. BALIKESIR ATATURK SEHIR HASTANESI

KALITSAL MEME VE/VEYA OVER KANSERI SENDROMLU HASTALARDA YENI
NESIL DIZILEME ILE SAPTANAN BRCA ve non-BRCA VARYANTLAR

Hamide Betiil GERIK CELEBI!, Hilmi BOLAT?

Estimated number of new cases in 2020, worldwide, both sexes, all ages

Giris:
« Meme kanseri Diinya Saglik Orgiitii’niin 2020 verilerine gore, en sik goriilen -
kanser tiirii olmus ve en sik tan1 alan akciger kanserini geride birakmustur. 2261419 (11.7%)

« Meme Kkanseri cogunlukla sporadik olmakla birlikte %210-15’inde genetik
faktorler onemli rol oynamaktadir.

« Tiim diinyada en sik goriilen kanser tiirii olan meme kanseri degerlendirilirken, Othr cancers
BRCA ve non-BRCA genlerinde mutasyona sahip olmak ileri derece artmis risk
olarak goriilmektedir.

« Meme kanseri ve/ veya over (yumurtalik) kanseri tanisiyla bagvuran

Lung
2206 771 (11.4%)

Colorectum
1931 590 (10%)

Prostate
1414 259 (7.3%)

hastalardaki genetik vyatkinhig1 retrospektif olarak arastirdigimiz  bu T 089103 (5.6%)
‘gahsma}mlzda 'BRCA ve non-l?zRCA ge_nlerlnde saptadlglml_z Varyan’_[lar Conavan o
Amerika T_1bb1 (_Benetlk Toplulugu (American College of Medical Genetics, Total - 19292 789
ACMG)” kriterlerine gore siniflandirilarak sunulmustur. Data source:GLOBOCAN 2020 o

raph production: Global Cancer Observatory {http://gco.arc.frf)
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Materyal ve Metodlar Bulgular

e 01.01.2019-01.12.2021 tarihleri arasinda Balikesir Atatlirk e 19 (%14,84) hastada patojenik varyant tespit edildi
chir Hastanesi Tibbi Genetik poliklinigine basvuran ]
; _ P _ S ] > _ BRCA1 geninde 5 (%3,9) olguda
Herediter Meme ve/ veya Over Kanseri molekiiler genetik

calisma kriterlerini  (NCCN kilavuzu (versiyon 3.2019, BRCAZ2 geninde 11 (%8,59) olguda
Ocak 2019)) karsilayan 128 kadin hastadan

« BRCAI1-2 Dizileme

ATM geninde 2 (%1.56) hastanin olguda

i 0
MiSeq platform (lllumina, San Diego, California, United POLD1 geninde 1 (%0.78) olguda

States) « 9olguda (%7,3) varyant tespit edildi
« BRCA1-2 MLPA
SALSA ® Probemix P002 BRCA1 MLPA
SALSA ® Probemix P090 BRCA2 MLPA
« Non-BRCA dis1 genleri kapsayan gen hedeflenmis gen SMAD4 geninde 2 (%1.56) olguda

paneli ATM geninde 1 (%0.78) olguda
24 gen (TP53, RAD51D, SMAD4, PTEN, ATM, RB1,

PALB2, CDKNZ2A, RADS50, STK11, RAD51C, MSH2, MSH6,
PMS2, CDH1, BLM, CHEK2, MEN1, MUTYH) RB1 gene 1 (%0.78) olguda

BRCA2 geninde 1 (%0.78) olguda
CHEK2 geninde 2 (%1.56) olguda

STK11 geninde 1 (%0.78) olguda

CDKN2 1 (%0.78) olguda

The gene and transcript Number  dbSNP ID Mutation HGVS protein reference Variant type ACMG . 16 0 I g U da. (% 12 y 5) Varyant teSp It ed I I d i .

Classification

BRCA1 gene: NM_007300.4 3 rs80357906 ¢.5329dup p.GIn1777ProfsTer74 insertion Pathogenic B RCAZ ge n i n de 4 (%3 , 12) O I g u da

1 rs80357626 €.2019del p.Glu673AspfsTer28 deletion Pathogenic
ATM geninde 3 (%2,34) olguda
BRCA2 gene: NM_000059.4 1 rs397507683  ¢.3751dup p.Thr1251AsnfsTerl4 insertion Pathogenic
. 0 )
1 rs80359732 c.8940del p.Glu2981LysfsTer7 deletion (homopolymer) Pathogenic CHEK2 genlnde 2 (A)l'56 OIQUda
1 rs80359672 c.7673_7674del  p.Glu2558ValfsTer7 deletion Pathogenic RADSO geninde 2 (%156) Olguda
1 rs80359212 c.9382C>T p.Arg3128Ter nonsense Pathogenic -
- RADS51 geninde 1 (%0,78) olguda
1 rs276174813  ¢.1796 1800del p.Ser599Ter deletion Pathogenic
SDHA geninde 1 (%0.78) olguda
1 rs398122761 c.3302A>G p.His1101Arg missense Uncertain
Significance
*1 Novel €.2117C>T p.Ala706Val missense Uncertain CDHl genlnde 1 (%0.78) OIgLIda
Significance
1 rs587778119 €.2892A>T p.Lys964Asn missense Uncertain
Significance
The gene and transcript Number dbSNP ID Mutation HGVS protein Variant type ACMG Classification
1 rs397507639  ¢.2765dup p.Lys923GInfsTer13 insertion Pathogenic reference
ATM gene: NM_000051.4 *1 Novel c.658G>A p.Ala220Thr missense Uncertain Significance
*1 Novel C.682A>C p.Asn228His missense Likely 1 rs1591475608 c.487C>T p.GIn163Ter missense Pathogenic
patohogenic
1 rs567060474 c.6820G>A p.Ala2274Thr missense Likely patohogenic
1 rs397507639 €.2765dup p.Lys923GInfsTer13 insertion Pathogenic
1 rs730881329 c.8762C-T p.Thr2921Met missense Uncertain Significance
2 rs80359502 €.5270 5286del p.Tyr1757SerfsTer5 deletion Pathogenic 1 rs762083530 c.4852C>T p.Argl618Ter nonsense Pathogenic
CHEKZ2 gene: NM 001005735.2 1 rs137853010 c.670C>T p.Arg224Cys missense Likely patohogenic
1 rs876658951 €.8494G>T p.Glu2832Ter nonsense Pathogenic
1 rs587782268 c.1182G>T p.Glu394Asp missense Uncertain Significance
1 rs80359460 c.4631dup p.Asn1544LysfsTerd insertion (homopolymer) Pathogenic 1 rs531398630 c.1240C>T p.His414Tyr missense Uncertain Significance
1 rs200050883 c.1441G>T p.Asp481Tyr missense Likely patohogenic
1 rs786201837 c.2779A>G p.Met927Val missense Uncertain
Significance *RADS0 gene: 1 Novel c.89C>T p.Pro30Leu missense Uncertain Significance
NM_005732.4 . T
1 rs757043253 c.2204T=A p.Met735Lys missense Uncertain Significance
*RAD51D gene: 1 MNove c.208G>C p.Asp70His missense Uncertain Significance
NM_002878.4
*STK11 gene: NM_000455.5 1 Novel €.263T>C p.lle88Thr missense Likely patohogenic
Sonug:
9 MSHB gene: NM_000179.3 1 rs1060502939 c.2614A>G p.lle872Val missense Uncertain Significance
e Herediter Meme ve/ veya Over Kanseri ile iligkili retrospektif olarak molekiiler genetik yatkinligin SDHA gene: NM_004168.4 1 rs112307877 1045 1946del  pleub49GlufsTerd  deletion Uncertain Significance
- . . [RoR H L RB1 gene: NM_000321.3 1 rs138201027 c.1546T>G p.Trp516Gly missense Likely patohogenic
degerlendirildigi calismamizda BRCA ve non-BRCA genlerinde %32,81 pozitif varyant saptanmustir. 7
*POLD1 gene: NM_001256849.1 1 Novel €.2820+2T>C Pathogenic
SMAD4 gene: NM_005359.6 1 rs1568205010 c.512C>T p.Serl71leu missense Likely patohogenic
- - TP - - 1 rs1599204052 c.1321C>T p.Arg441Cys missense Likely patohogenic
* Bu calisma ile BRCA2 geninde iki; ATM, RAD50, RAD51D, STK11 ve POLD1 genlerinde birer varyant
CDH1 gene: NM_004360.5 1 rs1182000968 c.2312A>G p.GIn771Arg missense Uncertain Significance
Olmak uzere toplam yedl yenl Varyant llterature kazandlrllmlstlr' CDKN2 gene: NM_000077.5 1 rs587782797 c.335G=A p.Argl12His missense Likely patohogenic



https://varsome.com/variant/hg19/rs80357906?&annotation-mode=germline
https://varsome.com/variant/hg19/rs80357626?&annotation-mode=germline
https://varsome.com/variant/hg19/rs397507683?&annotation-mode=germline
https://varsome.com/variant/hg19/BRCA2(NM_000059.4):c.3751dup?&annotation-mode=germline
https://varsome.com/variant/hg19/rs80359732?&annotation-mode=germline
https://varsome.com/variant/hg19/rs80359672?&annotation-mode=germline
https://varsome.com/variant/hg19/rs80359212?&annotation-mode=germline
https://varsome.com/variant/hg19/rs276174813?&annotation-mode=germline
https://varsome.com/variant/hg19/BRCA2(NM_000059.4):c.1796_1800del?&annotation-mode=germline
https://varsome.com/variant/hg19/rs398122761?&annotation-mode=germline
https://varsome.com/variant/hg19/BRCA2(NM_000059.4):c.3302A%3eG?&annotation-mode=germline
https://varsome.com/variant/hg19/BRCA2(NM_000059.4):c.2117C%3eT?&annotation-mode=germline
https://varsome.com/variant/hg19/rs587778119?&annotation-mode=germline
https://varsome.com/variant/hg19/BRCA2(NM_000059.4):c.2892A%3eT?&annotation-mode=germline
https://varsome.com/variant/hg19/rs397507639?&annotation-mode=germline
https://varsome.com/variant/hg19/BRCA2(NM_000059.4):c.2765dup?&annotation-mode=germline
https://varsome.com/variant/hg19/BRCA2(NM_000059.4):c.682A%3eC?&annotation-mode=germline
https://varsome.com/variant/hg19/rs397507639?&annotation-mode=germline
https://varsome.com/variant/hg19/BRCA2(NM_000059.4):c.2765dup?&annotation-mode=germline
https://varsome.com/variant/hg19/rs80359502?&annotation-mode=germline
https://varsome.com/variant/hg19/BRCA2(NM_000059.4):c.5270_5286del?&annotation-mode=germline
https://varsome.com/variant/hg19/rs876658951?&annotation-mode=germline
https://varsome.com/variant/hg19/BRCA2(NM_000059.4):c.8494G%3eT?&annotation-mode=germline
https://varsome.com/variant/hg19/rs80359460?&annotation-mode=germline
https://varsome.com/variant/hg19/BRCA2(NM_000059.4):c.4631dup?&annotation-mode=germline
https://varsome.com/variant/hg19/rs786201837?&annotation-mode=germline
https://varsome.com/variant/hg19/BRCA2(NM_000059.4):c.2779A%3eG?&annotation-mode=germline

