



PLASMA CELL DYSCRASIAS

Includes the following:

· Monoclonal Gammopathy of Uncertain Significance (MGUS)

· Waldenstrom’s Macroglobulinaemia

· Multiple Myeloma

· Solitary plasmacytoma of bone

· Extramedullary plasmacytoma (EMP)

· Plasma cell leukaemia

MGUS:

· Monoclonal protein (M-protein) detected without any evidence of a local or systemic disorder

· Occurs in 1% of normal population > 50 years; 3% > 70 years

· Benign disorder

· M-protein < 3g/dl

· Marrow plasmacytosis < 10%

· No bony lesions

· No symptoms

· May progress to neoplasia

Waldenstrom’s Macroglobulinaemia:

· Indolent lymphoproliferative disorder

· IgM M-protein

· Associated with hyperviscosity syndrome

Multiple Myeloma:

· Neoplastic monoclonal proliferation of bone marrow plasma cells, characterized by lytic bone lesions, plasma cell accumulation in the bone marrow and presence of monoclonal protein in serum &/or urine

Epidemiology:

· Incidence slightly higher in blacks

· M > F

· Median age of diagnosis: 69 years for males; 71 years for females

Clinical Features:

· Plasma cell proliferation in bone marrow results in progressive replacement of haemopoietic tissue and tumour extension into fatty marrow of long bones

· Bone marrow failure and bony lesions occur as a result

· Features due to: a) bone marrow failure

                                 b) bony disease

· Bone marrow failure:

· Symptoms of anaemia

·  Pancytopenia

· Bone Disease:

· Bone pain (esp. lower back pain) / pathological fractures

· Features of hypercalcaemia: polyuria, polydypsia, constipation, altered sensorium. Due to net osteolysis with calcium loss

· Other Features:

· Renal failure: hypercalcaemia, hyperuricaemia, precipitation of Bence-Jones protein, pylonephritis, amyloid (rare), renal vein thrombosis (rare)

· Abnormal bleeding tendencies: thrombocytopenia, M-protein interfering with platelet function and coagulation factors

· Repeated infections: neutropenia, immune pariesis

· Amyloid: macroglossia, carpal tunnel syndrome, diarrhoea

Laboratory Features:

a) Haematology:

· Normochromic, normocytic anaemia

· Rouleaux formation (due to increased immunoglobulins)

· Elevated erythrocyte sedimentation rate (ESR)

· Neutropenia, thrombocytopenia in advanced disease

· Abnormal plasma cells in peripheral blood

b) Biochemistry:

· Hypercalcaemia

· Elevated urea & creatinine

· Hyperuricaemia

· Elevated proteins and globulins

· Monoclonal protein in serum &/or urine

· Low serum albumin

· Immune paresis (do immunoglobulin quantification; also to determine type of immunoglobulin involved)

· Serum alkaline phosphatase usually normal (except following pathological fractures)

c) Radiological:

· Lytic lesions – axial skeleton, long bones (proximal)

· Generalized osteopenia

· Pathological fractures / vertebral collapse

Diagnostic Criteria:
· M-protein in serum/ urine/ both – IgG most common

· +/- Immunepariesis

· Bone marrow plasmacytosis – usually > 30%

· Skeletal survey – osteolytic lesions, osteopenia

Management:

· Specific:

· Chemotherapy – Melphalan +/- Prednisone; Vincristine, Adriamycin & Dexamethasone (VAD)

· Bone marrow transplantation – allogeneic, autologous, peripheral blood stem cell transplantation (PBSCT)

· Thalidomide - shows promise in relapsed disease 

· General:

· Allopurinol – hyperuricaemia

· Anaemia 

· Renal failure 

· Hypercalcaemia

· Emergency Situations:

· Uraemia: rehydrate, treat underlying cause, +/- dialysis

·  Hypercalcaemia: saline diuresis, prednisone, bisphosphonates

· Compression paraplegia: laminectomy, irradiation, chemotherapy

· Severe anaemia: transfusion of packed red cells; erythropoietin

· Indications for Radiotherapy:

· Severe bone pain

· Pathological fractures

· Spinal cord compression / vertebral collapse

Prognosis:

· Median survival: 2-3 years

· Poor prognostic features:

· Renal impairment

· Severe anaemia

· Nature of M-protein - IgG best prognosis

· Low serum albumin

· Bence-Jones proteinura (BJP)

· Increased (-2 microglobulin levels

3
3

