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WFFERR AR OB (Fn30) - BRIFR U A LAY Lzt NFRER X 2 7~ 0 2 HRGE
3451 Tdh 5 Toll-like receptor 4 (TLR4) (ZRT 2HIROFUEEZTEEG LT-L 2 A, FFRHE
btz T+ 2 —EORERDIZ. Fiz, Bz LIEX AT~ U A TOHN > TZRIE
MIFFEH BT, 2D D RN DFHTURDO A MR S0 L 7o 7. 51%1L 2 OF#ist TLR4
PRz LR LR A —— 3812, EHREE L ToOREEED T L.

WFZERR R OBEEE (330) : Chimeric mice with human hepatocyte was infected with hepatitis
B virus to mimic liver fibrosis triggered by virus infection. To prevent liver fibrosis, a newly
developed antibody specific for Toll-like receptor 4 was administrated with the chimeric
mice. The antibody successfully prevented the progression of liver fibrosis. The severe side
effect induced by the antibody was not observed in the mice. Along with these results, the
antibody could be a potential as a new drug. Further study is needed to reveal the
molecular basis of this effect.
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1. WHZERRAR S W DT = A, SR PCHER 100 TABRETHD. —iK

B BT 1% B BT ¥ 1 /L A (Hepatitis B

virus: HBV) 12T H Z LI LD RBIET 5.

AFTITA 150 T, HHRFTITH 4{E2 T
JI N HBV £l WA ET 5 EHEE X
T, BAFFREERE & 7 2 20T
AR COTHEET, A TIXERY 6 T

BI7p0RRe & LCiE, BARUBMAT &2 & ATRRHE
{bZ#R T, FECHTE~LH#EREL TN Z
EDBMLINTWD. UANVREIEDGA,
T ANVAR T ERA MR DIFREDOHEREIC
B2 &2 b, BAEFFEDOES, 741
VAR TF- O TEIE /2 S Cwb. HBV



Tt MEBERE Y A LA (HIV) ¥4
HERZA L, HIV ERRICE £ A~v A
WAT ) KA T T L —ar88si-
W, —HRYERSL LTS, T AV ADSE
ERPERIIREECH S, D=, BAUEM
FFROIEEEL LTI, vA L 2GR
FHELLTC, f V¥ —T xznm v

( Interferon: IFN) &t Blig 7 S 1o 7
(Nucleotide analogue: NA) HFIHF]H &
L, —EOEE EFTND.

7, WEETOWFICOWTIE, +59
TREAT N 22 S LT, C ARUBMERF 28 T,
JRRMEIL 2 D IFREZS, R~ & 2 5 fRal LRy
il & FHEA L TN B 720, F DTk OHERIN
ARETH B, BAEUBMERF&K TIdLd L HIK
YL &R RES — BT, BRHE LSRR S A~
CEGRICET LB D, FoD, HER
PR ERN M E T, FrCAERHBME S HIV
JEYL & o T I T T O K IR EE
WML ERT L Z NN TED,
EDFEM 72 ORI & RPR N M L S
TW5o.,

HEEE DI, ZOREMRITH-DICE b
gz AT A a—~< /A R¥ 7R Th
He MFHRELRY A 7~ 2 (F AT~
) BEEEFLE L TCHMT S Z LT,
HBV &Y T Comett B D ar5E & i

FUTIEBRT CTHED TE 2. ZTHE TOWET,

X AT~ 17 A2 HBV Z Rk S ¥ 7-1T
FEHRHEIL 2338 H 372 (Sugiyama M. et al.
Gastroenterology 2009). F7=, #H{boik
BLTWDFX AT~ ARETIE, EYw#in
SiEMERFFE (Reactive oxygen species,
ROS) ORBINEE TH D Z ENRHBLNE 72
0, ZAIUZBE LT, HIEEORILEEDE
D He. ZONERE L BET HBR T &l
MICBE®E L7z & 2 A, Toll-like receptor

(TLR) 4 OFRHLNFRZE b &~ AHITH
xR, ZOTHO IL6 bEMETHD &V
TR T — X 157,

2. WHEOHEHM

B BUEMERT I OHEFTIZ X 0 PN O RR#E LAY
HTeH, FORMEEEBOEFIIRHAOE E
Thol-. HiEE SIX, b MFHEEL S 2
S<vUZEFMATHZ LT B BFRT AL
A (HBV) &Y%z #IN & 28T v %
TS Uiz, Zof T, ROS ORifHIpEA &
TLR4 & OIEMHAL B S, ARiF%ET
1%, ROS & TLR4 ZHu.LNMZ, FOEWET
TR 2T+ 5 = & T, MR LOFIE &
BOMT A B L=, TLR4 BREOMHES in
vitro < in vivo T{772\Y, TLR4 O E 072
WM 52 LS LT, MRME(LBE
B OEIEZRE L. BRHELIE R ORI
ZIRET S 2 & T, Rl T ¢ Rt R
Z T B ATHE & 9 5 fa 72 K1 D% B &Rk

72 ERRIGH 2 Rfs L7,

3. WL HE
AWFFETIE, TLRA & ROS IZVEH L CTHF#ME
{LDOFRIE L R OMIF 2t Lz, TiHT —
A NHEBIVTUND TLRA FREE D TEMEAL 23 fi
HMEALTERRIC 52 D B el I 57201z,
FPURIC LB EEZIT/R S Z & CHEHENA
WA L=, ZAUCEE L C, ROS O
S TLRA BRI L Db oDy, 6 L< X TLR4
O _EFRITALE LT D O0E LT

ROS DEFGE 72 pEAEI K DG E & S84k
DBIESNTWD N, ZELEKICEET 5
& Z D Chkl & HFULMARD BEIZ DU THREHT
#3397, Chkl OFH LV VE{LOFH %
BEtL, X512 Chkl ®E A k> H3TI1 ¥
— PSRRI X 0 A S T B A E R
HBETICOWTHT L2, £72, ke
Chkl DA EAEHIZ OV T H a8 e a0 A A
J 7y MTE YT ERED, RN RIAE
DAY S I 5 2 DB AT E Y = 3
T4 v I REbEED TREF L.

4. WFFERRE:

(1) ML ERICR TS TLRY BRI OfR
Br

~7na 77—, NIk LT, #rllic
& L7=8i TLR4 PURZ1EH &8, ZoiE
Zhi% in vitro THER L7=. ZTDO%HE % in
vivo THHTAH7-DI2t MFMEL S R
T~ AP TLR4 Hilk & &5 L=, Pk s
LTI, & b TLR4 FREAY 7291 TLRA HLiK, ~
7 A TLR4 $pFH9725T TLRA Hifk 2 (i L 7=,
HBV & S 72 X 7~ 7 A IZHL TLR4 Biik %
ilEERG L, 6 » AfAE LR CTHR
L7-. ZOfE%R, ~ 7 APL TLR4 FLikE &5
L 72 BEIC B W TR o I N Bl S
7. —H T, b ML TLR4 HUETIZZE DR E
MR LN T2. ZhbDZ EnD, b
MTHIIAAFEEL T2 TLRE OREGITEHE S
7-. <~ AT O TLRA &% E LT
%, 7 v =il iFEMRAETORS.
A%, W oMY TLR4 R E M LT
ML KR E B A2 52 TV D0 Matd
5.

(2) BEoZHE LA R B 5
(K- D FRAT

ZHE TOMTA S, Chkl O U ER kiR EE
ROMERE R T NIRRT ~ & Dl
HZENHLMMNE o TWS., HBY &z E
D ZOBGEOMER L F - e RO I
DT HBY Z1E & M T B9 2 B 2 M fa ik
(HepG2. 2. 15) & HBV J&YL¥x X 7 < v Z Tl
WZOWTHULMR DL E & SO LB sEIc L v
BELL, Chkl & OFMEIER @ L7223,
Chkl @V U L EE 7o EI358D HiLleho
7z,



(3) TLRAIZXIT DY v ROBRE

TLR4 & O FROIEMALZR~RT T —

B O TWER, ZORBNEELEN
7ZIRMIEIARBHOEETHSD. HBV FELL TV
DR & HBV S X T~ 7 AHSED AT
figiz T, BB AT E T X D BRSO
M2 ED . REELUREOFHETED
Vgl REMIG T OB Z T2 > T <.
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