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CytoCell KMT2A Breakapart FISH Probe Kit PDx

Cat. No. CDA-LPHO013 (10 tests)

The KMT2A (lysine methyltransferase 2A) gene at 11q23.3 is commonly rearranged in acute leukemias,
especially in infant leukemia. KMT2A rearrangements can be detected in approximately 70%-80% of infants
with acute lymphoblastic leukemia (ALL) and in 5-10% of pediatric and adult ALLs"2 They can also be found
in more than 50% of infants with acute myeloid leukemia (AML) and is also seen in 10% of adolescents and
2-3% of adults with AML. KMT2A rearrangements are also seen in mixed-phenotype acute leukemia, a rare
type of acute leukemia more common in infants and children than adults?.

To date, more than 90 partners have been identified with the most common partner genes being AFF1 (4g21),
MLLT3 (9p22) and MLLT1 (19p13.3)%. The KMT2A rearrangements lead to the expression of KMT2A fusion
proteins that interact with the nuclear protein menin. This KMT2A fusion protein — menin interaction leads
to aberrant expression of HOX genes and MEISI, causing a hematopoietic transformation block and leukemic
transformation®#°.
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Companion diagnostic

Indications for Use

The CDA-LPHO013 KMT2A Breakapart FISH Probe Kit PDx is a fluorescence in situ hybridization (FISH)
test used to detect rearrangement of the KMT2A region on chromosome 11 at location 11g23.3 in 3:1
methanol/glacial acetic acid fixed bone marrow specimens from patients with acute leukemia with
KMT2A rearrangement.

The assay is indicated for detecting the presence of rearrangements involving the KMT2A region as

a companion diagnostic to aid in identifying those patients for whom treatment with REVUFOR]®
(revumenib) is indicated in accordance with the approved therapeutic product labeling. The CDA-LPHO13
KMT?2A Breakapart FISH Probe Kit PDx is not intended for monitoring of residual disease.

Analytical Performance

Analytical Specificity

The analytical specificity of the CDA-LPHO013 KMT2A Breakapart FISH Probe Kit PDx was established
by analyzing a total of 200 target loci from metaphase chromosomes prepared from five normal male
peripheral blood samples.

The analytical specificity was calculated as the number of FISH signals that hybridized to the correct locus
divided by the total number of FISH signals hybridized. The result was then multiplied by 100, to give a
percentage, and is given with a 95% confidence interval. The analytical specificity of the KMT2A Breakapart
FISH Probe Kit PDx was 100%, as shown in Table 1.

KMT2A, Red 11923.3 200 200 100 98.12 - 100

KMT2A, Green 119233 200 200 100 98.12 - 100

Table 1 - Analytical Specificity for the CDA-LPHO13 KMT2A Breakapart FISH Probe Kit PDx
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Analytical Performance (cont.)

Analytical Sensitivity

The sensitivity of the CDA-LPH013 KMT2A Breakapart FISH Probe Kit PDx was evaluated using
interphase nuclei from karyotypically normal bone marrow samples, representative of the intended
population. Each sample was analyzed by two independent analysts, with each analyst scoring 100
nuclei per sample (200 nuclei per sample in total), resulting in 5,000 scorable nuclei evaluated across
25 samples for each study. The sensitivity, as shown in Table 2, was calculated as the percentage of cells
with the expected signal pattern, and the result is reported with a 95% confidence interval.

Study 1 4965 5000 99.30 99.04, 99.54

Study 2 4955 5000 99.10 98.81,99.35

Table 2 - Analytical Sensitivity for the CDA-LPHO13 KMT2A Breakapart FISH Probe Kit PDx

Characterization of Normal Cut-off Values

The normal cut-off for the CDA-LPHO013 KMT2A Breakapart FISH Probe Kit PDx, shown in Table 3, was
established using data from 1,600 AML and 25 ALL bone marrow samples negative for the rearrangement.
Two independent analysts each analyzed 100 interphase nuclei per sample. For the ‘1IFIR1G’ signal pattern,
the normal cut-off value was calculated to be 3.8% for AML and 3.1% for ALL. Analytical validation
demonstrating performance is limited to 1F1R1G signal pattern. Other signal patterns that are considered
positive for KMT2A rearrangement have not been validated.

AML 1F1R1G 1600 200 3 38

ALL 1FIR1G 25 200 2 31

Table 3 - Characterization of Normal Cut-off Values for the CDA-LPHO13 KMT2A Breakapart FISH Probe Kit PDx

For further information please consult the Package Insert.
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Clinical Summary

A single-site retrospective bridging study evaluated the CDA-LPHO013 KMT2A Breakapart FISH Probe Kit
PDx as a companion diagnostic (CDx) for revumenib, an oral menin inhibitor for the treatment of relapsed
or refractory acute leukemia with a KMT2A rearrangement in adult and pediatric patients 1 year and older.

The study used blinded, randomized, de-identified 3:1 methanol/acetic acid-fixed bone marrow samples
from patients enrolled in Syndax’s Phase 1/2 trial (SNDX-5613-0700) and additional procured samples.
Clinical performance was assessed by bridging CDx results to the Clinical Trial Assay (CTA), with primary
efficacy defined by CR/CRh rates in CDx-positive patients.

Of 139 trial patients identified as KMT2A-rearrangement positive, 63 samples were available for CDx testing.
An additional 102 negative samples were tested, which together with the 63 available positive samples
comprised the CDx-evaluable cohort.

The study required 295% concordance between CDx and local diagnostic results for positive, negative, and
overall agreement. All acceptance criteria were met.

PPA 95.2 (60/63) 86.7,99.0
NPA 100.0 (102/102) 96.4,100.0
OPA 98.2 (162/165) 94.8,99.6

Data includes all CDx-evaluable patients in Phase 1/2 of SNDX-5613-0700.
PPA = Positive percent agreement, NPA = Negative percent agreement, OPA = Overall percent agreement.

Table 4 - Concordance between CDA-LPHO13 KMT2A Breakapart FISH Probe Kit PDx and clinical trial assay (CTA)

Efficacy was estimated from the CDx-evaluable population for patients enrolled into the SNDX-5613-0700
trial and tested positive using the CDx, as the proportion achieving complete remission (CR) or CR with
partial hematologic recovery (CRh). Response rate is detailed in Table 5 below.

CR/CRh 15 25.01147, 3791

CR - Complete Remission 10 16.7 18.3, 28.5]

CRh - CR with partial hematologic recovery 5 8.31[2.8,184]
Other response’ 45 75.0162.1, 85.3]

Includes best response data for all CDx-evaluable patients in Phase 1/2 of SNDX-5613-0700.
Other responses to therapy include: CRi - CR with incomplete hematologic recovery, CRp - CR with incomplete platelet recovery, MLFS - Morphologic leukemia
free state, No response, PD - Progressive disease, PR - Partial remission, Response missing. and Unknown.

Table 5 - CR/CRh for CDA-LPHO13 KMT2A Breakapart FISH Probe Kit PDx positive patients

For further information please consult the Package Insert.
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Limitations

This device is designed to detect rearrangements with breakpoints in the region bounded by the red and green clones in this probe
set, which includes the KMT2A gene. Breakpoints outside of this region, or variant rearrangements wholly contained within this
region, may not be detected with this device.

This device is not intended for monitoring of residual disease or for use as prenatal test, or population-based screening test.
This device has not been validated for sample types, disease types, or purposes outside of those stated in the indications for use.
Reporting and interpretation of FISH results should be performed by a qualified pathologist or cytogeneticist.

Reporting and interpretation of FISH results should be consistent with professional standards of practice and should take into
consideration other clinical and diagnostic information. Failure to adhere to the protocol may affect the performance and lead to
false results.

The reproducibility of the test in samples with positivity ranging between 3.1-6.2% for ALL and 3.8-7.6% for AML are 65.3% and 75%,
respectively. Therefore, use caution when interpreting results within this range.

Analytical validation demonstrating performance is limited to 1F1R1G signal pattern. Other signal patterns that are considered
positive for KMT2A rearrangement have not been validated.

This device is intended for in vitro diagnostic use only.

For prescription use only.

KMT2A Breakapart FISH Probe Kit PDx Acute Leukemia CDA-LPHO13 DS083/CDA

*Kit includes FISH probe and DAPI. For sale in the US only. This product has not been licensed in accordance with Canadian law.

General inquiries ‘o Ordering information
US +1 914 467 5285 US +1 833 208 4648
contact@ogt.com OGTorders@sysmex.com
ogt.com ogt.com
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Oxford Gene Technology Inc., 520 White Plains Road, Suite 500, Tarrytown, NY 10591, USA

CytoCell: © Oxford Gene Technology IP Limited - 2025. CytoCell® AML/MDS range of FISH probe kits and CytoCell KMT2A Breakapart FISH Probe Kit PDx: Refer to
individual test kit Package Insert for the specific intended use and limitations. For In Vitro Diagnostic Use. Rx only. For sale in the US only. This product has not been licensed
in accordance with Canadian law. Other CytoCell and myProbes® FISH probes: Analyte Specific Reagent. Analytical and performance characteristics are not established.
REVUFOR® is a registered trademark of Syndax Pharmaceuticals, Inc.
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