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MONOCLONAL GAMMOPATHIES
I. MALIGNANT

1. Multiple myeloma
2. Variants of myeloma

• Smoldering myeloma
• Non-secretor
• Plasma cell leukemia
• POEMS

3. Localized plasmacytomas
• Solitary plasmacytoma (bone)
• Extramedullary plasmacytoma

4. Waldenström’s macroglobulinemia
5. Primary amyloidosis

II. NON-MALIGNANT
1. Monoclonal gammopathy of undetermined significance
2. Transient MG: HIV infection, bone marrow trasplant, 

organ trasplant (liver, kidney)



Monoclonal Gammopathy of 
Undetermined Significance (MGUS) 

Diagnostic Criteria*

• Serum M protein size <3g/dL

• Bone marrow plasma cells <10% 

• No clinical manifestations or other laboratory 
abnormalities attributable to the monoclonal 
gammopathy

The International Myeloma Working Group. Br J Haematol 2003; 121: 749-757.





MGUS. Actuarial Probability of 
Malignant Evolution *

* Only series with long-term follow-up are included.
** First reported in 1978, 1984 and 1993.
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MGUS. Predictors of 
Malignant Transformation 

 light chainIgA > IgG, 
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al, 2002
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MGUS. Predictors of 
Malignant Transformation
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Evolving vs. Non-evolving
MGUS
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MGUS  Serum Free Light Chain (FLC) 
Ratio: an Independent Risk Factor for

Progression

5%
Normal FLC ratio, IgG-type
and M-protein <15 g/L

LOW-RISK

58%
Abnormal FLC ratio, non-IgG
and M-protein 15g/L

HIGH-RISK
Risk at 20 years

Rajkumar et al. Haematologica / The Hematology Journal 2005; S1: 194.
Rajkumar et al. Blood 2005; 106: 812-817.



Smoldering Multiple Myeloma 
(Asymptomatic Myeloma)

Diagnostic Criteria*

• Serum M protein size ≥3g/dL

and / or

Bone marrow plasma cells ≥10% 

• No clinical manifestations or other laboratory 
abnormalities due to the monoclonal 
gammopathy 

The International Myeloma Working Group. Br J Haematol 2003; 121: 749-757.



“Smoldering Multiple Myeloma: Natural History
and Recognition of an Evolving Type”

Rosiñol L et al. Br J Haematol, 2003; 123: 631-636.
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SMM and previous MGUS 
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SMM. PATTERN OF PROGRESSION
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RESPONSE TO TREATMENT ACCORDING TO THE 
TYPE OF SMM
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SURVIVAL FROM DIAGNOSIS OF SMM
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MONOCLONAL GAMMOPATHIES
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