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Treon et al. identified MYD88 (L265P) as a recurrent somatic mutation in patients with 

Waldenström's macroglobulinemia (WM). We analyzed by means of allele-specific 

polymerase chain reaction (AS-PCR) bone marrow or peripheral blood samples from 58 

patients with WM, 77 with IgM monoclonal gammopathy of undetermined significance 

(MGUS), 84 with splenic marginal zone lymphoma (SMZL) and 52 with B-cell chronic 

lymphoproliferative disorders (B-CLPD). MYD88 (L265P) mutation was found in 58/58 

(100%) patients with WM, 36/77 (47%) with IgM-MGUS, 5/84 (6%) with SMZL and 3/52 

(6%) with B-CLPD. Compared to IgM-MGUS patients with wild-type MYD88, those carrying 

MYD88 (L265P) showed significantly higher levels of IgM (P<.0001) and presented Bence-

Jones proteinuria more frequently at diagnosis (P=.002). Using a case-control approach, 

MYD88 (L265P) mutation was associated with a significantly higher risk of progression to 

WM or to other lymphoproliferative disorders (LPD) (odds ratio 4.7, 95% confidence interval 

0.8-48.7, P=.047). We subsequently performed a survival analysis in a larger series of IgM-

MGUS patients with the aims to confirm the prognostic effect of the MYD88 mutation and to 

evaluate the effect of the MYD88 mutation and of the other potential risk factors in 

multivariate analysis. We analyzed by AS-PCR bone marrow samples of 136 consecutive 

patients with IgM-MGUS, collected at the time of diagnosis. Patients with IgM-MGUS were 

followed for a total of 469 person-years (median, 34 months). The MYD88 (L265P) mutation 

was detected in 71 of 136 patients (52%). The 5- and 10-year progression rates were 

respectively 15% and 46% in patients with the MYD88 (L265P) compared to 2% and 14% in 

patients with MYD88 wild-type (P=.009). In univariate analysis, risk factors for progression 

were the MYD88 mutation (P=.02), the concentration of the serum monoclonal protein 

(P=.001) and detectable Bence-Jones proteinuria (P=.02). In multivariate analysis, the 

MYD88 mutation and the concentration of the serum monoclonal protein were independent 

prognostic factors for progression, with HR of 5.57 (P=.03) and 3.89 (P=.002) respectively.  

These findings indicate that i) using a sensitive method, MYD88 (L265P) mutation is 

detectable in all patients with WM, therefore representing a hallmark of the disease; ii) in 

IgM-MGUS, MYD88 (L265P) is present in about half the patients and is an independent 

predictor of progression to WM or to other LPD. 


