ZytoLight® SPEC CUX1/EZH2/CEN 7 Triple Color Probe

Intended Purpose

The ZytoLight SPEC CUX1/EZH2/CEN 7 Triple Color Probe (PL172) is intended to
be used for the qualitative detection of deletions involving the human CUX1
gene and the human EZH2 gene as well as the detection of chromosome
7 alpha satellites in cytological specimens by fluorescence in situ hybridi-
zation (FISH). The probe is intended to be used in combination with the
ZytoLight FISH-Cytology Implementation Kit (Prod. No. Z-2099-20).

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 CUX1/EZH2/CEN 7 Triple Color Probe is composed of:
IyGreen (excitation 503 nm/emission 528 nm) labeled polynuc—
leotides (~10.0 ng/pl), which target sequences mapping in 7q22.1°
(chr7:101,270,255-101,934,924) harboring the CUX1 gene region (see
Fig. 1).
IyOrange (excitation 547 nm/emission 572 nm) labeled polynuc—
leotides (~4.5 ng/pl), which target sequences mapping in 7q36.1°
(chr7:148,402,839-148,647,927) harboring the EZH2 gene region (see
Fig. 1).
ZyBlue (excitation 418 nm/emission 467 nm) labeled polynucleotides
(~12.0 ng/pl), which target sequences mapping in 7p11.1-q11 specific
for the alpha satellite centromeric region D71 of chromosome 7.
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Fig. 1: Top: SPEC CUX1 Probe map; Bottom: SPEC EZH2 Probe map (not to scale); Right: Ideogram of
chromosome 7 indicating the hybridization locations

Results

Normal situation: In interphases of normal cells or cells without a dele-
tion involving the respective gene regions, two green, two orange, and
two blue signals appear.

Aberrant situation: In a cell with deletion affecting the CUX1 gene region
and/or the EZH2 gene region, a reduced number of green and/or orange
signals will be observed. Deletions affecting only parts of the respective
gene regions might result in a normal signal pattern with signals of re-
duced size. Monosomy 7 will result in a loss of one green, one orange,
and one blue signal.

Example of an aberrant signal pattern:
Bone marrow smear with deletion of

Example of an aberrant signal pattern:
Bone marrow smear with deletion
of the CUX1 gene as indicated by one the EZH2 gene as indicated by one oran-
green signal in each nucleus. ge signal in each nucleus.
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ZytoLight® SPEC MET/CEN 7 Dual Color Probe

Intended Purpose

The ZytoLight SPEC MET/CEN 7 Dual Color Probe (PL46) is intended to be
used for the qualitative detection of amplifications involving the human
MET gene as well as the detection of chromosome 7 alpha satellites in
formalin-fixed, paraffin-embedded specimens, such as non-small cell lung
cancer (NSCLC), by fluorescence in situ hybridization (FISH). The probe is
intended to be used in combination with the ZytoLight FISH-Tissue Imple-
mentation Kit (Prod. No. Z-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
NSCLC and therapeutic measures should not be initiated based on the test
result alone.

Probe Description

The ZytoLight SPEC MET/CEN 7 Dual Color Probe is composed of:
IyGreen (excitation 503 nm/emission 528 nm) labeled polynuc—
leotides (~10 ng/pl), which target sequences mapping in 7q31.2°
(chr7:115,925,700-116,718,699) harboring the MET gene region (see Fig.
1).
ZyOrange (excitation 547 nm/emission 572 nm) labeled polynucleoti-
des (~1,5 ng/pl), which target sequences mapping in 7p11.1-q11.1 spe-
cific for the alpha satellite centromeric region D7Z1 of chromosome 7.
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Fig. 1: SPEC MET Probe map (not to scale); Right: Ideogram of
chromosome 7 indicating the hybridization locations

Results

Normal situation: In interphases of normal cells or cells without an am-
plification involving the MET gene region, two green and two orange
signals appear.

Aberrant situation: In cells with an amplification of the MET gene region,
an increased number of green signals or green signal clusters will be
observed.

Hybridized to normal interphase cells as
indicated by two orange and two green
signals in each nucleus.

NSCLC specimen cells with polysomy of
chromosome 7 as indicated by four
orange (CEN 7) and four green (MET)
signals in the nuclei.
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