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Abstract

BREZBRZEFMERARFZRE/NA F/V> 7 (Keio Women's Health

Biobank)ICIRBEE TV LR HINEE NERS & FIEEE 512304 H K D germline DNAZ XI5
IO EEMMENACEETREEXSNATIBGETFOERER—T Y NF YT F v — R ICTEN
L.

4161(17.8%) TEFT11BEFOEEMARRIEN/NI 72 N E2RH 12T 05 5BEMHIEINEE
TERB O REIEEFTHHBRCA1EBRCA2(BRCA12)DIEHI/INU T > 2T hEFn1961(8.3%) &
86(3.5%) T,V FEBRBEORABEFTHRDIANY FBREBEFOHEN/NUT > ~%z6fi(2.6
%) TR L oo BRCA12BH/NU T2 MrFFE, 2 VW E I X T OEEMINEEREEEFORHN
NOTURMMREBEEF TNhThOZEERZRFLTVEBVALCEXN LY EFTRHE N F1EFTLE
E2EAERECHEESEN SV SREERRMEEN SV EMHHAL .
CORSBEBEFONIVT VRN ZRETBDIACRULTEGHI VT TO) A OFHEXIE
EFREZITSCET BEPNEEODERORICECHNBRVAVZEREL , FTHERELTHILET
BREZHISTED RN ©D SEOHRRRICKY BAORE) AT ZRIREVEN A FH
BEANDEZHE REICRDIETROFBIIHFENET,

AREFERF2017F11 A28 HCKERZPEEM)IC "Oncotargets A2 Z 4 VHRICTRBEE iz,
Pathogenic germline BRCA1, BRCA2 (BRCA1/2), and several other gene variants predispose
women to primary ovarian, fallopian tube, and peritoneal carcinoma (OC), although variant
frequency and relevance information is scarce in Japanese women with OC. Using targeted panel
sequencing, we screened 230 unselected Japanese women with OC from our hospital-based
cohort for pathogenic germline variants in 75 or 79 OC-associated genes.

Pathogenic variants of 11 genes were identified in 41 (17.8%) women : 19(8.3% ; BRCA1), 8 (3.5%
; BRCA2), 6 (2.6% ; mismatch repair genes).

Carriers of BRCA1/2 or any other tested gene pathogenic variants were more likely to be
diagnosed younger, have first or second-degree relatives with OC, and have OC classified as high-
grade serous carcinoma (HGSC). After adjustment for these variables, all 3 features were
independent predictive factors for pathogenic variants in any tested genes whereas only the latter
two remained for variants in BRCA1/2.

Our data indicate similar variant prevalence in Japanese patients with OC and other ethnic groups
and suggest that HGSC and OC family history may facilitate genetic predisposition prediction in
Japanese patients with OC and referring high-risk patients for genetic counseling and testing.
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Precision medicine for ovarian cancer with BRCAness status

1. HIREBRFROBE

EBEEDRZEFRERAFEHEE/INAF/32% (Keio Women’ s Health Biobank) [CIRESN TWVA EEHINEE IIEESLV
IEfEE 5T 230 BIEE D germline DNA X & (2 EEHIIEAAICHEET HEEZLND 19 BIEFDEEEZI—F ISy TFv—
EICTETL=.

41 51 (17.8%) TEHE 11 BEFOEEMERINFH AN T UL RO ZO56 8 EHIENEEEFEREORRETTFTHD
BRCA1 & BRCA2(BRCA1 / 2) DIRHI/NYTUREFNE N 19 451 (8.3%) & 8 1 (3.5%) T UV FIEFREDREEGEF THHIIATY
FIEEBEFORBNYTUME 6 §1(2.6%) THEH LT-BRCA1 / 2 BN TUMEEE HEWNIITATOEE I EEREEET
FORHIN)TUOMRBEE X FNFNOEEZEFLTOVEODALER SYBETEMINE1 EEILE 2 E LR EICINRES
ENEY SR ERREENSNEAHIEALT-.

COESTBEBIEFON)FUOLERETIANCHLTEEAIV RIS TOYRIQ A EEFREFTICET HELLGE

DEZEORICEGHBRIRIEZEEL FHREL-TAIETRELTHISTELURENHD SEIOMAERRICKY BADREYRY
FANREMENAFHCABEANDEZHRE REICKIETEDFHVIEFINET,
AT R 2017 F£ 11 A 28 H CRERERERE) [ZMOncotarget I+ 54 VIRICTARS LT -

2. MIRREAEEOBE G

Pathogenic germline BRCA1, BRCA2 (BRCA1/2), and several other gene variants predispose women to primary ovarian, fallopian
tube, and peritoneal carcinoma (OC), although variant frequency and relevance information is scarce in Japanese women with OC.
Using targeted panel sequencing, we screened 230 unselected Japanese women with OC from our hospital-based cohort for
pathogenic germline variants in 75 or 79 OC—associated genes.

Pathogenic variants of 11 genes were identified in 41 (17.8%) women: 19 (8.3%; BRCA1), 8 (3.5% BRCA2), 6 (2.6%; mismatch repair
genes).

Carriers of BRCA1/2 or any other tested gene pathogenic variants were more likely to be diagnosed younger, have first or second—
degree relatives with OC, and have OC classified as high—grade serous carcinoma (HGSC). After adjustment for these variables, all 3
features were independent predictive factors for pathogenic variants in any tested genes whereas only the latter two remained for
variants in BRCA1/2.

Our data indicate similar variant prevalence in Japanese patients with OC and other ethnic groups and suggest that HGSC and OC
family history may facilitate genetic predisposition prediction in Japanese patients with OC and referring high—risk patients for genetic
counseling and testing.
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