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BE REMIPEEESE RO BIZETMITICT, BRCAI BIETICEREROAD LN RKRIIIRR,

BRCA2 BIZTFICEREROADONLFRIISRRTH Y, 5 O19KRIIBVTIE, BRCAL, 2 Wi#fs
FOERRERIRINTE Ld oz, SOOFFROREVEIN KM B Z06] & FrB REESHRAIEHIN
7=SPLH EF1,20980 (T > b o — UV BE) IS0 W THIER, WEMBAICHE L MR 28 25, VHRIESR
ERENRETHTERE T Y PO — VBB RICHB L CHRICHEETH - 72 (p=0.0001). EREELHH
20cM ORI TI60DY A 704 F 54 bv—A—%E L, REMINERBEZTHKL YA L7- DNA Y
¥ 7% BT Loss of Heterozygosity (LOH) NI 2 L 72 & 2 5, EFIBOZ WERMRMEIHTE
B 0 LOH 2% & 17 #3813 5p13-g31, 6q21-27, 8pter-p12, 8q24-gter, 9q32-34, 13q12-34, 17p13-q256D 7
Yt RFHBThH -7, B THBICOVWTEERERNZ 2 Y Fuo—n & UCRESER & LOH BE % it
B L7-& A, bpl3-q3l, 8pter-pl2, 8q24-qter, 13q12-34, 17p12-q24® 5 Y ARFIR TIXRKRIEIEBZ DA,
EOHRE O LOH BB s, RNV REICHE S 2 85 FHBOFAET 2 EBEIW LIS hi.

Abstract Objective and Methods : In order to explore whether novel genes have been contributing to car-
cinogenesis of familial ovarian cancer in which no germline mutation of BRCAI nor BRCAZ is found in the
form of a tumor suppressor gene, we have attempted to perform loss of heterozygosity (LOH) analysis with
160 microsatellite markers. The average intermarker distance was approximately 20cM.

Results : We ascertained and performed direct sequencing of available in all 63 families for mutational
analysis in BRCA1 and BRCA2. Among 63 families, no germline mutation of BRCAI or BRCAZ gene was
detected in 40 affected patients in 19 families. The mean age at diagnosis of patients with tumors with no
mutation, 45.7 years, was significantly younger than in the control cases, 54.2 years (p = 0.0001) . It was ob-
served that the frequency of LOH was more than 50% only in tumor tissues from patients with no mutation
but not in those with sporadic ovarian cancer in 5 regions ; 5p13-q31, 8pter-p12, 8q24-qter, 13q12-34, and 17
p13-g25.

Conclusions : These results suggest the possibility that novel susceptibility genes for familial ovarian
cancer exist in one of the 4 regions.
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ZZONTWA", KEICB 2 EFREOHR
HE 0, WERBIEOGRKIA T & L TREKADIH
HBRBZOLEENBTFON, $2BERENIH
WRBEZATHIERINERBIEDN ) X 7982
Mo AT 5 L HME I TS, RIEMHT
WK BEIZ T & LU TohHMEE 7z BRCAI, BRCA2
OB T IEREEPER oA M55 &
XN, bAEICBT AW RICE D L, JEE
5 & L 2 RN S L IR EM R R OH
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AR DI LIcVw b ¥ NTwA, fEk, B
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HEIE AT HDTIE R L, ML 2 XMW
BHH & L CoBIET AR EME (genomic instabil-
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HERREAPLEE 5,

PLE, ARRFEIZBWTIZ BRCATL, 2 IZRRER
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B cBM S 2@tz T aomz e LTa
Yeta fRIZ BT 5 LOH T 2 17 - 72,

ERMRELVHE
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L, B2EERENIC LEMIREREA 2 %
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BICBE L TIEMERROTREL VREBIUR
B LTI, v 74— Fartry baefr
W, KA, REOHEI MO -bDZHFE L
7-.

DNA Hlith

BERZEOL LIRMZITY, 7/ -7
T uklASEISTEREMIMY 238k & b IER DNA
i U7, BB DNA X PATERE IR R o kv
<) VEENT 7 4 UMY R X D IEHR DNA &
BRI 0 2 1T - 72,

BRCAI, BRCA2 # 15 T #7

42635 5% O R AT W B 72 B E W DNA & X4
2, BRCAIB X U'BRCA2BIZTDOF¥ A4 L7k
V=Y XU AEL Tz WGBRE T ORI
(BRCAI . 23X %7 ) ~, BRCA2 1267 /)%

NI | -El ectronic Library Service



Japan Soci ety of Cbstetrics and Gynecol ogy

20014111 H

| Auloeniod Tigin » Bigps 1K' ]

normal DNA

Case 1 [* - —
tumor DNA

decrease of 100%
LOH(+)

normal DNA

Case 2 >

tumor DNA decrease of 67%
LOH(+)

2

T T T T T T T T T T T T
138 140 M2 144 146 149 150 152 154 156 158 180

(bp)

A

1767

[ Rpeled Dt & Wi Pk |

normal DNA

Homozygosity
uninformative case)

Case 3 K
tumor DNA
B
normal DNA
Case 4 decrease of 23% ¢
tumor DNA 0

LOH(-)

iC]

(bp)

T T T T T T T T T T T
14 116 118 120 12 124 12 128 10 1R 1M

Fig. 1 LOH analysis with an autosequencer. The x-axis represents the length of micro-

satellite repeat polymophisms. Case 1 : The decrease of approximately 100% in the

peak area in a tumor sample compared to normal DNA was determined as the LOH.
Case 2 ; The decrease of 67% was determined as the LOH. Case 3 ; As both alleles at
this locus were identical in normal DNA, this case was uninformative. Case 4 ; The

decrease of 23% was not determined as the LOH.

T DL ICIERAERT T/ —2HEL,
PCR (Polymerase chain reaction) i (& T % I %
T > 7z. T ® PCR PE Y % Autocycle sequencing
kit (Amersham-Pharmacia Biotech, Japan) & H >,
CySEE L2794 v —Cy—r TV A%
fT57:%,6%K) 72 ) VT I F7v L TERK
By %47 - 72, B KE) I X ALF express + — b
¥ — 7 x v # — (Amersham-Pharmacia Biotech,
Japan) Z il L 7.

LOH f##t

LOH O¥E, ¥4 7u¥ 754 FERIZLD
Fi o7z, afefuk FI2#20eM BIRR IS %€ L 72160
N4 r7a¥7FI54 bEHBE, 25ngD Yy /A
DNA % §RIC Cys #8794 ~— & AV C, PCR
BICTHEZ T -7, €D PCR EW%, ALF ex-
press E VT 6%K) 727 Y N7 I F5X NV ET

BRIKB Z 1TV, KE) 7 — 7 #7121 Fragment
manager (Amersham-Pharmacia Biotech, Japan)
EHH L EWDNAICBVWTYE =2 %2 hAT
(heterozygosity) # ® % Ji # (informative case) {2
BT, B DNAHM KO - ox iz f oD
¥ — 27 kg A%, 1EH% DNA ZH L50% UL b o> gy
RO SN HE% LOH L W L7 (Fig ).
Mt AT

A S MUE T I Fisher O BLEEMEFRE, BI O
Unpaired t 5 2 H\, p-value<0.05% ¥ it F 1
HBE L7

EBRIR
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FRMAEIC L D REMEIPHAROE3R R, THEH
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Table 1 Clinical and pathological characteristics of familial and sporadic ovarian cancer

No. of cases (%)

p-value
familial Population controls
Total 40 1,299
Age(yr) Mean*SD 457+98 542+135 0.0001
Histology
Serous 15(40.5) 524(44.3) NS
Endometrioid 5(13.5) 157(13.3) NS
Mucinous 4(10.8) 273(23.1) NS(0.053)
Clear cell 9(24.3) 164(139) NS(0.066)
Others 4(10.8) 66( 56) NS
Unknown 3 115
Stage
I 9(33.3) 553(43.1)
il 6(22.2) 167(13.0)
I 9(33.3) 434(33.9) NS
I\ 3(11.1) 128(10.0)
Unknown 13 17
NS : not significant
#%, BRCA2BRIZTICEREROBOOLNIEK LOH f##r

RIS RRTH Y, XY OORRICBWTIL,

BRCAIL, 2WBIRFORRERIIRBTE L d 5
72, 19%H, RRANICARBE 2 bR ENA
IR R RI2KRDAT, R DOITRRITA
BEEZEI L VRBORKEINERERTH -
72, F7, FRWICHINERBEZ 2 28D LK%
PLTHRR, SBAORZV2RKRTHY, 1 KRdh7:

D DOFEHBERIZ2.11TH - 72,

RIZ, TDI9KFRDOFKENEI AR B & 4081 (R %
PERE) & BB RS B SR IC B S S W7 B
BN 1,20051 (BURTERE) (20 W THRER, 5% PR
FHET &2 1T > 72 (Table 1). “FHRIEER T
1, KEEVERE T45.75% & HRMRE OB4. 2l L
THBICEHERETDH - 72 (p=0.0001). %A1
DHTIE, BRI 1560, BB 5 B, K
WA 4 B, BTRIRLRRAE O B, Z D1t 4 5 (Bren-
ner % 1 6, BEREM3IF), FNHIFTHY,
HORYERE & OB TN 2 <, WM
R DL HIA RS Sz, WTFhLEE
AEBO Loz, BRRFOBKRETH % FIGO
SEICEOVRET A E, THALLRL, THH»E
WEIBNC > 7278, WTh DA EERBDLH -
7.

X Rz & e a/kITH20cM BB TR E
L7z160% 4 7a¥ 554 b~—h—%HHWVT,
LOH N 2 EMi L 72, Z DR, 1607 —H—D S
HL71% — 7 — 1B W T, uninformative case % &
W7HEBIH30% LA L OB E T LOH 33 Hh /-,
ZDOHTH6q, Tp, 13q, 17p, 17q HBTIIME L
72T RTHOY— 5 —T30%LL L. LOH $E % 2
B, EHIZ50%I OB T LOH B s hi-o
i3, D7S481(7p22-21 : 10/18=55.6%), D9S154(9
q32-33 : 13/25=52.0%), D17S796(17p13-12 : 13
/25=52.0%), D17S799(17p12-11 : 10/20 = 50.0
%) D 4 < —H—"T»H -7 (Table 2). R\"T, JEH
ERIGRBICHEL, EFRDE WHERMEREL
BIZBY L CTHEMT L 72, informative JEBIH130% L4 I
DT LOH B S =Dk, 160~ —H—D
I BI04~ —H—TH 7. 50%L LD LOH %R
L7tk #R1d, 29, 3p, 4q, 5p, 5q, 6q, 7p,
7q, 8p, 8q, 9q, 10p, 10q, 11q, 13q, 14q, 16p,
17p, 17q, 18q, 19q, 22q P2FIKTH - 7=. FHIZ,
B L 7o~ — A — T L CHEEE O LOH A%
S h 7z I id 5p13-q31, 6¢21-27, 8pter-pl2, 8q
24-qter, 9q32-34, 13q12-34, 17p13-q257 7 Yefi R
. Td - 7= (Table 3).
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Table 2 Loss of heterozygosity in familial ovarian cancer at all chromosomes
chromosome 1 chromosome 7 chromosome 15
marker locus fregency (No.) of LOH marker focus fregency (No.) of LOH marker locus fregency (No.) of LOH
DiS214 1p36 25.0% (4/16) ®®| D7s481 7p22-21 55.6% (10/18) 01581002 | 15g12-15 16.7% (3/18)
D1S228 1p36 20.0% (4/20) @®| D7s2557 | 7p21-15 36.8% (7/19) @ 0155144 | 15q12-15 35.7% (5/14)
®| Di1s478 1p36-34 42.3% (11/26) ®| D7s2564 7p15 34.8% (8/23) @} D1551033 |  15g21 30.0% (6/20)
@®| D1s2657 | 1p3s-34 31.8% (7/22) ®| D7seo1 | 7p13-qit 33.3% (6/18) ®| D1551041 | 15q23-26 39.3% (11/28)
D1S209 1p33-32 14.3% (3/21) 075634 7q11-21 17.4% (4/23) @®| D155127 | 15q23-26 31.0% (9/29)
D15207 1p33-32 20.8% (5/24) D7S2536 | 7q22-31 16.7% (3/18) chromosome 16
@®| Di1S248 1p21 30.0% (6/20) D75684 7034-35 17.6% (3/17) D16S423 16p13 25.8% (8/31)
015484 1p13 27.3% (6/22) @ D7S498 7g35-36 33.3% (4/12) D16S405 16p13 29.2% (7/24)
D1S422 1931-32 23.8% (5/21) chromosome 8 D16S3068 | 16p12-11 14.3% (3/21)
018249 1g32 20.2% (7/24) @ D8s277 8pter-23 44.4% (12/27) D16S3067 [ 16qg21-22 17.4% (4/23)
D18213 1932-42 19.4% (6/31) DBs258 8p22 19.0% (4/21) D16S516 16424 27.8% (5/18)
@] D1S2785 | 1g43-44 32.0% (8/25) ®| D8sS1752 | 8p22-12 40.0% (8/20) D165413 16924 25.9% (7/27)
chromosome 2 D8s28s 8qii-12 7.7% (2/26) chromosome 17
Des162 2p24 13.6% (3/22) D8S275 8q13-22 25.0% (3112) @| Di7S1845 | 17p13-12 46.2% (12/26)
028174 2p24-21 26.3% (5/19) D8S266 8q24-ter 27.3% (6/22) @@ D175796 17p13-12 52.0% (13/25)
0252331 | 2p22-16 74% (1/14) D8S558 8q24 29.2% (7/24) ©®®| D17579% | 17pi2-11 50.0% (10/20)
D2S136 2p14-13 9.1% (2/22) @®| D8s1836 8R4 40.0% (10/25) @®| D1751872 | 17q11-12 37.9% (11/29)
028139 2p12 15.4% (4/26) chromosome 9 ®| D175787 | 17g21-22 42.3% (11/26)
D25110 2q14 25.0% (4/16) ®| Dosi78 | 9p24-22 30.0% (6/20) ®| D17s789 | 17q23-24 30.4% (7/23)
[ ] D2si1d 2q24 40.0% (6/15) 0951679 9p21-13 11.8% (2/17) @ D1751352 | 17924-25 43.5% (10/23)
@ D2st117 2932-33 33.3% (9/27) @ Dosi53 | 9g13-22 31.6% (6/19) ®| D175937 | 17g24-25 38.1% (8/21)
@®| D2s159 2q33-37 31.8% (7/22) D9S1689 9q22 23.8% (5/21) chromosome 18
@®| D25206 2933-37 38.9% (7/18) @®| Dosis4 9q32-33 52.0% (13/25) D18S452 18p11 16.0% (4/25)
@®| D2s125 | 2g37-ter 33.3% (7/21) ®| Dos1795 9q34 38.5% (5/13) D18S480 18p11 6.7% (1/15)
chromosome 3 @®| Doses 9q34 42.3% (11/26) 0185455 | 18q12-22 25.0% (4/16)
@ Das3si1 3pter-24 42.3% (11/26) chromosome 10 18855 18922 29.2% (7/24)
D3S1286 | 3pter-24 25.8% (8/31) ®| Di10S1729 | 10p15 41.7% (5/12) @®| Dissss | 18q22-23 30.8% (8/26)
®| D3s1283 | 3p24-22 36.0% (9/25) D10S191 10p12 19.2% (5/26) chromosome 19
D3s1578 3p21 23.1% (6/26) D10S1768 | 10p12-q11 21.1% (4/19) 0195901 19p13 17.4% (4/23)
@®| Dasi284 3p12 45.5% (10/22) D10S207 | 10q11-21 15.0% (3/20) D19S932 | 19p13-q12 12.0% (3/25)
®! Das1271 | 3q12-13 30.0% (6/20) D10S569 | 10g11-22 11.1% (2/18) D19S412 19q13 24.0% {6/25)
03s1292 3g21-25 19.0% (4/21) D10S185 10923-24 20.0% (5/25) D1958891 19q13 27.3% (6/22)
D3S3694 | 3q22-24 18.2% (4/22) D10S187_| 10g24-25 19.0% (4/21) chromosome 20
D351282 | 3g25-26 18.2% (4/22) ®!| Diosss7 10926 38.1% (8/21) D20S116 20p13_ 14.3% (4/28)
D3S1580 3qe7 17.4% (4/23) chromosome 11 D20s188 20p12 18.2% (4/22)
D3S1311 3q27-ter 16.7% (3/18) D115932 11pi5 22.2% (4/18) D205848 | 20pi11-q12 91% (2/22)
chramosome 4 @] D1154154 | 11p14-12 31.6% (6/19) D20S171 20p13 9.5% (2/21)
D451599 4p16 10.0% (2/20) D115903 11pt1 21.1% (4/19) chromosome 21
D45391 4p15-14 20.0% (5/25) D11S911 | 11q13-23 30.4% (7/23) D2151256 | 21q11-21 4.8% (1/21)
D451592 4912 21.1% (4/19) D115927 | 11g22-23 5.6% (1/18) D2151258 | 21q21-22 12.5% (3/24)
®| D4s1538 4g21 33.3% (6/18) D11S934 | 11g23-24 13.3% (2/15) D215267 | 21922 15.4% (2113)
@| D452938 | 4q28-32 45.0% (9/20) D115869 | 11q924-25 16.7% (2/12) chromosome 22
@| D452934 | 4qes-32 31.8% (5/16) chromosome 12 D225420 22911 | 23.8% (5/21)
D453046 | 4928-32 25.0% (4/16) D1251695 |  12p13 5.6% (1/18) D225283 | 2291213 | 10.0% (2/20)
®| D451522 | 4934-35 47.4% (9/19) D12S87 | 12p12-11 11.8% (2/17) D225282 22q13 | 29.2% (7/24)
chromosome 5 D12883 | 12q13-14 7.1% (2/28) chromosome X
@ D55406 | 5p15-14 35.0% (7/20) ®| Di12s78 12923 30.8% (8/26) DXS$1060 Xp22 20.0% (6/30)
D58432 5p15-14 14.3% (3/21) ®| D12876 12q24 30.8% (8/26) @®| DXxsg989 Xpe2 32.1% (9/28)
@ Dss477 5pi4-13 30.4% (7/23) @| D128367 12924 30.0% (6/20) DX$S8090 Xp22-21 13.0% (3/23)
@®| DssS407_| s5p13-q12 32.1% (9/28) chromosome 13 DXS1003 | Xp11-23 27.6% (8/29)
D5S644 | 5q14-15 21.4% (6/28) ®| D13s175 13911 30.0% (6/20) DXS986 | Xg12-21 12.5% (3/24)
@| D552084 | 5qi4-21 43.5% (10/23) ®| D13S219 | 13q12-13 42.1% (8/19) @ DXS8089 | Xqg21-25 31.3% (5/16)
@®| DsS1983 5q31 31.6% (6/19) ®! D13s152 13921 34.8% (8/23) DXS1001 Xg21-25 13.3% (2/15)
®| Dss422 5q32-33 34.6% (9/26) @ D13s158 | 13g32-33 43.5% (10/23) DXS8043 | Xq26-27 20.0% (4/20)
®|__DSS498 5q35 44.4% (8/18) @®| D1351315 | 13q32-34 42.9% (12/28)
chromosome 6 chromosome 14
D6S344 6p25 22.2% (4/18) D14S64 | 14q11-12 9.1% (2/22)
®| Dss422 6p23-22 43.8% (7/16) D145980 | 14921-24 16.7% (3/18)
D6S291 6p21-21 26.7% (4/15) ®| D14ses 14923 41.2% (7M7)
D6ES1714 | 6p21-11 10.0% (2/20) D14S68_| 14924-31 20.0% (5/25)
®| Des275 6q16 35.3% (6/17) D14S65 14q32 28.0% (7/25)
®| DesS287 | eqei-23 40.0% (6/15)
@®| D6s310 6q22-24 35.7% (10/28)
®| Dss441 6q25-27 38.1% (8/21) @ : Locus at which frequency of LOH was more than 30%
@ 0651719 6q27 38.5% (10/26) @® : Locus at which frequency of LOH was more than 50%

PEX Y, 517 BRI B LR op
SR E B IRt IR M 250 B1), B & U BRCAI R
FER] P20 ER) 22> bu— e LT
LOH f#HT 247\, RN LR VN SR 1) & He g
BEr L7=(Table 4). D%, BORMHIER & Kk
PERER & WL 5 &, 5pl3-q31, Spter-pl2, 8q24-

qter, 13q12-34, 17p12-q24® 5 Yt fKFIRTIX, K
BHREBIC DA RBEE D LOH BB Sz 5%k
D 2 Jeta RFIRY, 1 BUR (9932-34) TIIMRE L 72
3V —H—DH) B2 —H—IIBWTEKEAER
THEEED LOH 2V R &Nz, Y D6q21-27TH IR
TIEHREMIERICBWTH RHEEDO LOH 2R L,
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Table 3 Loss of heterozygosity in familial cases with serous adenocarcinoma

chromosome 1 chromosome 7 chromosome 15

marker locus fregency (No.) of LOH marker locus freqency (No.) of LOH marker locus fregency (No.) of LOH
D1S214 1p36 25.0% (1/4) @®| D7s481 7p22-21 62.5% (5/8) D16S1002 | 15g12-15 20.0% (2/10)
D1S228 1p36. 14.3% (/1) ®| D7S2557 | 7p21-15 44.4% (4/9) ®| D15S144 | 15q12-15 33.3% (2/6)
@®| D1s478 1p36-34 45.5% (5/11) ® D752564 7p15 40.0% (4/10) ®| D1551033 | 15g21 33.3% (2/6)
@®| D1S2657 | 1p35-34 44.4% (4/9) D75691 7p13-g11 0.0% (0/5) @] D15S1041 | 15q23-26 45.5% (5/11)
D1S209 1p33-32 0.0% (0/10) D75634 7qr1-21 18.2% (2/11) @[ D15S127 | 15923-26 46.2% (6/13)
D18207 1p33-32 18.2% (2/11) ®| D7S2536 7q22-31 33.3% (2/6) chromosome 16
D1S248 1p21 28.6% (2/7) D75684 7q34-35 20.0% (1/5) @[ D1esaza | 1epi3 41.7% (512)
@®| D1S484 1p13 44.4% (4/9) @@®| D7s498 7q35-36 50.0% (2/4) @@ D165405 16p13 62.5% (5/8)
D18422 1931-32 16.7% (1/6) chromosome 8 D1653068 | 16p12-11 20.0% (2/10)
@ D15249 1932 36.4% (4/11) @@ Dss277 8pter-23 63.6% (7/11) @ D16S3067 | 16921-22 36.4% (4/11)
D1S213 | 1q32-42 23.1% (3/13) @®| Dssoss 8p22 62.5% (5/8) ®| D16S516 16q24 33.3% (2/6)
®| D1S2785 | 1g43-44 33.3% (3/9) @@ D8S1752 | 8p22-12 75.0% (6/8) @®| D165413 16q24 40.0% (4/10)
chromosome 2 D8s285 8g11-12 10.0% (1/10) chromosome 17
®| D2si62 2p24 33.3% (3/9) D8S275 8q13-22 20.0% (2/5) @®| D1751845 | 17p13-12 100.0% (9/9)
@ Dost174 2p24-21 33.3% (2/6) @9 0D8sS286 8q24-ter 55.6% (5/9) O®®| D17579%6 | 17p13-12 81.8% (9/11)
D252331 | 2p22-16 16.7% (1/6) @@ Dsssss 8q24 60.0% (6/10) @®| D175799 | 17p12-11 85.7% (6/7)
D25136 2p14-13 11.1% (1/9) @@| D8S1836 8qe4 66.7% (6/9) @®| D17S1872 | 17911-12 61.5% (8/13)
@ D2S13g 2p12 36.4% (4/11) chromosome 9 @@ Di17S787 17q21-22 88.9% (8/9)
D25110 2q14 12.5% (1/8) ®| D9sS178 9pe4-22 33.3% (3/9) @@ D175789 | 17q23-24 66.7% (6/9)
®® Dosiii 2924 62.5% (5/8) D9S1679 | 9p2i-13 0.0% (0/5) @®| D17S1352 | 17q24-25 100.0% (9/9)
@ D2si17 2g32-33 40.0% (4/10) @ Dosi153 9q13-22 33.3% (2/6) @@ D175937 | 17q24-25 85.7% (6/7)
®| D25159 | 293337 42.9% (3/7) ®| Dos51689 9q22 42.9% (3/7) chromosome 18
@® D25206 2933-37 66.7% (6/9) ®@®| Dosis4 9q32-33 72.7% (8/11) D18S452 18p11 27.3% (3/11)
®| D2s125 2q37-ter 44.4% (4/9) ®@®| D9S1795 9q34 80.0% (4/5) D18S480 18p1t 14.3% (1/7)
chromosome 3 @9 Dosee 9g34 75.0% (9/12) @| D18S455 | 18q12-22 44.4% (4/9)
®| D3sael1 3pter-24 45.5% (5/11) chromosome 10 ®®| D18sSs5 18q22 50.0% (4/8)
D3S1286 | 3pter-24 20.0% (3/15) @®| DioS1729 10p15 50.0% (3/6) ] @ D18S58 | 18g22-23 44.4% (4/9)
®| D351283 | 3p24-22 30.0% (310 @| Dios19t 10p12 41.7% (512) j chromosome 19
D3S1578 3p21 25.0% (3/12) @ D10S1768 | 10p12-g11 37.5% (3/8) D195901 19p13 28.6% (2/7)
@®| D3s1284 ap12 55.6% (5/9) D10S207 | 10g11-21 12.5% (1/8) D195932 | 19p13-q12 10.0% (1/10)
®| D3s1271 3g12-13 40.0% (4/10) D10S569 | 10q11-22 25.0% (2/8) @®| Di19s412 19q13 50.0% (4/8)
®| D3s1292 | 3qe1-25 33.3% (3/9) D10S185 | 10q23-24 27.8% (3111) @®| D1osagi 19913 44.4% (4/9)
D3s3694 3q22-24 27.3% (3/11) @®| D10s187 10g24-25 33.3% (3/9) chromosome 20
D3S1282 | 3q25-26 20.0% (2/10) ®@®| D10S587 10926 62.5% (5/8) 0205116 20p13 16.7% (2/12)
®] D3S1580 3g27 30.0% (3/10) chromosome 11 @| D20S188 20p12 30.0% {3/10)
D3S1311 3q27-ter 16.7% (1/6) ®| D11Sg3e 11p15 44.4% (4/9) | D20S848 | 20p11-q12 10.0% (1/10)
chromosome 4 @ D11S4154 | 11pi14-12 37.5% (3/8) J 0208171 20p13 25.0% (2/8)
D4s1599 4p16 14.3% (1/7) @] D118903 1ipit 30.0%_{3/10) J chromosome 21
D4S321 4p15-14 22.2% (2/9) @®| D11S911 | 11q13-23 50.0% (4/8) D21S1256 | 21q11-21 0.0% (0/6)
O®| D4s15% 4912 50.0% (4/8) D11S927 | 11g22-23 12.5% (1/8) 02151258 | 21g21-22 25.0% (2/8)
@®| D451538 4g21 44.4% (4/9) @| D11S934 | 11g23-24 33.3% (2/6) D215267 21g22 0.0% (0/3)
O®| D452938 | 4q28-32 50.0% (4/8) D11S969 | 11q24-25 25.0% (1/4) chromosome 22
@| D452934 4q28-32 40.0% (2/5) chromosome 12 @) D225420 22q11 42.9% (3/7)
@ D4S3046 | 4q28-32 42.9% (3/7) D1251695 | 12p13 16.7% (1/6) 1 0225283 | 22q12-13 20.0% (1/5)
®®| D451522 | 4934-35 57.1% (4/7) B D12s87 | 12p12-11 16.7% (1/6) ®®| D22s282 22q13 50.0% (3/6)
chromoseme 5 012383 12q13-14 8.3% (1/12) chromosome X
®@®| D55406 | Sp15-14 50.0% (3/6) ®| Di2s78 12923 36.4% (4/11) ®| DXS1060 Xp22 33.3% (4/12)
055432 5p15-14 0.0% (0/7) @®| DI2576 12q24 33.3% (4/12) DXS989 Xp22 27.3% (3/11)
@®| D55477 5p14-13 44.4% (4/9) @| D12s367 12q24 42.9% (3/7) DXS8090 Xp22-21 11.1% (1/9)
®®| Ds5S407 5p13-q12 63.6% (7/11) chromosome 13 @®| DXS1003 | Xpi1-23 46.2% (6/13)
@@ Ds5S644 5q14-15 50.0% (5/10) @®| D135175 13q11 44.4% (4/9) DXS986 | Xgi2-21 20.0% (2/10)
@@ Ds552084 | sqi4-21 70.0% (7/10) @®| D135219 | 13q12-13 85.7% (6/7) DXS8089 | Xqe1-25 28.6% (2/7)
0@ 0551983 5q31 50.0% (4/8) ®®| D13s152 13g21 55.6% (5/9) DX$1001 | Xg21-25 0.0% (0/5)
®| Ds5S422 | 5q32-33 33.3% (4/12) @®| Di35158 | 13q32-33 87.5% (7/8) DXS8043 | Xq26-27 22.2% (2/9)
@®| Dssags 5935 42.9% (3/7) @@ DI13S1315 | 13q32-34 77.8% (7/9)
chromosome 6 chromosome 14
D6S344 6p25 16.7% (1/6) D14564 | 14q11-12 12.5% (1/8)
@) Des422 6p23-22 33.3% (2/6) D145980 | 14q21-24 28.6% (2/7)
D6S291 6p21-21 20.0% (1/5) @] D14S63 14923 33.3% (3/9)
0651714 6p21-11 14.3% (1/7) @®| Di4ses 14924-31 40.0% (4/10)
@ 065275 6q16 40.0% (2/5) @@ Di4S65 14932 50.0% (6/12)
@@ Des2s7 6q21-23 60.0% (3/5)
@®| DsS310 6q22-24 81.8% (9/11)
0@ Do6s441 6q25-27 62.5% (5/8) @ : Locus at which frequency of LOH was more than 30%
0®| D6S1719 6q27 66.7% (6/9) @® : Locus at which frequency of LOH was more than 50%
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Table 4 Loss of heterozygosity at candidate region in familial and sporadic cases with serous adenocarcinoma
Familial Sporadic BRCA1
Marker* Locus No. of LOH case No. of LOH case No. of LOH case
No. of informative case (%) No. of informative case (%) No. of informative case (%)

D5S407* * 5pl13-q12 7/11( 63.6%) 5/17(29.4%) N.D
D55644 * * 5ql4-15 5/10( 50.0%) 4/ 9(44.4%) N.D
D552084* * 5q14-21 7/10( 70.0%) 2/ 8(25.0%) N.D
D551983* * 5q31 4/ 8( 50.0%) 5/11(45.5%) 3/12(25.0%)
D65287 6q21-23 3/ 5( 60.0%) 3/ 6(50.0%) N.D
D6S310 6q22-24 9/11( 81.8%) 7/14(50.0%) N.D
D65441 6q25-27 5/ 8( 62.5%) 10/14(71.4%) 9/12(75.0%)
D6S1719 6q27 6/ 9( 66.7%) 9/13(69.2%) 8/12(66.7%)
D8S277* * 8pter-23 7/11( 63.6%) 5/13(385%) 9/17(52.9%)
D8S258* * 8p22 5/ 8( 625%) 5/12(41.7%) N.D
D8S1752* * 8p22-12 6/ 8( 75.0%) 5/13(38.5%) 8/15(53.3%)
D8S266* * 8q24-ter 5/ 9( 556%) 1/14( 7.1%) 6/15(40.0%)
D8S558* * 8q24 6/10( 60.0%) 5/15(33.3%) N.D
D8S1836* * 8q24 6/ 9( 66.7%) 3/14(21.4%) 6/13(46.2%)
DIS154* * 9¢32-33 8/11( 72.7%) 13/35(37.1%) 4/14(28.6%)
DYS1795 9q34 4/ 5( 80.0%) 6/10(60.0%) N.D
DIS66* * 9q34 9/12( 75.0%) 7/25(28.0%) 5/14(35.7%)
D135219* * 13q12-13 6/ 7( 85.7%) 3/11(27.3%) 3/ 8(37.5%)
D135152* * 13¢21 5/ 9( 55.6%) 6/13(46.2% 8/12(66.7%)
D135158% * 13q32-33 7/ 8( 875%) 9/24(375%) 6/16(37.5%)
D13S1315* * 13932-34 7/ 9( 77.8%) 6/19(31.6%) N.D
D1751845 17p13-12 9/ 9(100.0%) 7/13(53.8%) N.D
D175796 17p13-12 9/11( 81.8%) 12/20(60.0%) 12/12(100%)
D175799* * 17p12-11 6/ 7( 85.7%) 6/23(26.1%) 5/14(35.7%)
D1751872* * 17q11-12 8/13( 61.5%) 6/18(33.3%) 11/16(68.8%)
D17S787* * 17¢21-22 8/ 9( 88.9%) 14/31(45.2%) N.D
D175789* * 17q23-24 6/ 9( 66.7%) 8/17(47.1%) 7/14(50.0%)
D1751352 17q24-25 9/ 9(100.0%) 6/11(54.5%) N.D
D17S937 17q24-25 6/ 7( 85.7%) 8/11(72.7%) N.D

*Marker at which frequency of LOH was more than 50% in familial cases
**Marker at which frequency of LOH was more than 50% in sporadic cases

N.D : Not done
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