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A 51-year-old man presented with acute hypoxemic respiratory fail-
ure in the setting of SARS-CoV-2 infection requiring mechanical ven-
tilation. A bronchoalveolar lavage (BAL) was performed on the 3rd 
postadmission day. ThinPrep of the BAL showed numerous scattered 
large atypical lymphoid cells with eccentric nuclei, vesicular chroma-
tin, and prominent nucleoli as well as scattered mature plasmacytoid 
lymphocytes and plasma cells (Figure 1, panels A & B). The findings 
were worrisome for involvement by a large cell lymphoma or a plasma 
cell neoplasm. A morphologic review of the patient's peripheral blood 
smear revealed no atypical lymphocytes or plasma cells. Flow cyto-
metric immunophenotyping was performed on the BAL fluid and 
revealed a large population of polytypic activated/plasmacytoid B 
cells that were positive for CD19, CD20, and CD38 and negative for 
CD138, CD56, CD5, and CD10. In addition, a smaller population of 
phenotypically unremarkable B cells and polytypic plasma cells was 

also detected (Figure 2, panels A–C). The patient was treated with 
remdesivir resulting in significant improvement in respiratory status. 
He was discharged on the 13th postadmission day. A repeat BAL per-
formed 2 days before the discharge showed complete resolution of 
the atypical lymphoid and plasma cell proliferation.

Profound proliferation of polytypic immunoblasts, plasmacytoid 
lymphocytes, and plasma cells can be seen in the peripheral blood 
of patients with viral infections (such as hepatitis, dengue fever, par-
vovirus B19, and Epstein–Barr virus), serum sickness, and autoim-
mune diseases. In rare instances, similar findings can be seen in the 
BAL fluid of patients with viral respiratory failure syndromes such as 
those caused by hantavirus and SARS-CoV-2.1–3 Recognition of this 
association along with the use of flow cytometry is essential to avoid 
misdiagnosis as a B-cell lymphoma with plasmacytic differentiation 
or a plasma cell neoplasm.

F I G U R E  1  (A) BAL ThinPrep showing 
immunoblasts (red arrows), plasmacytoid 
lymphocytes (blue arrows), and mature 
plasma cells (green arrows) (Papanicolaou 
staining, magnification ×40). (B) Oil 
immersion image of BAL showing 
immunoblasts (red arrows) and plasma 
cells (green arrow) (Papanicolaou staining, 
magnification ×100) 
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F I G U R E  2  (A) Flow cytometric immunophenotyping performed on BAL fluid showing a large population of activated/plasmacytoid 
B cells that is CD19 and CD38 positive (green population) and a smaller population of phenotypically unremarkable B cells (lavender 
population). (B&C) Both populations show polytypic expression for kappa and lambda surface light chains 
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