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Guidelines for Genetic Counseling and Reporting of Cancer Genetic Test Results: Genetic
Test for Hereditary Cancer-predisposing Syndrome Using Next-generation Sequencing
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Genetic counseling and reporting on cancer genetic test results using next-generation sequencing (NGS) are practiced in various ways in different
Korean genetic laboratories. Therefore, the Korean Society for Genetic Diagnostics has proposed guidelines for genetic counseling and reporting
of NGS tests, especially for hereditary cancer-predisposing syndrome. We hope these guidelines will reduce inter-laboratory variations in report-
ing NGS test results and improve the quality of genetic counseling in Korea.
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Gene Inheritance |  Zygosity Classification
/chromosomal position(hg19)
NM_000059.4(BRCA2):c.7480C>T Autosomal
BRCA2 Heterozygous Pathogenic
(p.Arg2494Ter)/chr13:32930609 dominant
NM_000249.3: ¢.323C>G Autosomal Uncertain
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(p.Ala108Gly)/chr11:108100042 dominant significance

1) BRCAZ| c7480C>THIO|&= 7480¥1FY QIX|SH H7|M@ C7F T2 XIEHE|O] 2494¥F] OFO|i=2tQ! ArginineO| Stop
codon2Z YAE HOZ OJUElE YOIZ pathogenic variantZ EFELICL 0] #OlE gnomAD(v2.1.1)00 A&
0.00001%, &9l IFHEHKRGOB)OIN EDE Bt Q= YOIZ ClinvarOl A& pathogenic variant® 7 £10]

gL

2) ATMR| ¢323C>GRI0lE 323¢R) 9IXIE F7IME C7t G2 I&5(0f 108¥F] OF0|ie4te! AlanineO| GlycineS2
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Target Enrichment amplicon-based Massive Parallel

lon S5 Sequencer

Method library preperation Sequencing
Reference  Genome
Bioinformatics Pipeline | KRGDB_Hereditary_5.16 hg19
Version
Quality Metrics
On Target, % Mean Depth Uniformity, %
97.01 2,230 95.93
AMel oA

A UIIMREAMOR AIME|S1OD], large deletion/duplication, repeat expansion, gene translocation,
regulatory region, deep intronic region, imprinting defect 2 H&# = A&LICL Y% target region2 coverage?}
O R 7HsHO| 120, homologous region0] EXfsHE FHAC| AP S Kol ¥0| AFO| YUEST} WOIR 4
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“likely benign"Z} "benign” B10|2] A& ZDIX|0] ED8IX| RELICL YIO| £HE WO Y AFHM S¥Dt
HOIEB{0|A0] LB 28D, F3 ST 7L £ Wt Wolo| B/} MAW 4 ASUCH

Gene List

APC, ATM, BARD1, BRCA1, BRCA2, BRIP1, CDH1, CHEK2, EPCAM, MEN1, MLH1, MSH2, MSH6, MUTYH, NBN, NF1,

PALB2, PMS2, POLDT, POLE, PTEN, RADS0, RADSTC. RADSTD, RET, SMAD4, STK11, TP53

(HAIAIG2|8 018 A Fa)

Fig. 1. R8d & RTX HEHAL Zat2 0 M LA - HEY 0| | 0I2R
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HGVS description X e
Gene Inheritance Zygosity Classification paraganglioma BAHE0|A 2D s UFLICHPMID: 26096992, 22241717). Clinvaril A& Likely pathogenic variant2
/chromosomal position(hg19) ER5I0] YU Clinical correlation0] FFELCE
NM_001128425.1: ¢.934-2A>G Autosomal
MUTYH Heterozygous Likely pathogenic
(6:)/chr145797760 recessive A Wolol Chet $7 At 7S AAE 9 REUEE £8EUC.
NM_017841.2:c.260+1G>A Autosomal
SDHAF2 Heterozygous Likely pathogenic B FAE POl ZgtE RHAES 2E coding exon®, 12|21 exondt NHE intron Y (£Sbp)@ XAICH
(p.2)/chr11:61205321 dominant
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1) MUTYHR! c934-2A>G Y0l 934WR) 7| M2 RE upstream WHOR MR A7|Q! A7} G2 A|EElE HO|Z

likely pathogenic variant2 £&FELICL 0] B0l East asian S1F0IA SO|H22 &7 ALl o2 SAH 2P WBPESH B4 7|F0] T2t Sanger sequencing® BB RFLICE

gnomAD(v3.1.2)0] £1E HA 12| minor allele frequencyts 0.11%0]0f, gnomADO| £ D&l East asian 1A
minor allele frequency 1.6%, $+29l 1T HEHKRGBD)NAE 145%2 LAELICL & #OlE ARHE allele
frequency?}t O} £ &8 D24 O} ST WOl East Asian@lF0A F2 UL moderate penetrance variant2
metE Y

in vitro functional study Z1f, & BI0|2 18} MUTYH |REA 108! intron2] splicing0] HHEH22 YOILIA| @0}
aberrant mRNA transcript?} 45| D O]2 Q18] 11¥ exonO]A X7 FZ REO| WSO truncated protein0]
FO|X|E 20| HLISIA20] O|YH HAHE truncated protein0| nuclear DNA repair 2| 7|50] ¥E® 0|& 2oz
FFELCHPMID: 26684191, 15180946).

E, & HOlE MUTYH-associated polyposis, HBOC, gallbladder cancer, colon cancer, thyroid cancer® FIEHEl Ci4-2|
EAHEOIN EDE|A20, case control studyOlA] moderate increase risk in colorectal cancert 0| U= A2
BN ASLTHPMID: 24377541)

Clinvar0l A& submitter OICH A2 CHE2 &F8HE&LICE (Likely benign(3); Likely pathogenic(2); Pathogenic(1);

(ARG 01F % Fa) (BAAAZIE OIF A Fa)
Fig. 2. 9514 O QRIRF HZIAL ZokEi A Q4] - MM 21N T B REIXIOIN SHIO] 1N HOIBI0| O[SRBIHIZ LA U Pe15| Wi
Olxfx Znpt ZEE B2l o2 O|X])
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BRCAT Heterozygous Pathogenic
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w2 AAE AMO| EZEE HAIE9 2E coding exons, 12|10 exondt 9IETH intron Y% (+5bp)S
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