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DNA TEST REPORT — MEDGENOME LABORATORIES

Order ID/Sample ID: 100423/246596; 100423/246591  Sample Type: Blood (2.5 ml) in EDTA tube
Full name/Ref no: Mr. Ankur Bhardwaj (246596) . )
. Date & time of Sample Collection:
Mr. Roop Singh (236639) NA
Referring Clinician: ~ Dr. Amit Verma, Date & time of Sample Receipt: 26-02-2019; 04.25 PM
Molq, Order Date & time 27-02-2019; 04.55 PM
Gurgaon Date & time of Report: 02-04-2019; 06.30 PM
Test Requested: Additional family member (investigational) testing (MGM1157)

CLINICAL DIAGNOSIS / SYMPTOMS / HISTORY

The index patient, Ms. Krishnadevi Bhardwaj with no family history of cancer. She was found to harbor a heterozygous variation
in the BRCA2 gene. Her son and brother are being evaluated for the same variation.

RESULT SUMMARY

Analysis for: Variation detected by Next Generation Sequencing in the BRCA2 gene of Ms. Krishnadevi Bhardwaj

(90971)
. . Variation - -
SI.  Sample Name, Re:ztil:g:)lzlp Gene Exon / Variation reported in detected in Chmgilf:?nr;ldltlon
no. ID Gender, Age . Name Intron the index patient family v
patient " member
member
Mr. Ankur Present
1. 246596 Bhardwaj, Son Het Asymptomatic
Male, 32yrs chr13:32893238G>G/ (Heterozygous)
BRCA2 Exon3 A (HET); c.92G>G/A;
Mr. Roop p.Trp31Ter
2. 246591 Singh, Male, Brother Present Asymptomatic
6ayrs (Heterozygous)

* The variant analysis in Sanger sequencing is based on the BRCA2 Reference sequence ENST00000544455 [1]. The exon number
and nucleotide numbers will differ based on the reference file chosen and the database used.

INTERPRETATION

A heterozygous nonsense variation in exon 3 of the BRCA2 gene (chr13:32893238G>G/A; ¢.92G>G/A) that results in a stop codon
and premature truncation of the protein at codon 31 (p.Trp31Ter) was detected in index patient, Ms. Krishnadevi Bhardwaj
(Sample ID: 90971) by NGS and was further validated by Sanger sequencing.

The same pathogenic variation was detected in heterozygous condition in the asymptomatic son of the index patient, Mr. Ankur
Bhardwaj (Fig. 1 A) and asymptomatic brother of the index patient, Mr. Roop Singh (Fig. 1 B). Males with BRCA2 gene variations
are at increased risk of developing cancers of prostate and breast [2]. Incomplete penetrance and variable age of cancer
development have been reported in BRCA2 gene variants [3]. Hence the results have to be carefully correlated with clinical
condition of the individuals tested.
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TEST METHODOLOGY

Exon 3 of the BRCA2 gene was PCR - amplified and the product was sequenced using Sanger sequencing. In case of mosaicism in
leucocytes, the detection limits of Sanger sequencing for presence of variation is ~12%. The sequence was aligned to available
reference sequence ENSTO0000544455 [1] to detect variation using variant analysis software programs.
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ANNEXURE-I

Fig1: Sequence chromatogram and alignment to the reference sequence showing the variation in exon 3 of the BRCAZ
gene (chr13:32893238G>6G/A; c.926>G/A; p.Trp31Ter) detected in heterozygous condition in Mr. Ankur Bhardwaj (A)
and Mr. Roop Singh (B).

A. 246596 — Son of the index patient (Mr. Ankur Bhardwaj)

| BRCAZ 2.03 TAGGACCAATAAGTCTTAATTEGTITGAAGRACTTITICTICAG!
| 248508 BRCAZ2 R TEGGAGCARTARGTET T ARNNEETHT G ARG ARG T T TCTTCAG]
2 fragment bases lzo | EYS lioo 110 |
at consensus TAGGACCAATAAGTCTTAATTEIGTITGAAGRAACTTTCTTCAG]
Sostion 88 || oo RIS T
>G/h:c.92G3G/A; p.Trp3lTer
Chromatograms from Contig[0003]

= 246396_BRCAZ_R_B03_2019-03-22 Fragment base #39_B
T A A G T C T T A AT THEAG T T T G A A
i T T 2 A 4d AR AT T A ATI ARAAI TTIT

!

B. 246591 — Brother of the index patient (Mr. Roop Singh)

BRCAZ .03 TAGGACCAATAAGTCTTAATTEGTITGAAGRACTTITICTICAG?
248591_BRCAZ A |THGGAECAET ARG TE T TAENEGHTHG ABGARCTTTCTTCRG?
2fragment bases | D&0 lag 100 110 | K|
at consensus TAGGACCAATAAGTCTTAATTEIGTTTGAAGRAACTTTCTTCAG!
B B R T

Chromatograms from Contig[0001]

=246591_BRCAZ_R_CO03_2019-03-22 Fragment base #100. B:
G T € T T & AT TH G T T T G & A ¢
J A 4 A AT TA AT I A AAI TT

!

r A A
1 7T T

End of Report
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