
https://comylive.cme-congresses.com/

The 8th World Congress on

CONTROVERSIES IN MULTIPLE 
MYELOMA (COMy)

1Gerov VT, 2Gerova DI, 1Micheva ID, 3Mihaylova GM,
3Nikolova MN, 3Galunska BT

1Second Department of Internal Diseases, ES Haematology; 2Department of Clinical Laboratory, 3Department of 

Biochemistry, Molecular Medicine and Nutrigenomics, Medical University of Varna, Bulgaria

Multiple Myeloma (MM) is one of the most frequent hematological malignancies characterized by malignant proliferation of monoclonal plasma cells in the bone marrow. The major

feature of MM is bone disease. Аt diagnosis up to 80% of patients present with osteolytic bone lesions and are of increased risk of pathological fractures leading to a significant

reduction of quality of life, morbidity and mortality. In myeloma bone disease (MBD), lesions could be in the form of a classic discrete lytic lesion, widespread osteopenia, or

multiple lytic lesions affecting any part of skeleton, preferably spine, skull, and long bones. Bone destruction and lack of bone formation are main factors in the development of

MBD. Characteristic osteolytic lesions result from the increased activity of osteoclasts and suppressed osteoblast function. Osteoblast proliferation, differentiation and activity relies

on activation of the canonical Wnt/-catenin signaling pathway. Sclerostin, expressed by osteocytes and MM plasma cells, blocks the Wnt signaling by binding to Wnt coreceptors on

osteoblasts’ surface resulting in suppression of their activity and bone formation. Furthermore, inactivation of the Wnt-signaling in mature osteoblasts/osteocytes reduces

osteoprotegerin synthesis and secretion and enhances osteoclast differentiation and bone resorption. Another Wnt signaling pathway inhibitor is Dickkopf-related protein (DKK1),

secreted by osteoblasts, bone marrow stromal cells (BMSCs) and MM plasma cells. It inhibits osteoblastogenesis since it prevents BMSCs from differentiating into mature

osteoblasts. Acting synergistically with sclerostin, DKK1 lead also to increase of RANKL/OPG ratio and indirectly stimulate osteoclastogenesis.

The aim of the present study was to evaluate serum levels of sclerostin and Dickkopf-1 (DKK1) as bone destruction markers in newly diagnosed patients with MM.

INTRODUCTION

RESULTS

Multiple Myeloma (MM) is characterized by disbalance between bone resorption and bone formation resulting in severe osteolytic bone lesions. In recent years, there has been

increasing interest on various molecules synthesized and secreted from bones cells and their role in bone remodeling in health and disease. Growing literature data on both

sclerostin and DKK1 reveal them as key modulators of bone disease in MM. In present study the serum levels of sclerostin and DKK-1 in newly diagnosed MM patients reflect the

severity of bone disease – they gradually increase from MGUS to more advanced stages of MM. Understanding the exact role of sclerostin and DKK-1 may lead to new

approaches for disease monitoring and treatment.
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Impaired Bone Metabolism in Multiple 

Myeloma Assessed by the Bone 

Markers Sclerostin and Dickkopf-1

MATERIALS AND METHODS

Patients: Thirty-two newly diagnosed patients (mean age: 62.210.7 years) 

According to IMWG criteria:

• 28 patients with MM

• 4 patients with monoclonal gammopathy of undetermined significance (MGUS)

According to Salmon-Durie staging system:

• 9 patients with 0-3 osteolytic lesions – group 1 (G1)

• 19 patients with >3 osteolytic lesions and/or pathologic fractures – group 2 (G2)

Controls: Thirty-three healthy subjects  (mean age: 58.97.5 years)
The study was approved by the local Ethics Committee protocol № 94/25.06.2020.

Materials:

• Peripheral blood and BM aspirates from patients

• Peripheral blood from controls

Methods:

• Serum levels of sclerostin and DKK-1 (ELISA kits, Shanghai Sunred Biological 

Technology Co., Ltd.)

• Routine laboratory analysis

Statistics: Descriptive analysis, Mann-Whitney test, non-parametric correlation 

analysis (GraphPad Prism v8.01).

Sclerostin / B2M correlation in G2 Serum sclerostin levels (data are shown as floating bars: min to max)

Serum Dickkopf-1 levels (data are shown as floating bars: min to max) Dickkopf-1 / B2M correlation in G2 

CONCLUSION
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