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Identification of the functional role of laminin alphal in ischemia.
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WFFERR R OMEEL (Fus0) « M i 45 5 p & PR A R2 123515 5 laminn alphal F8E0 H EA: 2 iR B
THIEEHRINC, U AR M E T VAERIL | #2147 o7, IMHE 5% O laminn alphal J8 81
IRB— TR BLER LT R (B 1% 24 PR X0 =10 AR i A3 L I BB S 3 BN ER D B AL,
BEOFAENLBID T HZIZB W TH R ANTHTAE L i & SRR BIERO b, Fiz,
BEEAIZBNT, 277 U7 O—E28 laminin alphal 2B THDIENFBNERR-TZ, R
(2, AR IR L2 3317 5 laminn alphal F8 810D B EMEA E R AR G35 7-8 12, laminin alphal =
YT AT NI T ONT REAFRUTRE R B TEV R R FE IR, Fio, B
OITATEI R BRI, MEOTERARICEAL D THHZEEZ BTz, RIKIZIBW T,
P AT < AL LRBER L CHEE 72 221X O L0 272, ZIHO5E R0, laminin alphal =5 ¢
Tat Iy I T IR ANDIEZEE T NAERIR FTRE CH D ZENHIEMNT o7z,

Pl EORERI S | A ZEEER EFAMR 2BV T, laminin alphal 23L& OB EEI 70UV T O
EREICEA G L CQODIENRHLNERY BAEIZAITTZVET I TICEHE THHIENRB I,

TR OBEEE (330) : We hypothesis that the expression of laminin alphal is important
for mouse brain ischemia and the regeneration. To prove the hypothesis, we made mouse
ischemia model and immunostained the brain. Laminin alphal did not expression at 6
hour after ischemia and the mainly expression was started at 24 hour after ischemia in the
basement membrane of neovessel. Moreover, the expression of laminin alphal was
observed at 7 days after ischemia which was regeneration stage. Other hand, in the lesion
of ischemia, a part of microgila expressed laminin alphal. These results indicate that
laminin alphal associates with newly form of brain vessels after brain injury. Next, to
examine whether the expression of laminin alphal is important for brain injury after
ischemia, we generated laminin alphal conditional knockout (Lamal CKO) mouse. We
observed the phenotype in Lamal CKO mice. Lamal CKO showed markedly behavioral
abnormality and we clarified that the abnormality was caused by defect of cerebellum
formation using immunohistochemistry, western blot, and slice culture method. On the
other hand, the apparent abnormality was not detected in the cerebrum of Lamal CKO
mice compared with wild type mice. These results indicate that it is possible to carry out
the operation of ischemia model to Lamal CKO mice. Finally, as our result, laminin alphal
associates with the angiogenesis and the accumulation of microglia in encephalopathy and
regeneration after ischemia and it is suggested that laminin alphal is important for the
brain tissue remodeling after ischemia.

(&AL 2 1)
[ERESEH [RECTES ¢ & &t
FERE 22 AR 1, 600, 000 480, 000 2, 080, 000




SRR 23 AE B 1, 400, 000 420, 000 1, 820, 000
R
fERE
R

o E 3, 000, 000 900, 000 3,900, 000

WA © EHT
FHBFO55FE - MIF « PYRHRERPRIE: - IR
F—U— [ RS TR, B, TR
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FfESN~ N> 7 AD FH 55 - Tdo A laminin 1%, FAREEE OMEHE, A BT AEDOFHE | ARG R
DAEESEAR 2 7obREA B7-LT% (Miner et al. Annu Rev Cell Dev Biol. 2004), HFE&HG
1%, laminin OFFEHIILIZ 331 DREREAT =X LD % 1T72>T&7= (Ichikawa et al. J Cell Sci.
2009) , AMFE FELE | Z LA RMMRRG RIS IEMEAL L7237 7 ) 7 H>5 laminin &5 fiF 3 ABEE 0 S
. M AEZEOHMBOVET VT ThI TnAEWI #1355 (Gregory et al. Stroke.
2007), F7=, FRMEERFIZIBVT, laminin D& BFIKTH D integrin DFEHTLHEL . FABREIZE
HLTWAATREMEAVRIZEN TS (Baker et al. Brain Res. 2007), UL, ##({EERICIIT
% laminin OEFEICDOWTIE, L5032 TR,

laminin OV 7 2= T&H2 laminin alphal L, FAIZ BT, IR IZ O AR TWB55F
Thb, FEEHGIL, M FERE AWM ZEE T L ~T A28 T, laminin alphal 23} ZEH
O IME BN RN R IR T L2887, - BERICEZS, 245 laminin alphal IO
M FAEO—EIE, FERERZ MBI M et Bl 22 ST,

FRBERSEI ., A5 BRI Z o TRERR S AL, IO PRGE N BRI D 3 W-CTEER IZHEREL TUD,
b SERE D [ A5 (2 3\ T MBI ORI M1 T & OB RCHT A MG E B O JAR L [BIE IR 5L
TWAHZE (Ringelstein et al. Nurology. 1992). {HIEIMATOERE A IZIZMEEIEN O~ a >
7=/ VT PEEREL T AZE (Todo et al. 2008. Stroke) RSN TS,

UL 235, SIS MRH ZERE O 538 L A R I B 1T D M BE IR RE D 4> FRE R 1 oW T, X<
G3In o TUNRUY,
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AT TUE, B FE (2 LD MRS = R SRR PR AR R (23510 5 laminin alphal OFERERIE 75
ZHGNCTHIEE HRIEL TS, ARAFFEORRIL, 1EH A T O E A SO ZE S D5 E
IRFIZ BT DA RE LR I T i Ra B2 5b D EB 2 HD,

3. WFED I

AR~ A I T VA ERLL | R MR A R S lo~ T AR L | SR Y e ikic LD
laminin alphal OFEEHAHIELL 7=, laminin alphal 233 T2H2MIEZ R E 3572012, Mk, mMEWN
. oarz 0y ZVT O~ — 10— Floxt T AR E O TR LB A T o7, IRIZ, laminin
alphal CKO =D AZIERL ., ML FERESCTy 2 AZ T ayh G EERLE O ST fFTIZEY
laminin alphal CKO =7 ADR B ZRFILT-,

4. BFIERRE

TG AEIC I | M % O laminn alphal FEBL/ 7 — L A RREFHICBIE LTG5 B M5 &
#% 6 B CIXEAROLNT, EES 24 BREL0 T ICH A RREREI RSO S,
GEOHANBIDT HEZLIZBW CHER I HTAE LT RSB R BN bz, F70,
EEIAIZIBN T, 277 U7 O—EH3 laminin alphal Z3EHL CTODIENHLNE ST, 2
NHOFERNG | EERIZBIAMIMAE OB 4T laminin alphal 23EF 5L QWA ZENFRRIEX
Uiz, I, BME MLRFIZ 31T 5 laminn alphal 8B 8 EM:A BRI 572812, laminin
alphal 27 4 at )V /oI TR REER LT, £9°, a7 4 a v /v 77 <7 AD RN
IZRITAERB AR U TR R BTV R 2 DR LT, ML kT = A
LTy NE BN RSRIEICID RO LIVATEN R R MEOTE AR 2L Db D TH
HZEEHOMNILTZ, KIKIZEBWTIL, B~y AL L CHHE 72 2 X0 bR T,



INHOFERAS . laminin alphal I T 43 a L /oI T ORI ASD MFEZET T VAERL DY AT

BECHDIENHHLINNI /22T,

PLEDOFER DG | M FEEERLFHAIEBRIZEBW T, laminin alphal 23L& OF EEI7a 7 )7 O
I EL TWAZERHLEZRRY BAEICRTT-VET VI TICEE THHIENRIBI N,
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