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Detection of MYD88 L265P in peripheral blood and bone marrow of patients with 

Waldenström's Macroglobulinemia and IgM Monoclonal Gammopathy of 

Undetermined Significance. 
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Although Waldenström's macroglobulinemia (WM) is primarily characterized by bone marrow 

(BM) infiltration with lymphoplasmacytic cells (LPC), circulating WM cells were reported in WM 

patients by flow cytometry or IgM V/D/J rearrangements analyses. As MYD88-L265P is highly 

prevalent in WM, we investigated if MYD88-L265P could be a genetic marker to help WM 

diagnosis by peripheral blood (PB) allele-specific PCR (AS-PCR) examination. Our initial study 

showed that MYD88-L265P was detected in 97 of 104 (93%) patients using CD19-selected BM 

cells. However, only about 40% of patients who were positive for MYD88-L265P in CD19-

selected BM cells were also positive in unselected PB mononuclear cells. To improve the 

sensitivity for detecting MYD88-L265P in PB, we next utilized CD19-selected PB mononuclear 

cells.  

 

Among the 220 patients, paired CD19-selected samples from the PB and BM were available for 

61 untreated and 66 previously treated WM patients. Analysis of paired BM and PB samples 

from the untreated WM cohort that included 13 smoldering and 48 symptomatic patients showed 

that MYD88-L265P was detected in 12 (92.3%) and 46 (95.7%) CD19-selected BM samples 

from smoldering and symptomatic untreated WM patients, respectively. In the same patients, 

MYD88-L265P was positive in CD19-selected PB samples for 11 (84.6%) and 46 (95.7%) of the 

smoldering and symptomatic untreated patients, respectively. Therefore, among the positive 

MYD88-L265P patients defined by BM sampling, MYD88-L265P was detected in their paired PB 

CD19-selected samples for 11/12 (92%) and 46/46 (100%) of the smoldering and symptomatic 

patients, respectively. These findings demonstrated a high concordance of MYD88-L265P 

between the two compartments by AS-PCR examination, and suggested that detection of 

MYD88-L265P in PB provides a convenient and less invasive method to help WM diagnosis. 
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In contrast, analysis of paired BM and PB samples from 66 previously treated WM patients 

showed that MYD88-L265P was detected in 61/66 (92.4%) of CD19-selected BM samples but 

only 45/66 (68.2%) of CD19-selected PB samples. All 45 previously treated WM patients who 

were positive for MYD88-L265P by PB examination were also positive in their BM samples. 

Interestingly, the median ΔCt of PB samples was 1.4 and 3.8 cycles higher than the median ΔCt 

of BM samples from untreated and previously treated patients, respectively (p<0.0001). These 

findings may suggest that treatment resulted in quicker or greater reduction of tumor cells in PB 

than in BM. It remains to be determined if the reduction of tumor cells in PB is correlated with 

improvement of clinical phenotypes.  

 

In addition, analysis of paired BM and PB samples from 12 patients with IgM monoclonal 

gammopathy of undetermined significance (MGUS) showed that MYD88-L265P was present in 

6 (50%) and 5 (41.7%) of the BM and PB CD19-selected samples for these patients, 

respectively. All 5 IgM MGUS patients who were positive for MYD88-L265P by PB examination 

were also positive by BM examination. Similar to WM, the overall results suggested a high 

concordance of MYD88-L265P between the two compartments by AS-PCR examination. 


