ZytoLight® SPEC CREBBP Dual Color Break Apart Probe

Intended Purpose

The ZytoLight SPEC CREBBP Dual Color Break Apart Probe is designed for the
detection of translocations involving the chromosomal region 16p13.3 har-
boring the CREBBP (CREB binding protein, a.k.a. CBP, RTS) gene. The CREBBP
protein regulates transcription by means of histone acetyltransferase acti-
vity and by binding to several proteins with key cell cycle functions, such
as p53 and NFkB.

Rearrangements of the CREBBP gene have been observed in several hema-
tologic malignancies. Three different fusion partners have been described
so far.

KMT2A (a.k.a. MLL) is fused to CREBBP in therapy-related acute myeloid
(AML) or lymphoid leukemia (ALL) and myelodysplastic syndrome (MDS)
with t(11;16)(q23.3;p13.3). The translocation t(10;16)(q22.2;p13.3) was repor-
ted in some AML cases and fuses KAT6B (a.k.a. MORF) to CREBBP. CREBBP
is also rearranged with KAT6A (a.k.a. MOZ) in de novo and therapy-related
AML with t(8;16)(p11.2;p13.3) after treatment with topoisomerase Il inhibi-
tors. This rearrangement is associated with an infrequent but well-defined
type of AML that has characteristic morphocytochemical features. The pro-
gnosis is usually extremely poor, with a median survival of two months. The
KAT6A/CREBBP AML tends to develop within two years of adjuvant chemot-
herapy, especially in former breast cancer patients.

Thus, FISH analysis for the detection of CREBBP translocation may serve as
a diagnostic tool to identify cases with hematologic malignancies with an
aggressive presentation.
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Probe Description

The ZytoLight SPEC CREBBP Dual Color Break Apart Probe is composed of:
IyGreen (excitation 503 nm/emission 528 nm) labeled polynuc-
leotides (~10,0 ng/pl), which target sequences mapping in 16p13.3*
(chr16:3,978,217-4,521,684) proximal to the CREBBP breakpoint region
(see Fig. 1).
ZyOrange (excitation 547 nm/emission 572 nm) labeled polynuc-
leotides (~4,5 ng/pl), which target sequences mapping in 16p13.3*
(chr16:3,287,067-3,762,188) distal to the CREBBP breakpoint region (see
Fig. 1).
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Fig. 1: SPEC CREBBP Probe map (not to scale); Right: Ideogram of chromosome 16 indicating the
hybridization locations

Results

Normal situation: In interphases of normal cells or cells without a trans-
location involving the CREBBP gene region, two green/orange fusion si-
gnals appear.

Aberrant situation: One CREBBP gene region affected by a translocation
is indicated by one separate green signal and one separate orange signal.

Hybridized to normal interphase cells as indicated
by two orange/green fusion signals per nucleus.
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ZytoLight® SPEC FUS Dual Color Break Apart Probe

Intended Purpose

The ZytoLight SPEC FUS Dual Color Break Apart Probe (PL87) is intended to
be used for the qualitative detection of translocations involving the human
FUS gene at 16p11.2 in formalin-fixed, paraffin-embedded specimens by
fluorescence in situ hybridization (FISH). The probe is intended to be used
in combination with the ZytoLight FISH-Tissue Implementation Kit (Prod. No.
1-2028-5/-20).

The product is intended for professional use only. All tests using the product
should be performed in a certified, licensed anatomic pathology laboratory
under the supervision of a pathologist/human geneticist by qualified per-
sonnel.

The probe is intended to be used as an aid to the differential diagnosis of
various cancers and therapeutic measures should not be initiated based on
the test result alone.

Probe Description

The ZytoLight SPEC FUS Dual Color Break Apart Probe is composed of:
IyGreen (excitation 503 nm/emission 528 nm) labeled polynuc-
leotides (~10 ng/pl), which target sequences mapping in 16p11.2"
(chr16:30,383,304-31,007,836) distal to the FUS breakpoint region (see
Fig. 1).
ZyOrange (excitation 547 nm/emission 572 nm) labeled polynuc-
leotides (~4.5 ng/pl), which target sequences mapping in 16p11.2*
(chr16:31,213,259-31,927,155) proximal to the FUS breakpoint region
(see Fig. 1).
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Fig. 1: SPEC FUS Probe map (not to scale)

Ideogram of chromosome 16 indicating the hybridization locations

Results
Normal situation: In interphases of normal cells or cells without a trans-
location involving the FUS gene region, two green/orange fusion signals
appear.
Aberrant situation: One FUS gene region affected by a translocation is
indicated by one separate green signal and one separate orange signal.

Hybridized to normal interphase cells as
indicated by two orange/green fusion
signals per nucleus.

Example of an aberrant signal pattern:
Myxoid liposarcoma tissue section with
translocation affecting the 16p11.2 locus
as indicated by one non-rearranged
orange/green fusion signal, one orange
signal, and one separate green signal.
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