BCR-ABL1T Mutation Testing

TEST DESCRIPTION

MolecularMD has designed and validated bi-directional
Sanger sequencing assays to identify mutations in the p210
and p190 transcripts of the BCR-ABL1 fusion gene. Our assay
spans an extended region including the kinase and SH2-SH3
regulatory domains and is able to detect over 40 amino acid
substitutions including the T3151 mutation.

The MolecularMD Clinical Laboratory offers sensitive,
reproducible and highly specific BCR-ABL1 mutation testing
to aid in patient selection for appropriate therapy and potential
monitoring of treatment efficacy.

CLINICAL UTILITY

Targeted BCR-ABL1 kinase inhibitors are now an effective first-line

DISEASE RELEVANCE
e Chronic myelogenous leukemia
e Ph+ acute lymphocytic leukemia

DRUG RELEVANCE
e ABL1 tyrosine kinase inhibitors

SENSITIVITY
e ~20% mutant allele

STANDARD TURN AROUND TIME
e 8 days

RELATED ASSAYS
e BCR-ABL1 quantification (p210 and p190)
e BCR-ABL1 fragment analysis

treatment for the majority of Ph+ CML and Ph+ ALL patients. However, the treatment of patients with primary or
acquired resistance to these therapies remains a challenge. Mutations in the kinase and SH2-SH3 regulatory domains

are responsible for the majority of cases of TKI resistance.'?

The efficacy of second and third generation drugs may correlate with specific mutations. Therefore, a sensitive, specific
and reproducible method for genotyping BCR-ABL1 in clinical samples is required to aid in patient selection for

appropriate therapy and potential monitoring of treatment efficacy.

ASSAY SPECIFICATIONS

Mutations Detected: | Alterations in codons 30-510

Sample Type: Peripheral blood or bone marrow

Peripheral blood: 1x10 ml EDTA tube or
2x5 ml PAXgene tubes
Bone marrow: 1x2 ml EDTA

Sample
Requirements:

Sensitivity: ~20% mutant allele

Standard TAT: 8 days

1. Cell Cycle 2011; 10:250-260 2. Blood 2011; 116:3278-3285
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Portland, OR 97219 www.molecularmd.com

EXPERIENCE

MolecularMD’s centralized CLIA-certified and
CAP-accredited molecular diagnostics laboratory
has a proven track record in supporting pivotal
international clinical research programs. We

are a preferred provider of specialty molecular
diagnostics services to pharmaceutical and
biotech drug developers, offering assays that
are rigorously validated to provide rapid and
reproducible results that enable prompt clinical
decision-making relevant for both solid tumors
and hematological malignancies. Our experience
and commitment to quality make MolecularMD
a leader in reference lab services and an optimal
partner for companion diagnostics development.
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PHYSICIAN / FACILITY / CLIENT INFORMATION

PHYSICIAN: physician test LOCATION: Test location

CONTACT PERSON: physician test CONTACT PHONE #:

PATIENT INFORMATION SPECIMEN INFORMATION

NAME/INITIALS: test, seq SPECIMEN ID #: NOV2007-000002

ID #: 002NOV SPECIMEN DATE: 03/01/2007 TIME 10:00am
DOB: 03/01/1985 RECEIVED DATE: 03/07/2007 TIME 9:00am
AGE: 22 SEX: M REPORT DATE: 03/07/2007

RESULTS & INTERPRETATION

BCR-ABL Kinase Domain Sequencing Results

Tube Mutation 1 Mutation 2 Mutation 3
EDTA E255V N/A N/A
INTERPRETATION

The E255V mutation was detected.

Test Description:

As per your request, we have completed mutation analysis of BCR-ABL, a marker for the presence of transcriptionally active Philadelphia chromosome positive leukemia cells. For this
assay, the total RNA from whole blood leukocytes is reverse transcribed with random primers and the cDNA product is amplified with BCR-ABL-specific primer sets. The PCR product is
then sequenced with ABL-specific primers. The assay detects mutations in the ABL kinase domain and additional ABL domains of the BCR-ABL fusion protein, between amino-acids 30
and 510. The limit of detection of the assay is 20-30% depending on the mutation.

Electronically Signed By:

Director, Clinical Services Laboratory Director
Scientist Pathologist
(Case signed 03/07/2007) (Case Reviewed 03/07/2007)

This test was developed and it's performance characteristics determined by this laboratory. It has not been cleared or approved by the FDA. The
laboratory is regulated under CLIA of 1988. 2611 SW 3rd. Ave  Portland, OR 97201 T: 503-459-4974  F: 503-459-4976 ~ www.molecularmd.com

For more information on BCR-ABL1 Mutation Testing, email bd@molecularmd.com or call +1 877-459-4979
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