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BCR-ABL1 KD Gene Sequencing

Case Number: 102240085870
Specimen Type Patient Name: AMINATH NASHIDA
Age/Sex: 43 Yrs/Female
EDTA PERIPHERAL BLOOD

Patient Location: Colombo
E© 0 Hospital Name: Aegle Omics (Private) Limited

Specimen Collection Date & Time Date & Time of Accessioning .
Physician Name: Dr. Mahendra Perera
27/05/2024 29/05/2024 11:24 Hrs Date & Time of Reporting: 15/06/2024 18:23 Hrs

TEST METHODOLGY

Total Blood RNA was isolated from Peripheral Blood is used for NGS Library preparation.

The libraries were sequenced to mean depth: >1000xon next generation sequencing platform.

The raw read sequences obtained from NGS are processed to remove adapters and filter poor quality reads.
Clinically relevantmutations were identified and annotated using published variants in literature and a set of
diseases databases.

CLINICAL HISTORY

Chronic pain

RESULTS SUMMARY

‘ IRMA: Negative

Gene & Variant Depth Mutant Clinical Sensitivity to
Transcript Allele% Significance Imatinib
None
CLINICAL SIGNIFICANCE

e  Chronic myelogenous leukemia (CML) is characterized by the presence of the Philadelphia chromosome, the product of the t
(9;22)(934;q11) translocation. This translocation results in the BCR/ABL fusion protein with constitutive ABL tyrosine kinase
activity.

e CML accounts for approx20% of all adult leukaemias. Imatinib is a targeted tyrosine kinase inhibitor for patients suffering from
Chronic Myeloid Leukemia (CML). Patients’ response to Imatinib has been significantly better and with fewer side effects than
other available therapies.

e The kinase inhibitor imatinib inhibits ABL kinase activity and is now the standard of care for early phase CML. Prolonged treat-
ment with imatinib can lead to drug resistance, especially in patients with advanced disease.
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e Alarge portion of resistant patients have acquired point mutations in the ABL kinase domain that renders the kinase resistant to
the drug. Sites of point mutations in ABL associated with imatinib resistance span the entire kinase domain but often cluster in im-
portant hotspots.

e  Patients who initially responded well to Imatinib have at times relapsed due to the development of resistance caused by changes in
the ABL1 kinase domain. This affects Imatinib’s ability of binding to the active site. CML patients on Imatinib are monitored with
guantitative RT-PCR and that patients with a log increase in quantitative BCR-ABL1 transcript levels are recommended to be as-
sayed for the presence of Imatinibresistance mutations.

e This Next generation sequencing test interrogates mutations in ABL1 kinase domain. Next Generation sequencing based IRMA
screening can offer early resistance analysis as NGS allows detection of >1% allele fraction detection. Traditional sanger sequencing
requires atleast 20% allele fraction for detection of mutation.

e Upon understanding the mutation status, the clinician intervenes by increasing the dosage of Imatinib or Switching to second gen-
eration inhibitors or Alternate treatment options depending on the exact mutation present that may be effective in controlling BCR
-ABL1 levels.

RECOMMENDATIONS

e  We recommend confirming the presence variants by Sanger Sequencing.

e The results should be interpreted in the context of the patient’s medical evaluation. Correlation of the genetic findings with
the clinical condition of the patient is required to arrive at accurate diagnosis, prognosis or for therapeutic decisions.

1. Soverini, Simona, et al. "Bcr-Abl kinase domain mutation analysis in chronic myeloid leukemia patients treatedwith tyrosine
kinase inihibitors: recommendations from an expert panel on behalf of European LeukemiaNet." Blood (2011): blood-2010.

2. Gorre, Mercedes E., et al. "Clinical resistance to STI-571 cancer therapy caused by BCR-ABL gene mutationor amplification."
Science 293.5531 (2001): 876-880
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Question?
Contact us at +91 124 4615 615
Toll Free Helpline +91 8882899999

The tests are carried out in the lab with the presumption that the specimen belongs to the patient named or identified in the

bill/test request form.

The test results relate specifically to the sample received in the lab and are presumed to have been generated and transport-

ed per specific instructions given by the physicians/laboratory.
The reported results are for information and are subject to confirmation and interpretation by the referring doctor.
Some tests are referred to other laboratories to provide a wider test menu to the customer.

Core Diagnostics Pvt. Ltd. shall in no event be liable for accidental damage, loss, or destruction of specimen, which is not
attributable to any direct and mala fide act or omission of Core Diagnostics Pvt. Ltd. or its employees. Liability of Core Diag-
nostics Pvt. Ltd. for deficiency of services, or other errors and omissions shall be limited to fee paid by the patient for the rele-

vant laboratory services.

This report is the property of CORE Diagnostics. The information contained in this report is strictly confidential and is only for

the use of those authorized. If you have received this report by mistake, please contact CORE Diagnostics

CORE Diagnostics National Reference Lab - Gurugram (102)

406, Udyog Vihar, Phase Ill, Gurgaon 122016

CORE Diagnostics Lab - New Delhi (103) CORE Diagnostics Lab - Bangalore (105)
C-13, Green Park Extension, New Delhi — 110016 1st Floor, KMK Tower, 142 KH Road, Bangalore - 560027
CORE Diagnostics Lab - Lucknow (109) CORE Diagnostics Lab - Bhubaneswar (108)
J.S. Tower, Plot No. K-702, Sector-K, Ashiyana, Plot No. 249, Near Police Academy, AIIMS Nagar,
Near Raj Luxmi Sweets, Lucknow-226012 Patrapada, Bhubaneswar-751019

This is a transcribed report and the test was performed at the laboratory OSL 14.
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