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WFFERCR OB (Fn30) : BRCA2 13X DNA &1, i, O AfiE, & L O sZ&icisnT
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AU OFL AL SK-BR-3 o175 $H72S AU H 3k D HeLaS3 T b [AIERICHI £ Sy, BVESLAR
TRHEZENIE 1 Sk O MCF10A L IEH SR ERZHskD HMEC Tl S hieh o7, BxI1ILE
FISE=2 1) 7% (MRM) (&0 Z0 250 kDa D% > /327873 BRCA2 Th 5 Z & & HER
L7z, IZ BRCA2 28I+ 2 ARt DH D 77 7 —8 & L THIIRERE AT~ N U 7 A X 4
o 71m 77—+ MT1-MMP %% % . BRCA2 ® N K754 250 kDa Of7#E |2 MT1-MMP (= &
HUWALE R L. ZOMEYWRE 2G5 2B Fr v ooy 2B L LTz in vitro
AT T MT1I-MMP (2 X%V 2 B0 % L% OO 2R LT-, Z O8kiE, MT1-MMP
DFLEANC X > Tl & N7z, =2 T, YA BRCA2 OMREZ I 52N T 5 729I2, BRCA2
DOYIWHRIZ XT3 D Pk Z 1B L, % % N 3ifill BRCA2 77 7 A >k (N-BRCA2) . C #iifill BRCA2
777 A~ (C-BRCA2) ZHFRAICEEMT 522 L 28 Lz, ZavEZHW T, C-BRCA2 28
¥ foci ZTEET 5 Z &, 10Gy DOHURBRIRE %, 4% BRCA2 O foci 1TAZH LD HEZIE
(I3 VDG IREE AN 5 D126 L C-BRCA2 DF% foci Dy YGRS IIMNE —THh > 72, LA
XV Fxid BRCA2 7 MT1I-MMP ORE TH v | GIEF C-BRCA2 23fLL 2 (E1HCHL3 A
FEANZ BB 2 T RTREME A R LTz,

MR OB E (330) : BRCA2 is a multifunctional tumor suppressor protein with critical
roles in DNA repair, replication, centrosome amplification, and cytokinesis. We previously
identified the complexes of BRCA2 and membrane type-1 matrix metalloproteinase
(MT1-MMP). In addition, we found the cleaved BRCA2 by MT1-MMP in cancer cells. To
examine the role of the cleaved BRCA2 fragments, we generated cleavage-site-directed
antibodies, which specifically recognize each of the fragments of BRCA2 (N-BRCA2 or
C-BRCA2). Immunofluorescence analysis revealed that C-BRCA2 localizes to discrete
nuclear foci. We measured the fluorescence intensity of the wild-type BRCA2 and C-BRCA2
nuclear foci in HeLa cells exposed to 10 Gy of ionizing radiation at several time points after

irradiation. Interestingly, the intensity of wild-type BRCAZ2 foci was stronger near the




nuclear envelope compared with the central part, but the intensity of cleaved C-BRCAZ2 foci
was distributed evenly in the nucleus after irradiation. We suggest that BRCAZ2 is a
cleavage target of MT1-MMP and that cleaved C-BRCA2 may play an important role in HR

and breast oncogenesis.
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