKHUI CIYYA MHOXKECTBEHHOM MUEJIOMBI U CAMMETPUYHOI'O CEPOHETATUBHOI'O
IOJIMAPTPUTA
Tuba Tiilay Koca

FOCy}:[apCTBCHHaﬂ GOJ'ILHI/[]_IEI BT MaHaTB)I, KIMHHAKAa d)I/IBI/I‘{CCKOI‘//I MCIULWHBI 1 pea6I/IJ'II/ITaL[]/II/I, Tpr[I/IH

MHoxecTBeHHOM Muenombl (MM) — 3To 3n0Ka4eCTBEHHOE pPasMHOXEHVE MnasmMaTUyYeckmx KNeToK, NpoAyLIMPYIOLLMX MOHOKMOHanbHble 6enku.
KnuHnyeckn MM MoXeT nposiBNATbLCS CyCcTaBHbIM O0MeBbIM CMHOPOMOM, NATONOrMYECKUMN NepenoMamu, yCTanocTbio, aHeMUen, MHpeKumnamu,
runokanbLmeMment, KOMNPeccen CMMHHOro Mo3ra Uy NOYEYHON HeAOCTaTOYHOCTbLIO. 3a 3T KMMHMUYECKME CUMMNTOMbI OTBEYAIOT NponvdepupyoLLme
nna3MeHHble kneTku. Takke y naumeHToB ¢ MM MoxeT HabnogatbCs cepoHeraTvBHbIN 3PO3VBHBIN NONU/ONUrOapTPUT.

Haw naumeHT rocnutanmavposaH B mMae 2012 roga c xanobamu Ha ycTanocTb, MONMapTpanruio, OrpaHUYeHne ABWKEHWUW B CycTaBax
KucTen pyk. MNpu r3nyeckom 0CMOTpe BbISIBNIEHbI ABYXCTOPOHHWE KOHTPaKTYPbl JTIOKTEBbIX, KOMEHHbIX CYCTaBOB, KUCTEN pyK 1 Hor. JlabopaTopHble
nccnenoBaHvsa nokasanu cnepyowme gadHele: CO3 - 106 mm/y; peBmatonaHbivi bakTop, C-peakTuBHbIvi 6enok n aHTu-KIK 6binv oTpuuatensHeimm,
AHA 6binn nonoxutensHeiMU. [JaHHBIN Cryyan paccMaTpuBarncs kak BocnanutenbHbin apTput Bcneacteme MM. Spo3nBHble MopaXeHus CycTaBoB
ObINn cMMMETpUYHBIMU. 3aboneBaHNs C MOHOKITOHANbHBLIMU ramMmManaTusaMyu MOryT MPUBECTU K CEPOHEraTUBHbLIM 3PO3UBHbLIM MOMW/onNuroapTpuTam.
Moatomy HeobxoaMmo nccnegoBaTb MMMYHOMNaToOreHe3 apTpuTa.

KnioueBble cnoBa: MHOXeCTBEHHasA MMenoma — CEpoOHeraTMBHbIV NMONVaPTPUT - AUCKPa3Ns NNasmMaTUyecknx KneTok.

34 Ne2 (36) 2015 Clinical Medicine of Kazakhstan



Introduction

Multiple myelom (MM) is malign proliferation of the
plasma cells that produce monoclonal protein. It forms 10% of
all hematological malignities. It is the most common malign
neoplasm of the bone narrow. Besides its clinical signs as bone
pain, pathological fractures, asthenia, anemia, infection (mostly
pneumococcal), hypocalcemia, spinal cord injury or renal
impairment, it is generally diagnosed with blood examinations
done for unrelated problems. The plasma cell proliferation that
increases in bone marrow is responsible of the clinic signs. 1/3 of
the patients are diagnosed after pathological fracture. 2/3 of the
patients complain about bone pain. Nonspecific constitutional
complaints caused by hyperviscosity and hypercalcemia may
be seen. Lumbago, weakness and sense disorder in extremities
should be warning for spinal cord injury. Spinal cord injury may
be related to plasmocytoma or vertebrae pathologic fracture.

For diagnosis, 10% and above monoclonal plasma cell
increase in bone marrow or/else end organ injury associated
plasmocytoma and underlying plasma cell disorders are needed.
Final diagnosis is done with biopsy of bone marrow and serum

Image 1- Both hands and wrist

Image 3- Hypertrophy of soft tissue in both knees

In conventional radiographies; we diagnosed cortical
erosions in hand metacarpophalangeal (MCP) joints, proximal
interphalangeal (PIP) joints and intercarpal joints and symmetric

protein electrophoresis.

Our case showed erosive arthritis clinic in symmetric
seronegative pattern with MM. We examined the relation
between these two clinic entities with literature review.

Case

B Our case appealed on May 2012 with complaints of
asthenia, artralgia, limitation of movement on hand joints.
In 2003, She was diagnosed with MM at outer center, with
complaints of asthenia and anorexia. In her history; we learned
that in 2010, arthritis had developed on hand, wrist and elbow
joints bilaterally; similar complaints had developed on feet, ankle
and knee joints 3 months before she comes here. In 2010 the
patient was started to zolendronic acid treatment for 6 months.
Increase in thoracic kyphosis and costocondral sensitivity was
existing in locomotor system examination. Flexion contracture
was diagnosed in both elbows and hand joints.

There was limitation of movement in patient’s both hands,
wrists, elbows, knees and feet with soft tissue hypertrophy. She
has no nail and skin symptoms. (Image 1,2,3,4).

Image 4- Hypertrophy of soft tissue in both ankles

narrowing in interarticular space. Loss of length in thoracic
vertebrae in spinal graphy and locally osteolythic lesions showed
in pelvic graphy is showed (Image 1,2,3,4).
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Image 1- Anteroposterior view of hand and wrist:
symmetric intraarticular narrowing and local cortical erosions
are seen in intercarpal joints and MCP, PIP

Image 3- - Lateral view of thoracolomber: loss of lengt
in vertebrae and kyphosis is seen

There was normocrom normociter anemia (Hb:9.7 gr/
dl, MCV:89.9), increase of blood urea (BUN):64 mg/dl (10-
50) and reverse in albumin/globulin ratio with laboratory
examination(alb:3.6 g/dl, glob:4.8 g/dl).

While romatoid factor (RF) and C-reactive protein (CRP)
value is negative in the serologic evaluation, sedimentation
value is measured as: 106 mm/h. In urinalysis.30gr/dl protein is
found. While anti- CCP value is negative, anti-nuclear antibody
(ANA) value that is examined with immunfluoroscent technic
is two positive tested. Synovial membrane analyse couldn’t
be practised because the patient hasn’t active arthrit. All
examined abdomen ultrasonography (USG) is normal. With the
measurement of spinal DEXA (dual X-ray absorbsiometer) total
t score:-2.6, z score:-0.5 with osteopenia is determined.

Our patient is evaluated as inflammatory joint disease that
developped in MM process. Joint involvement is erosive and
seronegative. It is very similar to rheumatoid arthrit (RA) clinic.
Negativity of anti-CCP and RF, absence of rheumatoid nodule
despite erosive progress we excluded RA. Even tenosynovit
in hand finger flexor tendon and PIP, MKP joints limitation of
movement seemed like sclerodactily in clinic; there was no skin
thickening in hand and face of the patient also there was no
brown pigmented lesions, this is why we excluded scleroderma,
oftenly with raynould phenomenon characterized, as our pre-
diagnosis. Likewise there was no internal organ involvement.

We examined the patient in the aspects of other connective

Image 2- Anteroposterior view of shoulder: no lesion
seen in clavicule and humerus bones

Image 4 - Anteroposterior view of pelvis: lythic lesions
are observed in iliac crest

tissue diseases that may cause inflammatory arthrit (Sjogren
syndrome, polymyozitis, systemic lupus eritematozus etc...).
We also examined our patient in terms of other destructive joint
pathologies. There seen locally osteolythic lesions. We didn’t
determine lythic or sclerothic lesion in long bones (humerus and
femur). No focal symptom associate to spinal cord injury was
found in the neurologic examination. No destructive vertebral
pathology was seen in the conventional radiographies. We gave
our patient TENS (transcutaneous electrical nerve stimulation)
and exercise program for joint movement limitations and pain
treatment. We provide vertebral steel balen corset and double
canedien support to prevent pathologic fractures. Patient’s pain
decreased from 8 cm to 4 cm according to VAS (visual analogue
scala). We thought that immunogenetic process of MM can
active inflammatory synovitis cascade.

Discussion

HBesides clinical signs in MM like pathological fractures,
bone pain, fatigue, anemia, infection (especially pnomococal),
hypocalcemia, spinal cord compression or renal insufficiency
may be revealed; it is usually determined randomly. Patients can
refer to clinic with the complaints of nonspesific constituonal
symptoms cause of hyperviscosity and hypercalcemia. Low
back pain, weakness and numbness of the extremities should
be warning in terms of spinal cord compression. Spinal cord
compression may lead to pathological fractures of the vertebrae

36

Ne2 (36) 2015 Clinical Medicine of Kazakhstan



or plasmocytoma. Such neurologic findings; carpal tunnel
syndrome, meningitis, peripheral neuropathy may rarely seen in
clinic process.

Pathological fractures and sensitivity of bones due
to focal lytic lesions are oftenly seen. Typical radiological
appearance is lytic lesions. The other types of bone lesions
include changes in sclerotic, porotik and rarely (3%) lythic-
sclerotic pattern. Extrameduller plasmocytoma (soft tissue
masses consisting of plasma cells) can be seen all over the body.
Also, hepatosplenomegaly and cardiomegaly can be seen. In
some cases, amyloidosis may contribute toclinic. The physical
signs due to amyloidosis are bilateral swelling of shoulders,
makroglossus, skin lesions, peripalpebral purpura etc... [2]. MM
rarely comes with signs of arthritis. In cases related to arthritis
associated with monoclonal gammopaties, joint involvement
develops simultanously or a period of time after diagnosis.
Arthritis pattern is, similar to RA, symmetric polyarthritis or
olygoartrit; unlike RF is negatively tested.

Three pathogenetic pathways can cause joints symptoms
of MM. These are erosive arthritis caused by malignant
plasmocytes; arthritis or trap neuropathies caused by precipating
paraproteins or amyloid proteins. It is observed that paraproteins
that cause arthrit clinic are frequently in monoclonal pattern
[3.4].

In patients with MGUS (unknown-featured monoclonal
gammopaties) arthritis are seen in both sexes equally and RF
tested negatively. Also, in cells lead to arthritis, there was no
heavy chains detected, besides 89% light chain kappa have
been identified [5,6]. In arthritis process it was thought that
kryopresipitat paraproteins activate inflammatory cascade in
synovial fluid by crystallization [7,8].

In addition, amyloid proteins in plasma cells dyscrasia
are also, similar to paraprotein kyropresipitat in synovium, can
cause carpal tunnel syndrome by accumulinating.

AL amyloidosis that seen in MM can cause joint
involvement similar to RA. It is find out that symptoms in
acute phase responses are similar to RA while RF is negatively
tested. In chronic polyarthralgia systemic AL amyloidosis is an
important differential diagnosis. Rarely, plasma cell discrasia
may bring up with atypical joint involvement. Therefore,
by immunohistochemically and cytogenetically plasma cell
dyscrasia should be investigated in patients come with atypical
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artrit clinic elderly [9,10].

Result of studies, arthrit clinic has been regressed with
the chemotherapeutic agents we give in MM treatment.
Bisphosphonates that is given to prevent MM and skeletal
complications in solid bone tumors are useful. Zolendronik
acid is a bisphosphonate commonly used for this purpose.
It is revealed that the zolendronic acid treatment is useful for
pathologic fracture, cord conpression and mortality. Especially
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It should be kept in mind that MM disease can be seen
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long- termed (at least 10 years) and RF positively tested. IL-6
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In literature examination some MM cases show symptoms
similar to scleroderma in atypic pattern. It is thought that
processes associated with MM may cause scleroderma-like
lesions. Fibroblast activation that cause tissue fibrosis in related
organs plays a role in scleroderma pathogenesis. Immune system
activation associated with endothelial cell apoptosis, dysfunction
and activation of fibroblasts result skin and internal organ
fibrosis. Fibrotic process is sustained autonomous autocrine
by activated fibroblasts. Raynould phenomenon is the earliest
symptom in systemic sclerosis. Musculoskeletal symptoms
are oftenly seen. Early symptoms include arthralgia, myalgia
and in some patients inflammatory artropathy may occur.
The most commonly involved joints are the PIP, MCP, wrist
and ankle joints. Progressive skin lesions can lead to flexion
contractures of joints. Muscle weakness and fatigue symptoms
are frequently seen symptoms. As well as myopathy caused
by fibrosis in muscles may occur; polymyositis clinic may be
added too. In addition, many organs, especially in genitourinary
gasrointestinal tracts, can be involved in systemic sclerosis [14].

As a result; we should remind that plasma cell dyscrasia
may induce erosive polyarthrit or olygoarthrit clinic,so
immunogenetic process in arthritis clinic should be discloused.
Our case of MM with symmetric erosive and seronegative
inflammatory polyarthritis has been a guide between these two
entity for us. Tos um up; in elderly atypical oligo/polyarthritis
clinic should remind us for plasma cell dyscrasia.
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