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DAMEIBET po3k & OFITHREADO KA L, E—EM» bELERRS L OEEEE» S
=5 FE DNA ##iH L, Southern transfer %, 174 EAFEK (17p) LFETAHANHEETF
pPo3N X EITHRAEAK LD = >D VNTR 7' » — 7 (pYNZ22, pTHH59) &1 7V 14 X &%, EHEHA
& ETEHBO A FRIEETHZ LT, ~TrEEMEDOHAK (loss of heterozygosity : LOH) ##&H L
7o, DPO3R L O pYNZ2TIXF N Fh, T LER146IH 56 (36%), 2064 94l (45%) & EHEED
LOH @ b, pTHHSI T LOH & 74k 141 (14%) THot-.
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Synopsis Twenty-one human ovarian epithelial carcinomas (13 serous, 3 mucinous, 2 endometrioid and 3
clear cell type) were examined for allelic losses of p53 tumor suppressor gene, pYNZ22 or pTHH59 on
chromosome 17. High-molecular-weight DNA was extracted from ovarian tumor tissues and normal ones
obtained from the same patients, and was subjected to Southern blot analysis. The filters were hybridized
with p53 ¢cDNA probe or two VNTR probes on chromosome 17(pYNZ22, pTHH59). By comparing the
hybridized band pattern of the normal tissue with that of the tumor, loss of heterozygosity (LOH) was
detected. Frequent LOHs were detected in 5 of 14 informative cases (36%) on p53 and in 9 of 20(45%) on
pYNZ22, but LOH on pTHH59 was observed less frequently than those of p53 and pYNZ22 (one of 7 cases:
14%).

These results suggest that allelic loss of p53 may play an important role in the development and/or
progression of ovarian carcinomas.
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PABETF L OEM LI X v EbE s Sk
T ot L, B AMEEE TR IEFEREOEKCOR
FED X v et s BERTHTH S,
= DEETE, B —X O BET O STD,
ERBAERLRIC L H AR FE LEhD Z & T,
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A1 (Knudson @ two hit %), S0 < HHET
5EEZLNTWAHNAIFEETFD S, B
HEEEIRhTW503b T 3BETHY,
FEINRTHHORELTh, 4 DFEFITD
NEALEBNTT 20X ERFTNEET D, £C
THENICEEINYRT 7 r — 72 ie~T m
BatoE%E (loss of heterozygosity : LOH) %
AT A Lk b, RAIMAEXTEFECHFLET S
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11p, 17p, 17q » LOH 23EFE I HD b h 19724,
Z b OIRAC IR I BE 5T B 28 AR R T
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7o,

APFgE T hbo 5 bEE1THEAD LOH
HH L, 17p13.3 (pYNZ22) & X ¥*17q23-
25(pTHH59 1w k13 % LOH ot x T2, &
W 17pl3. 1 23 % 2 A HD L B 4B F p53*¥ D
LOH & 2o\ T H 8 THE L, pYNZ22IZ X %
17p13.3D LOH D#E R & k35 2 & C, IF
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12 Southern transfer L7z, 7 4 A &% —i% (32P)

T L7 7 v — 7 £50%formamide, 5XSSC,
5 X Denhalt’s solution, 0.25%SDS, 100xg/ml %
¥ 7 kT DNA B+ T371CT—Bana 7V &
14 A &2, 1XSSC/0.1%SDS =R T 205 X
418, wiz0.1xXSSC/0.5%SDS #T50C 1 F#R
Bl A= S5OF 7574 =70k, 7T r—
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#F1 BB, EERETE & loss of heterozygosity

fr & 17p13.1 17p13.3  17q23-25
No. ek wil) BERETH @ Te-7 p53 pYNZ22 pTHH59
HIRREESR Bglll Banll - BamHI Pvull
1 SPCA IIIc o X o X
2 SPCA Ilc X o O X
3 SPCA IIIc o o o X
4 SPA Illc X O O ND
5 SPA Illc ND X o ND
6 SPA Ilic O X O X
7 SPA Illc X O O o
8 SCA Illc O O O O
9 SCA IIc ® ND o o
10 SCA Illc X X O X
11 SCA v ND X O ND
12 SA IIb O O ® ND
13 SA v X o ) X
14 MCA Ia ® o O X
15 MCA Illc [ X o X
16 MCA v X X [ ] [
17 E Ic X X [ ) X
18 E IIllc X X [ ] X
19 C Ia X X X o
20 C Ic X ® ® o
21 C IIic ®  J o {
LOH n#E 5/14(36%) 9/20(45%)  1/7(14%)

L g T e - T OREBA EOMNE L SWICHEWCCHIBERYRLTH B,

#H#E : SPCA ; serous papillary cystadenocarcinoma, SPA ; serous papillary adenocar-
cinoma, SCA ; serous cystadenocarcinoma, SA ; serous adenocarcinoma, MCA ; mucinous
cystadenocarcinoma, E ; endometrioid carcinoma, C ; clear cell carcinoma, X : homozygous,
@ : heterozygous, O : loss of heterozygosity, ND : not determined

8 3 9 12 6
N TNTNTNT N T
—23.1kb
A
Ag» —9.4kb
—6.6kb
—4.4kb
—2.3kb

X 2 pb3» Bglll Wiz X % loss of heterozygosity.
N E¥#E& T EEES ABIOA,:alelic /7t v F, BEHABRTHEHROLD
NAHAY PR % TRLE, EEBEOKFRE1 D No. IKHIG.
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SEHLL, WTho e -7 EEBEKBTC~T R p53% 7 r — F I\ o4, Bglll Yk, Banll

BEAEMDO L BT % informative, T H D LW % & 3> C informative 7 % © (X214 14451
5 BLEBHERICETAELLLD—FHDAY FOWH HH, o556 (No. 4, 6, 7, 8, 12, 36%)

HKXFFELVREOFEA % LOH & &L, i LOH # @7 (&1, K2 - 3). pYNZ2%
8 3 20 12
N T N T N TNT
—4.4kb

—2.3kb
—2.0kb

—1.4kb

—1.1kb

X 3 pb3® Banll §I¥1ic X % loss of heterozygosity.
N E##ERE T EBES ARIUA,:allelic/z v F, BEHABTHEDOLD
hHAV R % CRLE, EBROBFIEREL D No. KN, .

14 8
N T N T
—23kb = o —2.3kb
—2.0kb
—2.0kb
—1.1kb
—0.9kb
—0.56kb

K4 pYNZ22d loss of heterozygosity.
N E¥6#% T BEAS BEEBRTHADALNRS AV FE*xTRLA, EBEOD
BF13E 1 © No. XL,
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X5 pTHH59 loss of heterozygosity.
N EEER T EEAR EESEEcHEEosbR
AV VR % TRLE, EBORFITFE 1 O No. kst
I,

7'r— 7AW IE4E, BamHI YJ¥r € informa-
tive 7 d DIX2060H 0, =D 5 H 9 HI(No. 2, 4,
6, 7, 8 10, 11, 13, 14, 45%) «w LOH %%
72(&1, M4), pTHH9% 7' » — F Il 0ol
&, Pvull UJ¥7C informative e b DX 7 HH b,
ZD5%H 1#I(No. 8, 14%)iz LOH 7= (&

1, ®5). ¥/17p Lo oDFr—7, pb3&
pYNZ2223\W 75 & % informative 75 % D 1214451 »
D, D5 HBNo. 4, 6, 7, 8D 4 HlTlLpd3L
pYNZ22 ¢RIz LOH &R 7=53, No. 2, 13,
14D 3 HITix pYNZ22D 4T, No. 12TiX p53»
ZTLOH B bh, EH D6 flikFho
v —7T% LOH 2R D hotk,

EIC X B pYNZ22% L 08 p530 LOH 0 F
& LA SR IRET R & oBAMR, —i(k Wil-
coxon BB & 5 pYNZ22% X O p53» LOH @
HEE L FH & OBRIIAD S hishot:,

Z ¥

HEDBEOBETRTFVANVOMEDOESIZL Y,
FBIBAT y 7OBREBFREOERICL D FE -
ERBLTWS EW), SEREFEHIENR L D
T&E T35, #lzi¥ Fearon and Vogelstein IZ X
DTRIBIhICKBOELD £ 7 A%0T1, BRE

BUAA
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DFEEWII5q DREKD, BEDOEITICIE Kras ©
RRERRL18q DRED, BE»SEEA~DBIT
ZX17p DREKT et b ph3DRELD, FicF
DERICIFIOBETFREVEELCWBLE

HBRTW5, WETEZIDOETFAIRE WL DD
BESNEL S HERS DD, ERECIIE
DEECEMULIEFANRIEIR>OH 5,
NDDOBIERTFRER, DAREBETOEEILE A
BB TF ORE LK & h, B4 DB
F5ETLOREILE, HANTEGTFREOKR
BORNETHS.

B L7ck 52, e FIIBECIINABETIE
AL DERE D I, —HRETFRECOWTIE,
3p, 6q, 11p, 17p, 17q I= K13 % EHHE © LOH!9~2
DEKOBEND D, bW UTEDITEE
W IRERE B 5T 2 BH O BN ANFEE T
TETHAREENE2ZORS, SHEOKE T
CHEET 50 AHHEET ps3 LOH 1336% 1
DIFY, ZOBETFONEIEDORLE « RO
OEDDBEMEERIHEOTHBHI0H 5 ERREL
TWwa, ZLTIDL 5 hBEFREEREROER
e FINBREOREE ST ARBICEBT S L ED
ns,

KBREDOETADIIp RED Z — 5% » b 23 p53
THDHEVH T L, Bakeretal Vs FEE Lok
[ %E D 17p o Fh 3@ R K FBAL1X17p12-17p13.3D A
T, ZOFEBIEPS3EEATLS EVIRE
IV EMTFORE, LrLRABCEHEE DT ©
REFD I 65 FHE D IR ETBLLIL 2 EFTH
D, 0EDEPSIEETHETH 525, $ H0ED
(I pb3L H 7w 2 7ID17pl13.3TH B = & AV
B L3239 17pl13.31Ci% p53 & (BT B M A HNEIE
BFOFENHEEINR TV 5,

—J e FIREED17p13.30 LOH iz T i,
BEDLZAH—RBILEBELR TV,
E 4 DT, pYNZ220 LOH 1345%, p53®D
LOH (336% & flh D &2 L 21—, L T %
D, EiH 7 e —7 L% informative 7ed DD 5
B, 4 G133k LOH %8B 7e03, B D O 4 filid—
FOBDRIETH DI, ZHSDFERIIBIITHE
DEBEFREOBGREERMA TS L XL
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(1) pYNZ22» LOH 1% p53» LOH iz £ v~ 5
A 7AIDKIERELICRAETH B DY, KETIR
BT & 7o\ ph3D A T 0 K kL BRI O
K&, ik pYNZ227 mv — 7 ClIEH LB #
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