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DNA #8151 BACHT DOF%HE & BACHI-BRCAL f5 4 DOFEEER B & /029 5 F & BACHL KHEHI L -
BACHI-BRCA1 #& A& AN HE 72 BACHISVS9 Z8 B o RBIM 2 B &5 29 5 728, BACHL &
BACH1¥9VS%% ¢ t7 2 ES #fifial - ESL L. DNA HIEISE OfEMT 24TV, BACHL / v 7 T U h~w
A, BACHL S990A / w7 A~ A&AFR L RE AT LT,

DNA #8512 &2 0 BACH1 /", BACHI®¥VS%% | BACHT WT ODJIELZ DNA IEE A% O ilhE 4 588 7, BACHI
J v 7T 0 b= A BACHIVSN 7o 7 A v 0 ADRBIRNIIERE K & 78 72, X 512 DNA
BEICKDBACHL / v 7 7 U b~ U ZDORBMOAFRITIEL T 25807,

PLEX Y, BACHI 721) T72 < BRCAL & BACHI OFHEANEH & DNAEIE « F = v 7 RA o Mk
\CE R E 2 Jelz LT D ER AW FERICRE T E 72,
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In order to analyze BACHI role in DNA damage repair through its interaction with BRCAI,
we generated BACHI null and BACHI®V$99 ES cell. In addition, we generated BACHI
knock—out mice and BACH13*%/5%% knock—in mice in order to analyze the phenotype of these.

BACHI1 null cells showed the fearfully DNA repair defect following DNA damage. BACH1 WT
cells certainly showed the few DNA repair defect following DNA damage. And furthermore,
BACHI VS99 0611s showed more defective than BACHI WT cells, but they showed less
defective than BACHI null cells in DNA repair following DNA damage.

AS for the phenotype, BACHI knock—out mice and BACH1®***V3%% knock—in mice developed
different types of tumors. Furthermore, BACH1 knock—out mice are hypersensitive to DNA
damage.

Therefore, the role of BACH1, as well as the interaction of BACHI and BRCA1l proved
biologically to be very important for DNA repair and checkpoint mechanism following DNA

damage.
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BACH1/BRIP1 (BRCAl-associated
C-terminal helicase
1/BRCAl-interacting protein 1, LA |
BACHL) 1% FLa s K OB & s 7 C
F T CIIE3EME D basal-like FLjm DJRA
& LCHEH%Z &L TU 5 BRCAL @ BRCT fH
B EFHEERT S INANY H—BTHY |
DNA B {5#FIZ BRCAL & 54 L DNA (518 R 6E
9, & 51T, BACHI-BRCAL f5 & 13#MM
JAHIZ 48 & Fu7= BACHL O Ser990 d U >
LI L TR . DNA ARS8 D
B E G2-M F = v 7 ARA > MERBIZEW
TWbHZ ENbnoTWh, BRCAL &
BRCA2 (228 B> 72 R FEE FLFE HE L 33
UNT, BACHL OEEPFED HILTNDE,
512 BRCA1/BRCA2 28 B2 F R & D
3,000 A% H % 2 fE A2V T BACHI 2252
AWM LIZE A, EEHED D 1,212
AH 9 AT BACHI ZEERN[FE ST,
2,081 AOXRTIZ2 AN L RIE ST
(P=0.003)., SLEOMV 227 1% 2.0
(95% 15X [CI], 1.2-3.2, P=0.012)
ThoTe, ZIUHDFEFEN G BACHL ZHEN
FEERICHBRIEO —R & o TNDH Z &
N> TW5D, F72., BACHI IT Fanc]
& HIETH, BACHL IZBIT BT L L HZE

i, 77 ra=gim ) oK E R D,
Ty Aa=EMiIT ) A RZEEE AT
PHTH Y BACHL [T FA-BRCA FEHEIC & 5
DNA EEHEREICR W CEHEE AR KE 2 -
TNHEEZBND,

FiHEIL, KEoa 7 K%O Thomas
Ludwigi#i+& & HIZBACHI D/ v 7 77 b~
U ZAOIERUZ R LT (RFE3K)., BACHL / v
77U b~ U AIBEBSELRKET, EF
L. Lymphoma # E& T AEEEZER LT, %
Z T, BRCAL & DOfEEREA ANE(L L7z BACHI
S990A EIZFD /) v 7 A o~ T ZADRED
fRMT 24T 5 Z L12 X W, BRCAI-BACHI AHA{E
R DIENIAZNL S E B 2, RHEGEICE T,
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BACH1 (% BRCA1 0> BRCT fiilsk & #H AAEH 4
HANYH—ETHDH, ZOMAERIT
BACH1 Ser990 @ U »ER{LIZHEAT L TV 5,
Z DIEAR T IX BRCAKAFMED DNA BT 35 &
IR T = > 7 RA v MEBEIZ B W
THEELREEZH->TNWDE, I T,
BACHL / v 77U h~ U ZADRBAOfiE
Hr & EF ffifa, MEF ffifdz Hv 7z BACHL
FEREFRHT 21T\ . S 51T BACHL Ser990Ala
(BLFS990A) /v 7 A v~ A&AERLL |
BACH1-BRCA1 AHAEAEH D & > LM 72
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(1) BACH1 /", BACHI%9VS%% o DNA #8512 & % ik
ZE DT,

PESL L 72 BACH1 ", BACHI®™VS94 g5 ES #fi
o« MEF #if% 6-well 7L — MZE X, Bz
PRPRIE D Mitomycin-C (2 L Y DNAHBIEE 5 %,
ENENDOIRE DI AEFHR % Giemsa Yo
W&V T 5,

(2) BACHI*/*’ BACHISQQOA/SQQOA D b« JAUN Z:ﬁﬁ?l‘i
DIFEHT,
B8 L 7= BACH1™", BACHI®™VS4 o> ES #

i« MEF LI Mitomycin—C % 5- % .nocodazol

block (2 CHIfEZ yZENCRBI L C, HE -
Giemsa Yufh 4T\ Yt iKUK DL 2 81539
60

(3)BACH1 /", BACHISVS%0% 05 Go /M H#iF = v
A v SRS ORRAT,

PESL L 72 BACH1 ™, BACHI®™VS94 o> ES #fi
ficl « MEF il y-1IR 5%, EE - B A b
> H3 DV AL OEOEEY A, Propidium
inodide (PI)stain %4T\)., FACScan (Z CfHE

Hrd 2,

(4) BACHI*¥VS%%" > DNA 45 {5515 0D JE £ D FRAT o

BACHIVS%% 0> ES fIfiek- MEF AL ~IR
Z 5.2, [EE « Flag-HA tag DHEOGHRIEYE
ATV, BEMESECEIZI L, BRCAL & HHIZRTE
RN %,

(5) BACHL / w7 70 K~ 7 A, BACH] ¥V
I AT AD KBBRIOHT

ERL L 7= BACHL / v 7 7 U h~ v
A, BACHISWOVSRON oy 7 f e 7 A fAE L
B Rk 7 & ORB 2 T %

(6) BACHL / w7 717 k= 17 A, BACH]¥90V/59904
J A= A0 DNA BT X DR
DfiFAT

fERL L7 BACHL / v 7 7 U k<~ U
A, BACHIS®OVS®0L ) o) 7 f < 7 24T y ~IR
ZhHZ . R AR L EE IR & OREL
T fRAT S 5,
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BACH1 ™", BACHI3®*VS%9% o> DNA 4B {512 L 5 JikZ
PEDfFEMT & LT, Mitomycin—C (2 Y DNA 8
a5 2 MREFREHITLIZE 2 A,
BACHL WT TIIMIfa 7R DK T IX T E38
HTUWNRIN > T2 A, BACHT CIRBIA 72 e
ATFIROIR T Z 78 72, BACHIVS9h G
BACH1 WT & BACHL ® oL FR DK
TERED,

BACH1 ™", BACHISOVSWN ¢ 27 ) I A2 TP D
AT & LT, Mitomycin—C % 5 x Yuta KOy
DER T2 BIEE LT & 2 A, BACHLWT Tkt
RO ZNIE ERD T o 7208,
BACHL ™ TIXRKZHOYEIREIN 2R D7,
BACH19VS9%904 3 - BACH1 WT & BACHL/ ot
W OGN - DIBrR 258 0 7,

BACH1 /", BACHIS¥VS9%90A o> G2 /M F = » 27 2K
A MEEOTE LT, v-IR 25 %,



FACScan (2 CHEMT L7z, BACHL WT Tl G2/M
T x> 7 RA o MERBEOBHE LR O TV
7R 7208, BACHT ™ IR 72 G2/M - =
v 7R AN O E 2R T,
BACH1%99VS9904 3 - BACH1 WT & BACH1 o>
R D G2/M #1F = v 7 R A > MR Ok
fEZ DT,

BACHL / & 7 77 b~ 7 ADFER L 50 L
32 DL HESE IR (Lymphoma 72 &) Z 588
720 BACHINOVSMON 7o) 7 f Loz 7 A DFRBIAY
130 Purf 3 PLIZHIE DR B A RO T,

SHIZ, BACHL / v 7 77 b~ A
BACHIS9VS90h ) vy 77 A o2 7 20D DNA 4815
2 X DRSO, y-IR 2527~
LA BACHL / v 7 T U b~ ADALFH
1%, BACHI" 28 100% 447 L TV D DIzxt L 21
HIZIL 85% D~ AN LT,

ZAUTKF L, BACHISOVS®0 o) 7 Lre g
AL BACHI" & #0372 o 72,

PLEX Y, BACHL IZDNAEIE « F = v 7 RA
v MERICE R BEI A R IZ L TR,
BRCA1 & BACHI OFHAAEM & DNA E1E « F =
v I ARA Y MEREICER BB A R LT
WD DY TFRIICEE T & 72,
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