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Homologous Recombination Repair Gene Panel (Germline) Extended

Specimen Type

EDTA peripheral blood

Specimen Collection Date & Time Date & Time of Accessioning

15/07/2024 17/07/2024 13:08 Hrs

Case Number:
Patient Name:
Age/Sex:

Patient Location:
Hospital Name:
Physician Name:

Date & Time of Reporting:

24010010576

R. A. D. G. FRANCIS

72 Yrs/Male

Colombo

Aegle Omics (Private) Limited
Dr. Mahendra Perera

09/08/2024 10:00 Hrs

TEST INFORMATION

The geneCORE Homologous Recombination Repair Gene Panel (Germline) Extended test is a targeted next-

generation sequencing (NGS) assay that enables the detection of clinically relevant genomic alterations: sin-

gle nucleotide variants (SNVs) and small Insertion/ Deletions (Indels) from DNA, within the 28 unique Homol-

ogous Recombination Repair (HRR) pathway genes, from peripheral blood sample. This assay is designed to

facilitate successful selection and identification of samples most likely to derive responses from PARP inhibi-

tors.
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RECOMMENDATIONS

1. Genetic counseling is recommended for the accurate interpretation of test results.

2. Clinical correlation of the identified variant is mandatory and If the identified variant do not correlate completely with the patient’s

phenotype, then the additional testing needs to be considered based on referring clinician's discretion.

3. The observed variant (s) has been identified by NGS, therefore, Sanger confirmation is recommended.

4, BRCA1 & BRCA2 MLPA study is recommended to analyze deletion/duplications in the sample.

5. 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.
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Homologous Recombination Repair Gene Panel (Germline) Extended

Case Number: 24010010576 Patient Name: R. A.D. G. FRANCIS Ordering Physician Name: Dr. Mahendra Perera

QC METRICS - DNA

MEAN_TARGET_COVERAGE 1151.35
PCT_TARGET_BASES_100X 100.00%
AFTER FILTERING Q30_RATE 93.27%

VARIANT ANNOTATION

Variant classification (based on ACMG recommendations)
Class 1 — Pathogenic

Class 2 — Likely pathogenic

Class 3 — Variant of uncertain significance (VUS)

Class 4 — Likely benign

Class 5 — Benign

HRD DESCRIPTION

e Homologous recombination deficiency (HRD) is a phenotype that is characterized by the inability of a cell to effectively repair DNA
double-strand breaks using the homologous recombination repair (HRR) pathway. A deficiency in the HRR pathway has been asso-
ciated with several tumor types including breast, ovarian, prostate, and pancreatic cancers and has been termed homologous re-
combination deficiency (HRD), whereas tumors that are not HRD are termed homologous recombination proficient (HRP).

e Loss-of-function genes involved in this pathway can sensitize tumors to poly(adenosine diphosphate [ADP]-ribose) polymerase
(PARP) inhibitors and platinum-based chemotherapy, which target the destruction of cancer cells by working in concert with HRD
through synthetic lethality.

e [PMID: 35274707].
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https://pubmed.ncbi.nlm.nih.gov/35274707/
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Homologous Recombination Repair Gene Panel (Germline) Extended

Case Number: 24010010576 Patient Name: R. A.D. G. FRANCIS Ordering Physician Name: Dr. Mahendra Perera

THERAPY RECOMMENDATIONS—PARP INHIBITORS

FDA APPROVED DRUGS

INDICATION

e Ovarian epithelial, fallopian tube, or primary peritoneal cancer.

Rucaparib Camsylate e Prostate cancer (Castration-Resistant) that is metastatic, has a germline or so-
matic mutation in the BRCA1 or BRCA2 gene

e Breast cancer that is HER2 negative and has certain germline mutations in
the BRCA1 or BRCA2 gene.

e Ovarian epithelial, fallopian tube, or primary peritoneal cancer.

Olaparib* e Pancreatic cancer that has certain germline mutations in
the BRCA1 or BRCA2 gene.

e Prostate cancer (Castration-Resistant) that is metastatic, has a germline or so-
matic mutation in the BRCA1 or BRCA2 gene

e Breast cancer that is HER2 negative and has certain germline mutations in

the BRCA1 or BRCA2 gene.
Talazoparib Tosylate

e Prostate cancer (Castration-Resistant) that has certain mutations in genes in-
volved in the HRR pathway.

Niraparib* Tosylate Monohy-

e Prostate cancer (Castration-Resistant) that is metastatic, has a germline or so-

drate and Abiraterone Ace- i o
matic mutation in the BRCA1 or BRCA2 gene

tate

*0n 23 October 2019, the US Food and Drug Administration (FDA) approved niraparib for patients with advanced
ovarian, fallopian tube, or primary peritoneal cancer treated with three or more prior chemotherapy regimens

and whose cancer is associated with homologous recombination deficiency (HRD)-positive status.

*on May 8, 2020, expanded the indication of olaparib to include its use in combination with bevacizumab for first

-line maintenance treatment of homologous recombination deficient (HRD)—positive advanced ovarian cancer.
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https://www.cancer.gov/about-cancer/treatment/drugs/rucaparibcamsylate
https://www.cancer.gov/about-cancer/treatment/drugs/olaparib
https://www.cancer.gov/about-cancer/treatment/drugs/talazoparibtosylate
https://www.cancer.gov/about-cancer/treatment/drugs/niraparib-tosylate-monohydrate-and-abiraterone-acetate
https://www.cancer.gov/about-cancer/treatment/drugs/niraparib-tosylate-monohydrate-and-abiraterone-acetate
https://www.cancer.gov/about-cancer/treatment/drugs/niraparib-tosylate-monohydrate-and-abiraterone-acetate
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TEST DETAILS

e The geneCORE Homologous Recombination Repair Gene Panel (Germline) is a targeted, next-generation sequenc-
ing (NGS) assay that enables the detection of relevant SNVs, and indels from 28 unique genes. The test utilizes in-house validated
assay that sequences 28 HRR Genes.

e The genes that are coved in the assay are: ATM, BARD1, BRCA1, BRCA2, BRIP1, CDK12, CHEK1, CHEK2, FANCD2, FANCL, KRAS,
MRE11, NBN, PALB2, PIK3CA, POLD1, POLE, PPP2R2A, PTEN, RAD50, RAD51, RAD51B, RAD51C, RAD51D, RAD52, RAD54L, TP53
and XRCC2.

TEST METHODOLOGY

e Genomic DNA is isolated from the peripheral Blood is used for targeted capture-based Library preparation. Targeted capture
provides an efficient and sensitive means for sequencing specific genomic regions in a high-throughput manner. The libraries
were sequenced to mean >500x coverage on lllumina Novaseq 6000 sequencing platform with Paired End 2x150 chemistry.

e  GATK bioinformatics pipeline has been followed for identification of variants in the sample. The output sequences are aligned
to the NCBI RefSeq transcripts and human genome build (GRCh37).

e The raw read sequences obtained from NGS are processed to remove adapters and filter poor quality reads.

e  Clinically relevant germline mutations were identified and annotated using published variants in literature and a set of diseases
databases.

e The canonical transcript has been used for clinical reporting, which is usually the longest coding transcript with strong/multiple
supporting evidence. However, clinically relevant variants annotated in alternate complete coding transcripts could also be
reported.

e  Multiple in-silico predictors, such as SIFT, PolyPhen, MutationTaster, NNSPLICE, and ASSP etc. are used for variant impact on
the protein function. Population and literature databases such as 1000Genome, dbSNP, Exome Aggregation Consortium
(EXAC), genome Aggregation Database (gnomAD), ClinVar, HGMD and PubMed etc are used for variant summary and classifica-
tion.

e Variants are labelled based on the American College of Medical Genetics (ACMG) recommendations for 5-tier variant classifica-
tion system: Pathogenic, Likely Pathogenic, Variant of Uncertain Significance (VUS), Likely Benign and Benign.
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Despite all precautions taken, the error (administrative and technical) associated with these types of molecular diagnostic tests can be
as high as 1% to 2%. Rare polymorphisms may be present that could lead to false negative or false positive results. The quality of se-
guencing and coverage varies between regions; many factors such as homopolymers, GC-rich regions etc. influence the quality of se-
quencing and coverage. This may result in an occasional error in sequence reads or lack of detection of a particular genetic variant. Fur-
thermore, A negative (wild type) result does not rule out the presence of a mutation or rearrangement resulting in targeted fusion, that
may be present but below the limits of detection of this assay. Variants that have not been confirmed by an independent analysis could
represent technical artifacts. Not all variants detected may be listed in the report. Inclusion of variants is dependent upon our assess-
ment of their clinical significance. Additionally, the presence of a mutation may not be predictive of response to therapy in all patients.
The selection of any potential treatment/course of action based on this report rests solely within the decision and judgment of the
treating physician and patient. Decisions on patient care should be based on the independent medical judgment of the treating physi-
cian based upon all available clinical information, according to the applicable standard of care and should not be based solely on the
tests and information contained in this report. Accurate interpretation of this report is dependent on provided detailed clinical history
of the patient. In the event of unavailability of detailed clinical history, the lab cannot guarantee the accuracy of the interpretation. The
results and interpretation are based on current knowledge and might change in the future. Some findings listed in this report may be
based on pre-clinical studies or studies not in the given patient's tumor type.
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Scan to Connect

If you have any questions about this report or would like to have a conversation about the test results,
please feel free to reach out to us at

+91 88828 99999 or info@corediagnostics.in

1. 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.

2. The test results relate specifically to the sample received in the lab and are presumed to have been

generated and transported per specific instructions given by the physicians/laboratory.

3. The reported results are for information and are subject to confirmation and interpretation by the referring
doctor.

4. Some tests are referred to other laboratories to provide a wider test menu to the customer.

5. 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 Diagnostics Pvt. Ltd. for deficiency of services, or other errors and omissions
shall be limited to fee paid by the patient for the relevant 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 (Central Reference Lab) - Gurugram
406, Udyog Vihar, Phase Ill, Gurugram, Haryana - 122016

CORE Diagnostics Satellite Lab - New Delhi
C-13, 1st Floor, Green Park Extension, New Delhi - 110016

67, Hargobind Enclave, New Delhi - 110092
H64, Block H, Bali Nagar, New Delhi - 110015

CORE Diagnostics Satellite Lab - Bhubaneswar CORE Diagnostics Satellite Lab - Bangalore
Plot No. - 249, Near Police Academy, AlIMS Nagar, 1st Floor, KMK Tower, 142 KH Road,
Patrapada, Bhubaneswar - 751019 Bangalore - 560027
CORE Diagnostics Satellite Lab - Lucknow CORE Diagnostics Satellite Lab - Guwahati

J.S. Tower, Plot No. - K-702, Sector K, Ashiyana, Near Raj Ground Floor, Honuram Boro Path, Shubham Velocity, GS Road,
Luxmi Sweets, Lucknow, Uttar Pradesh - 226012 Dispur, Kamrup Metropolitan, Guwahati, Assam - 781005

CORE Diagnostics Satellite Lab -Hyderabad

S. No.155, Mahalakshmi Trade Center, 2nd Floor, Thokatta -Village,
Diamond Point Road, Bowenpally, Secunderabad,Telangana-500009
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