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Persistent polyclonal B-cell lymphocytosis: Illustration of the
greatmimicker of low-grade B-cell lymphoma
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A 40 years old woman, long-term smoker (10 pack years), presented

with 6-month history of progressive fatigue, decreased effort toler-

ance and non-deliberate weight loss. Physical examination revealed

splenomegaly (24 cm on CT scan) and no lymphadenopathy. White

F IGURE 1 Persistent polyclonal B-cell lymphocytosis: (A–G) Numerous circulating binucleated lymphocytes; (H) flow cytometry analysis of
bonemarrow aspirate shows increased B lymphocytes and plasma cells with a polytypic expression of kappa and lambda light chains and no
immunophenotypic aberrancies; (I) bonemarrow aspiratemorphologic examination shows increased binucleated lymphocytes (red arrow), with
orderly maturation of the three lineages

This is an open access article under the terms of the Creative Commons Attribution License, which permits use, distribution and reproduction in any medium, provided

the original work is properly cited.

© 2022 The Authors. eJHaem published by British Society for Haematology and JohnWiley & Sons Ltd.

blood cell count was 10.2 × 109/L (normal range [NR] 4.0–10.0) with

absolute lymphocytes of 8.7 × 109 L (NR 1.2–3.7) and circulating large

binucleated lymphocytes with abundant cytoplasm (Figure 1A–G).

Lymphocyteswerepolytypic by flowcytometry analysis, andexpressed
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CD19, CD20 and CD200 (small subset), and did not express CD5,

CD10 or CD38. Serum IgM was increased at 1444 mg/dL (NR 40–

230 mg/dL), with decreased IgG (384 mg/dL; (NR 700–1600) and IgA

(54 mg/dL; NR 70–400). Protein electrophoresis showed no parapro-

tein and immunofixation electrophoresis did not show a monoclonal

protein. IgH and IgK gene rearrangement studies of a blood sample

by polymerase chain reaction (PCR) were negative. A bone marrow

biopsy was normocellular with trilineage hematopoiesis and polytypic

B-cell lymphocytosis, comprising 50% of lymphocytes by flow cytome-

try analysis (Figure 1H), with binucleated lymphocytes (Figure 1I) and

an immunophenotype similar to circulating lymphocytes. FISH analysis

with probes forBCL2, BCL6,MYC, TP53 andCCND1 geneswas negative.

Cytogenetic analysis of blood and bone marrow cells showed a normal

female karyotype. Next-generation sequencing for mutations occur-

ring at high frequency in hematological malignancies and high sensi-

tivity MYD88 mutation analysis were negative. Infectious and malig-

nant (hematopoietic and non-hematopoietic) causes of lymphocytosis

were ruled-out, and the patient was diagnosed with persistent poly-

clonal B-cell lymphocytosis (PPBL), a rare hematological disordermim-

icking low-grade B-cell lymphoma with a benign clinical course. PPBL

usually occurs in young tomiddle-agedwomenwho smoke, and is char-

acterized by persistent polyclonal B-cell lymphocytosis with binucle-

ated lymphocytes, elevated polyclonal serum IgMand splenomegaly [1,

2]. Apart from smoking, other etiological factors associated with PPBL

include chronic EBV infection and genetic predisposition [3, 4]. PPBL

has also been frequently associated with chromosomal abnormalities

andmultipleBCL2/IG gene rearrangements. There is no standard treat-

ment, but smoking cessation and splenectomy have been reported

to be effective in managing patients with this condition. Awareness

of this entity is key to avoid misdiagnosis and provide optimal

patient care.
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