
Cleveland Clinic Laboratories

MYD88 L265P Mutation Detection
Background Information

Lymphoplasmacytic lymphoma (LPL) is a small B-cell 
neoplasm with plasmacytic differentiation that typically 
involves the bone marrow and may also involve spleen 
and lymph nodes. In most cases, LPL is associated with 
an IgM paraprotein (Waldenstrom’s macroglobulinemia).1,2 

Distinguishing LPL from other small B-cell neoplasms that 
may show plasmacytic differentiation, especially marginal 
zone lymphomas, is often challenging. 

Recently, the MYD88 L265P mutation has been identified in 
>90% of cases of LPL.3 This mutation may also be found in 
diffuse large B-cell lymphomas, especially those with a non-
germinal center phenotype, but the mutation is only rarely 
found in other small B-cell neoplasms. The detection of a 
MYD88 L265P mutation can therefore assist in establishing 
the diagnosis of LPL.3-5

Cleveland Clinic Laboratories has developed, validated 
and implemented a sensitive PCR assay for the detection 
of MYD88 L265P in peripheral blood, bone marrow or 
formalin-fixed, paraffin-embedded tissues.

Clinical Indications

MYD88 L265P mutation testing is useful in the evaluation 
of small B-cell neoplasms, especially those with plasmacytic 
differentiation.

Interpretation

Normal results are reported as “MYD88 L265P mutation not 
detected.” Positive results are as “MYD88 L265P mutation 
detected,” and an interpretation provided.

Methodology

DNA is extracted from the sample, and real-time PCR is 
performed using primers specific for the L265P mutation 
and a reference primer set for a non-mutated portion of the 
MYD88 gene.

Limitations

This assay has a sensitivity of 0.5% mutant alleles. This 
assay detects only the L265P point mutation, and a negative 
result does not exclude a diagnosis of lymphoplasmacytic 
lymphoma.
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Test Overview

Test Name MYD88 L265P Mutation Analysis

Ordering Mnemonic MYD88

Specimen Requirements Whole blood:  
•  Volume: 4 ml 
•  Container: EDTA (Lavender) 
•  Transport temperature: Refrigerated

Bone marrow: 
•  Volume: 2 ml 
•  Container: EDTA (Lavender) 
•  Transport temperature: Refrigerated

Formalin-fixed paraffin embedded tissue/bone marrow clot 
•  Size: one block 
•  Transport: Ambient

Minimum Specimen 
Requirements 

Whole blood: Volume: 2 ml 
Bone marrow: Volume: 1 ml

Stability Ambient:  
•  Blood/bone marrow: 24 hours 
•  Formalin-fixed paraffin embedded tissue/bone marrow clot: indefinitely

Frozen: 
•  Blood/bone marrow: unacceptable 
•  Formalin-fixed paraffin embedded tissue/bone marrow clot: indefinitely

Refrigerated: 
•  Blood/bone marrow: 5 days 
•  Formalin-fixed paraffin embedded tissue/bone marrow clot: indefinitely

Clinical Information This test is designed to detect the point mutation c.794T>C, p.L265P in the MYD88 
gene. MYD88 L265P mutations are present in the majority of cases of lymphoplasmacytic 
lymphoma and, less commonly, in other B-cell lymphoproliferative disorders.

Reference Range MYD88 L265P mutation not detected

Billing Code 89733

CPT Code 81479; G0452

Technical Information Contact:

Lisa Buhrow, MT(ASCP) 
216.444.8034 
buhrowl@ccf.org

Scientific Information Contact:

James R. Cook, MD, PhD 
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