
INDICATIONS FOR TESTING
Elevated white blood cell count and lymphocytes

OR
Abnormal manual differential results

Absolute lymphocytosis >4000/µL or abnormal 
morphology

B-cell 
lymphoproliferative 

disorder

T-cell 
LGL

NK-cell 
LGL

Consider the following: 
Follicular lymphoma 
Burkitt lymphoma
Some diffuse large B-
cell lymphomas

Hairy cell 
leukemia

B-cell CLL
Mantle cell 
lymphoma

CONSIDER
t(11;14) IgH-CCND1
Translocation by FISH on 
fixed tissue
bcl-1/JH,t (11;14) 
Translocation by PCR, Fluid
Chromosome FISH, 
Interphase on fresh tissue

Large granular 
lymphocytosis (LGL)

ORDER Phenotyping by flow cytometry
Leukemia/Lymphoma Phenotyping 
(Comprehensive - Whole Blood)
Leukemia/Lymphoma Phenotyping  
(Comprehensive - Bone Marrow)

CONSIDER
IgVH Mutation Analysis 
by Sequencing 
ZAP-70 Analysis by 
Flow Cytometry
Chromosome FISH, 
CLL Panel
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Apparent 
reactive cause
(infection, post-
splenectomy)

Consider
reactive lymphocytosis 

positive findings

Consider Sézary 
syndrome

Consider anaplastic 
large cell lymphoma

Consider peripheral 
T-cell lymphoma 

NOS

Angioimmunoblastic 
lymphoma

CD10+ 
CD4+

CD4+
CD7-

CD26-

CD4+/-
CD8+/-

CD30+

Aberrant T-cell or NK-
cell phenotype

Manage cause 
and recheck 

white blood cell 
count

Unexplained 
persistence

CD19+ and/or CD20+  
Light chain restriction

CD57-, CD56-
and CD16-

At least 1 
positive: CD56, 
CD57 or CD16

no

Consider other etiologies:
Viral (Epstein Barr virus, 
cytomegalovirus, HIV, HTLV, 
hepatitis) 
Other (tuberculosis, rickettsia, 
brucella, toxoplasmosis, syphillis, 
babesia)

Infectious cause

Manage and 
recheck white blood 

cell count 

No infectious cause
Observe
Consider drug-
induced, 
hyperthyroidism, 
autoimmune thyroid 
disease, thymoma

CD3+CD3-

Follow-up T-cell clonality testing:
T-Cell Clonality by Flow Cytometry 
Analysis of TCR V-Beta
T-Cell Clonality Screening Assay by 
PCR, Fluid
T-Cell Clonality Screening Assay by 
PCR, Tissue
T-Cell Clonality Assessment by 
Restriction Fragment-Southern Blot 
Hybridization, Tissue 
T-Cell Clonality Assessment by 
Restriction Fragment-Southern Blot 
Hybridization, Fluid

CONSIDER
bcl-2/JH, t(14;18) Translocation by PCR, Fluid 
bcl-2/JH, t(14;18) Translocation by PCR, Tissue 
bcl-2/JH, t(14;18) Translocation by PCR, Paraffin
Chromosome FISH, Interphase
IGH/BCL2 t(14;18) by FISH for Detection in 
Follicular Lymphoma
IGH/MYC, CEP8 t(8;14) by FISH for Detection in 
Burkitt Lymphoma
LSI MYC t(8q;24) by FISH
Lymphoma (Aggressive) Panel by FISH

CD5-
CD10+

CD5-
CD10-

CD11c+ 
CD25+

CD103+

In immunocompromised 
patients (eg, post-transplant), 
consider EBV testing 

Epstein-Barr Virus (EBV) 
Probe, Paraffin

Lymphoma Phenotyping
Click here for topics associated with this algorithm

Dim CD20
CD23+

Low light chain 
intensity

Bright CD20
CD23-

High light chain 
intensity

CD5+
CD10-

yes
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