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Abstract

Multiple myeloma is a neoplastic disease characterized by neoplastic proliferation of plasma cells and monoclonal protein expression
and related tissue damage. In the presence of overt clinical signs, the disease can easily be diagnosed, however in order to diagnose
atypical cases, further investigation is needed with high clinical suspicion. Essential thrombocythemia is a chronic myeloproliferative
neoplasm which leads to an increase in platelet count with circulating megakaryocytes. When compared with other myeloproliferative
neoplasms the prognosis is better and is more common in women. Herein we report a 68-year old patient suffering of essential
thombocythemia, who later in follow-up developed multiple myelomas.
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Introduction

Multiple myeloma (MM) effectuates about 1% of cancer cases and 10% of hematologic malignancies, while average of introductory
age is 66 with an incidence of 3-4/100.000 [1]. The major clinical manifestation of MM is bone pain, especially in the back
and the chest wall, while laboratory findings include hypercalcemia, high sedimentation rate, anemia (usually normocytic and
normochromic), and lytic bone lesions. In 80% of patients with lytic bone lesions detected by bone scan, osteopenia, osteoporosis
or pathologic fractures are identified. Kidney uptake rate is 48% in MM and light chains are usually monitored [2]. Essential
thrombocythemia (ET) is a chronic myeloproliferative neoplasm (MPN) which leads to an increase in the number of platelets
and manifests itself by continuous proliferation of megakaryocytes. ET might be seen as a secondary malignancy such as non-
Hodgkin's lymphoma (NHL) and myelodysplastic syndrome (MDS). However, the occurrence of ET with MM is very scarcely
reported in the literature.

Case Report

A 68-year old male patient was admitted to our clinic with back pain, weight loss, and fatigue. Laboratory findings revealed anemia,
thrombocytosis, and elevated level of erythrocyte sedimentation rate (ESR). Because of the clinical findings, serum immunofixation
electrophoresis, bone marrow aspiration and biopsy were performed. Serum immunofixation electrophoresis revealed IgA lambda
monoclonal gammopathy. Serum total and free kappa and lambda values were 114 and 693 mg / dL, respectively. A plasma cell
infiltration was 20% on his bone narrow aspiration and CD138-positive lambda light chain positive plasma cell infiltration was
20% on his bone marrow biopsy. As a result, the patient was diagnosed who developed IgA-lambda MM. 3 cycles of vincristine,
adriamycin, dexamethasone (VAD) chemotherapy and zoledronic acid were administered. In follow-up, the clinical signs regressed
and the control bone marrow aspiration and biopsy revealed 8-10% plasma cell infiltration. Owing to continuation of monoclonal
gammopathy in serum immunofixation, bortezomib plus cyclophosphamide and dexamethasone combination chemotherapy
(VCD) was started. After 3 cycles of VCD chemotherapy, 1-2% of plasma cells was detected by control bone marrow aspiration and
biopsy. Polyclonal gammopathy was found in serum immunofixation assay. Autologous stem cell transplantation was performed.
The patient is still in remission without any maintenance treatment, and he is being followed up regularly.

In his history, the patientadmitted to hospital with complaining of headache, dizziness, tinnitus, and itching two years ago. On his laboratory
findings, complete blood count revealed 16,000 white blood cells, 13 g/dL hemoglobin, and 1000x10° platelets. Although the physical
examination of the patients were normal, bone marrow aspiration and biopsy were performed due to exclude reactive thrombocytosis
and MPN. Bone marrow aspiration and biopsy were hypercellular, and there was an increase in number of megakaryocytes. BCR-ABL
was negative and JAK2 (V617F) mutation was present. The patient was diagnosed with ET, and hydroxyurea, acetylsalicylic acid and
allopurinol were started. During the follow-up period the patients clinical and laboratory findings was improved. In this case, we report
a 68-year old male patient who developed IgA-lambda MM more than 2 years after the diagnosis of ET.
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Discussion

ET is a philadelphia chromosome negative chronic MPN which is characterized by an increase in the number of circulating
platelets in the peripheral blood and an increased risk of thrombohemorrhagic complications due to excessive proliferation of
megakaryocytes in the bone marrow [3]. ET has a risk of progression to myelofibrosis or acute myeloid leukemia. However, the
most important complications include common thrombohemorrhagic events that significantly affect the life expectancy of patients
[4]. Patients with ET can be detected by some complications such as thrombotic events, vertigo, tinnitus, light microcirculatory
disorders, ischemic stroke, transient ischemic attack, myocardial infarction, cerebral sinus venous thrombosis or deep vein
thrombosis in preclinical phase of the disease or after diagnosis.

The JAK2 V617F mutation is detected in approximately 50-60% of patients with ET [5]. The relationship between JAK2 V617F
mutation and the tendency of increased thrombosis have been already reported. However, increased peripheral platelet numbers
in the pathogenesis of thrombotic events and the role of the main cardiovascular risk factors is still controversial in ET [5-7].

In ET, hydroxyurea is recommended as first-line treatment. On the other hand, drugs such as interferon alpha or non-leukaemogenic
anagrelide are recommended to high risk patients who are resistant or intolerant to hydroxyurea treatment. Cytoreductive therapy
is indicated for high-risk patients with developing thrombohemorrhagic events [8]. Secondary neoplasms in patients with ET
during their follow-up period have been scarcely reported in the literature. There are some reports in the literature. Secondary
hematologic malignancies more often includes NHL and MDS but the development of MM is extremely rare [9,10]. In studies
performed previously in the development of secondary malignancies, during ET treatment having effects of used toxic drugs were
drawn attention [11]. As a consequence, development of secondary malignancies is always possible in patients with ET. In this
case, MM was identified as secondary malignancy. Furthermore, we claim that patients who were administered cytotoxic treatment
should be carefully assessed against the risk of developing secondary malignancies at each visit.
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