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Background
The FlexISH ® BCL2/BCL6 DistinguISH™ 
Probe is designed to detect rearrange-
ments involving the chromosomal regions 
18q21.33 and 3q27.3 harboring the BCL2 
(BCL2 apoptosis regulator, a.k.a. PPP1R50) 
gene and the BCL6 (BCL6 transcription 
repressor, a.k.a. ZNF51, LAZ3) gene, 
respectively. Using this probe, it is possible 
to simultaneously detect BCL2 and BCL6 re-
arrangements and, additionally, to discrim-
inate between possible aberrations affecting 
these chromosomal regions, individually. 
BCL2 encodes for a mitochondrial membrane 
protein that regulates apoptosis and is 
expressed in B-cells. BCL6 encodes for a 
protein that acts as a transcriptional repres-
sor involved in the regulation of lymphoid 
development and function. BCL2 and BCL6 
rearrangements are frequently found in vari-
ous Non-Hodgkin lymphomas. Additionally, 
BCL2 and BCL6 rearrangements are known 
to be concurrent with MYC rearrangements. 
MYC rearrangements with either BCL2 or 
BCL6 co-aberration are so-called double-hit 
B-cell lymphomas (DHL) known to be highly 
aggressive with poor prognosis. Rarely, 
triple-hit B-cell lymphomas (THL) showing  
simultaneous rearrangements of MYC, BCL2, 
and BCL6 occur. According to the  
revised 4th edition of the WHO classification 
of tumors of haematopoietic and lymphoid 
tissues (2017) DHL and THL are classified 
as high-grade B-cell lymphoma with MYC 
and BCL2 and/or BCL6 rearrangements. 
Hence, detection of BCL2 and/or BCL6 
rearrangements using Fluorescence in situ 
Hybridization (FISH) may be of diagnostic 
and prognostic relevance.

Probe Description
The FlexISH ® BCL2/BCL6 DistinguISH™ 
Probe is a mixture of five direct labeled 
probes hybridizing to the 18q21.33-q22.1 
and 3q27.3-q28 bands. The green fluo-
rochrome direct labeled probes hybridize 
proximal to the BCL2 and BCL6 break-
point regions, and the orange fluoro-
chrome direct labeled probes hybridize 
distal to the BCL2 and BCL6 breakpoint 
regions. The blue fluorochrome direct labe-
led probe hybridizes distal and proximal 
to the BCL6 breakpoint region. 

Results
In an interphase nucleus without BCL2 or 
BCL6 rearrangements, two BCL2 specific 
green/orange fusion signals and two 
BCL6 specific green/orange/blue fusion 
signals are expected. A BCL2 rearrange-
ment is indicated by one separate green 
and one separate orange signal, both not 
co-localizing with blue signals. A BCL6 
rearrangement is indicated by one separate 
green and one separate orange signal, 
both co-localizing with blue signals.
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Lymphoma tissue which shows two green/orange/blue 
fusion signals and one green/orange fusion signal. 
BCL2 rearrangement is indicated by one separate 

green and one separate orange signal, both not co-
localizing with blue signals.

Specimen kindly provided by Dr. Rontogianni, Athens, Greece.

DLBCL tissue which shows one green/orange/blue
fusion signal and one green/orange fusion signal.

BCL6 rearrangement is indicated by one
separate green and one separate orange signal,
both colocalizing with blue signals. Additionally,

one separate orange and one separate green
signal indicate a further BCL2 positivity,

confirming a BCL2/BCL6 co-rearrangement.
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Ideograms of chromosomes 3 (left) and 
18 (right) indicating the hybridization locations.
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Prod. No. Product   Label Tests* (Volume)
Z-2283-50 FlexISH BCL2/BCL6 DistinguISH Probe     / /  5 (50 μl)

Z-2283-200 FlexISH BCL2/BCL6 DistinguISH Probe     / /  20 (200 μl)

Related Products
Z-2182-5  FlexISH-Tissue Implementation Kit       5
   Incl. Heat Pretreatment Solution Citric, 150 ml; Pepsin Solution, 1 ml; 5x FlexISH Wash Buffer, 150 ml; DAPI/DuraTect-Solution, 0.2 ml

Z-2182-20  FlexISH-Tissue Implementation Kit       20
   Incl. Heat Pretreatment Solution Citric, 500 ml; Pepsin Solution, 4 ml; 5x FlexISH Wash Buffer, 500 ml; DAPI/DuraTect-Solution, 0.8 ml

Z-2099-20 ZytoLight FISH-Cytology Implementation Kit      20
 Incl. Cytology Pepsin Solution, 4 ml; 20x Wash Buffer TBS, 50 ml; 10x MgCl2, 50 ml; 10x PBS, 50 ml; Cytology Stringency Wash Buffer SSC, 500 ml; Cytology Wash Buffer SSC, 500 ml; DAPI/DuraTect-Solution, 0.8 ml
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