pL & 2.5 M dNTPs 8 uL. ReverTra Ace
Zlulmz., 8% 40 pl & L7=#%. 30
*CT 104381, 42°C T60 4 Bs S8,

ZOW% . 98°CT L0 A v Fa—hL,

RTEER L RIE Sz, PCRICHEL T,

B-7 Real time RT-PCR

mRNA OHITEIE, Mx3000P (Stratagene)
% T real time RT-PCRIZCTIT- 7z,
Ot &2 LU FIZR Lz, 1-2-6 TH LR
77 ¢cDNA 3%} 1 ul, 10 pM Forward primer
(FP) 1.0 pL. 10 pM Reverse primer (RP)
1.0 pL. SYBR Premix Ex Tag™/ Ny 77—
12.5 pL, 5 pM Reference Dye 0.375 pL
WCHEEERAKE L, 28% 25 uL & L
Teo PCRAIZAW= 75 4 = —DEF|Z R L
7o
PR LI ISR EFEROY SN TF 2 —
TWZAN, UTFOTm ha—VTRIS%
77, Gapdh, IL-5, STATL, STAT6,
Fotaxin-2 CIIEAVEMRL A 95°C, 30 #
O, MRBERIRE 94°C, 48, T =—1
7 EMBERISERIRFIZ 64°C, 20 % 1
YA INEL, A0V A TNV T, T=
— U7 EMERIEOBRIZ, #t% real
time THH L7z,
Eotaxin—1 TIIEEMRIL % 95°C, 60
Dk, FRBERIS A 95°C, 168, T=—1V
> 7 SRR G % [FIRFIZ 68°C, 20 B % 1

T-bet, IFN-+y .
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YA NEL ALY A T NAToTe, T=—
Yo s EBERIGOBRIC, #Y% real
time THAH L7z, IL-10 TiXEVEMNIG
% 95°C, 30 ik, MREENUGE 947C, 4
B, 7=—V 7 L BERIEZFIRFIZ 66
C208E 1Y A 708 L 40 A 7 AT
S, T=—V 7 EMERISOEIZ,
L& real time THiH L7z, MIP-2 T
BIEMERR & 95°C. 60 Dtk MRBESUS
B04°C, AT, T = v L RIS
ZRIRFIZ 64°C.20 Bh& 1 A 7L L L 45
YA INATo T, T=—U T EHER
JEOBEIZ, Bt % real time TR L7,
GATA-3 TIIEAEME IS % 95°C, 60 B D,
fRBER S A 94°C, 1680, T=—U 7%
62°C, 158, EKEE 72°C, 30 % 1
TAITNEL, 40 YA 7NV T, HE
RISOBIZ, #%% real time TR L
7z, STAT3 TITEAEMUL % 95°C, 20 7
Dk, fEBEREE 95°C, 5 R, T =—1
7% 55°C, 10 8, RIS 72°C, 15
Wa 1A I70EL 40% A7 NM1To72,
Ror-gt CIIBAEMEIE A 95°C, 60 B,
fRBESUG A 95°C, 168D, T=—VD 7%
68°C, 165, MERIGE 72°C, 30 % 1
YA I NE L, 40V A I NToT, HE
RIGOBC, #¥% real time THH L
7o 0 VA 7 NDRIGEET %, 60°C 2>
B 95°C E T, 0.2°C /sec iﬂ&%ét%éﬁr



Table 1. Sequences of primers for real time PCR

Gene , Sequences

mIFN-y F(5-3) GGCCAT CAG CAA CAT AAGC
R(5-3) TGG ACCACT CGG ATG AGCTCA
mlL-5 F(5'-3) AAA GAG ACCTTG ACA CAG CTG
R(5-3") CCA CGG ACA GTT TGA TTC TTC
mEotaxin-1 F(5'-3'") TCC ACA GCG CTT CTATTCCT
R(5-3) CTATGG CTT TCA GGG TGC AT
mEotaxin-2 F(5-3) ACC CCA GCT TTG AAC TCT GA
R(5-3) AAG GAC GTG CAG CAA GATG
mMIP-2 F(5'-3) AAGTTT GCCTTG ACC CTG AAG
R(5-3) ATCAGGTACGAT CCA GGCTTC
mMCP-1 F(5-3) TGT CAT GCTTCT GGG CCT G
R(5-3) CCTCTCTCT TGA GCT TGG TG
mT-bet F(5-3) CAA GTG GGT GCA GTG TGG AAA G
R(5-3) TGG AGA GACTGC AGG ACG ATC
mGATA-3  F(5'-3) GGA GGA CTT CCC CAA GAG CA
R(5-3) CAT GCT GGA AGG GTG GTG A
mROR-yt F(5-3% ACCTCCACT GCCAGCTGT GTG CTG TC
R(5-3%) TCATTT CTG CACTTC TGC ATG TAG ACT GTC CC
mSTATI1 F(5-3)  GTTTCA GCT CTG CTC CAT AC
R(5-3) CTGCIGAAGCTCGAACCAC
mSTAT3 F('-3) TGCAGA GCA GGT ATCTTG AG
R(-3) TGCTGCTTCTCT GTCACT AC
mSTATG6 F(5-3) ATCTTCAACGACAACAGCCTCA
R(5-3% GGA GAA GGCTAG TGA CAT ATT G
mGapdh F(-3) AAATGG GGT GAG GCC GGT
R(5'-3) ATT GCT GAC AAT CTT GAG TGA

F; Forward R; Reverse MIP-2; Macrophage inflammatory protein
MCP-1; Monocyte chemoattractant protein  T-bet; T box expressed in T cells
GATA-3; GATA-binding protein-3 Ror-yt; Retinoid-related orphan receptor
STAT; Signal transducer and activator of transcription

Gapdh; Glyceraldehyde 3 phosphate dehydrogenase
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TR AR O RE 21T o T, AR dhERD
HEWC LY, EMPE—-YTHLEHE
ETDHIENTED, RIS TH, 274%
TR w— AT TERIKE 2TV AR
IR S D FOBERZ1T -7z,

B-8 Recombinant mouse IL-4 (rIL-4),
E /7 a—} v IL-4 HifkFs L O DK-PGD,
b

Balb/cCrSlc = 7 A & B{LEEE L=,
vruaXxY U % 600 mg/kg THEIE
e b L, 2o 1 BER#%IC rIl-4 % 0.5
tHh L<IX2.0 pg/body THE LTz, TL-4
PRI 7 a9 ) 5 1 EERIRTIC
0.1 mg/body THEIEENKE LT,
DK-PGD, X7 m x4 U &5 1 RefEl 1%
(2 10 g/body THEIIERENR G L7,
voruxy U okh 6 REEO TR
BEIR L0 BRifn 21T o 7%, AFIRZ R L
7o
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C KR 7
C-1 Yr7uxyv ) iy 20MiE
AR

Balb/c =T AlZv 7 aXxH U % 600
mg/kg CTHEIMEFENESE L, &5 6 Kk
O M IEFREF O ALT, AST B LU E U L
B (T-Bil) ONEBMEICEEERZ % 4
LS %E2 R L7z (Figs. 1A - O,
SEELLLLT, Yoy B
b 6 BERT% O ALT, AST B L OVT-Bil &1
WTFNLEER EERRO LN, £,
vraxho ) oREICL D FEEOR
B &4 P ER O I~ ORI DV TR ET
4572, Hematoxylin-eosin (H&E) 4
8.5 £ Ot Myeloperoxidase (MPO) Hiff
R T Y aac & B TR RS o S
#1To7. (Fig. 1D), H&E B4 Tix, v 7
nXxHg ) T ZAOFEA T, %t
BETIIRD N oI5l & Bb
ﬂé%@gwwm§Wﬁ%®6ﬂkoi
2. MPO BBMEMRAG b D TE MR BT,
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Fig. 1. Plasma ALT, AST and total-bilirubin (T-Bil) levels in dicloxacillin-administered mice. Mice were given

dicloxacillin (600 mg/kg i.p.), and plasma for ALT (A), AST (B) and T-Bil (C) were collected 6 h after administration.

Data are mean + SD (n = 3 to 5). Significantly different from saline administered mice (**p < 0.01, ***p < 0.001).

Liver specimens were sampled 6 h after dicloxacillin administration (D). Then, liver tissue sections were stained with

H&E or immunostained with anti-MPO antibody. Arrows indicate MPO-positive cells.

C-2 Yruxhv )~y AfFic
B ORERBLORZEICEET 28T
@ mRNA D ZSBhfEHT
CraXxPr ) 5% 6 higo~y
A DI T DRIE - RFICEET D
E{5F D mRNA DFEHEE 2| real time
RT-PCR Z W TR L7, &Y 7 ic

39

DUNT IL-5, IFN-g, GATA-3, T-bet, ROR-gt,
STAT6, STAT1, STAT3, Eotaxin-1.
Eotaxin—-2, MIP-2. MCP-1 ¥ X O} Gapdh

@ mRNA @ & % | 7€ L Gapdh ® mRNA &%
MIEICHWT, ZhZhoY 7okt
DFEHEIAEERAEL M LR AR L
. Fig. 2,
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Fig. 2. Hepatic mRNA levels in dicloxacillin-administered mice. Mice were given dicloxacillin (600 mg/kg i.p.), and

after 6 h, hepatic mRNA levels were measured by real time RT-PCR. Data are mean = SD (n = 3 to 5). Significantly

different from saline administered mice (*p < 0.05, **p < 0.01, ***p < 0.001).

SEBEEELT, YuxPhry B
B 228 T IL-5, STAT6, Eotaxin-1,
Eotaxin—2, MIP-2 3 X ONMCP-1 OF E 72
ERBED ST, —F | IFN-g, GATA-3,
T-bet,ROR~+vy t 35 L TN STAT3 @ mRNA &2
DT AEREEIRD DR h -
Tro 7, STATI OFERBONRD LN
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TN DN R AT LI R &

IL-4

pg/ml.

ND

Control Dicloxacillin

vrinxgo ) rsRikEw U AT
IL-4 IR SN ol e FBEDORK
EWRXTEhdrofz, Vruxdy &
B 2 Gk IL-4 B &,

C-4 rIL-48&E5ICXAV7uxH Uy
FEMEATIREE ~ DR

ril-4 o5& 2BEEL L . U/aF
YU G 1 RIS [L-4 & B EER
WG L, Yraxtvl s 6 RE
%o M o ALT O FEEICIREREZ
LR EZR L (Fig. 4A), rIl-4
BECL BV uxY v Y CHEEITRE
EORE L PR AR~ DRI OV
THRET 575, HE Yl L OW MPO
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PUTFiosL (Fig. 3),

Fig. 3. Plasma level of IL-4 in dicloxacillin
-administered mice. Mice were given dicloxacillin (600
mg/kg i.p.), and plasma were collected 6 h after

administration. Data are mean + SD (n = 3 to 5).

ik & Vo R Rt & 5 Tk & o
M &7 o7 (Fig. 4B).

rIL-4 BPRE 58 TIXALT {0 BRI
BOLNTP, rIl-4 DFREEN 0.5 1
g/body DA, dicloxacillin BAMEL 5
LT B & ALT 1L R A m AR 0
b, ril-4 O 5 R 2.0 pg/body D
GEIIAERE R EANRD iz, HE
Pefn, Tl rIL-4 BB E O~ T 2 DOIFY)
RIZBOWT, BLiEBD N2 >72
rIL-4 JFR# 58 CIEEEMaORE
HREE R ZE AN ER 0 B LTz, MPO BB MG
i rIl-4 BRR SRR LUK SR
FTHIZBWTH, EBIZ<RBD LN,
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Fig. 4. Effects of recombinant mouse IL-4 (rIL-4) administration on plasma ALT in dicloxacillin
-administered mice. Mice were given dicloxacillin (600 mg/kg i.p.). One hour after dicloxacillin
administration, rIL-4 ( 0.5 or 2.0 pg/body indicate by + or ++, respectively) was administered. After 6 h,
plasma ALT levels (A) were measured. Data are mean + SD (n = 3 to 5). Significantly different from
dicloxacillin-administered group (*p < 0.05). Liver specimens were prepared 6 h after dicloxacillin
administration (B). Liver tissue sections were stained with H&E or immunostained with anti-MPO antibody.

Blue arrow indicates infiltration of monocyte. Black arrows indicate MPO-positive cells.
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C-5 E/7u—F N IL-45EEs L
AHYr7uXY ) VB EEEE~DE

f’%@

vruaxho ) oRE 1 ERRTICE
7 u—F )b IL-4 Jifk, F7=id rat 1gG2A
TAIEAL T ha— i AN

ALT

400

Dicloxaciliin +
1eG - + -
Anu-IL-4 - - +

vVraXy ol URMERERE LT,
1gG2a PEAR 5 CIE ALT fHIZ BT8R ®
LAY, Ig62a BFAKEGREL L LT, 1L+
REERETHZLICLY ALTEAEER
WA U,

C-6 DK-PGD, &5 B
DK-PGD, ¢ 5- 3 s & R 03B 53 2 fif &

BhH L Bk s 6 BE# o Mgt o ALT
DEHEICEEREEF LR EZLT
IZrL7e (Fig. 5),

Fig. 5. Effects of anti-mouse IL-4 antibody administration on plasma
ALT levels in dicloxacillin-administered mice. Mice were given
dicloxacillin (600 mg/kg i.p.). One hour before dicloxacillin
administration, anti-mouse IL-4 antibody (0.1 mg/body) was
administered. After 6 h, plasma ALT levels were measured. Data are
mean + SD (n = 3 to 5). Significantly different from dicloxacillin-

plus IgG2a administered group (*p < 0.05). *

EWXEZLRELRTT DI, &)
I~ DK-PGD, D& G & & st L7z, 3. 10,
30 3 L U'50 ug/body T DK-PGD, % ¢ 5-
L7z 6 ek o M dh o ALT 5O F¥ME
Zmx L7z (Fig. 6.),
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10
DK-PGD2
dose (ug/body)

30

ALT B33 5825 3 B8 KTV 10 1 g/body
DL E IR EAPEO LN, —T7,
30 3L NG00 pg/body THE LA
IXALT fED LRI b o7,
C-7 VrZuXxtrU oFHEEITEEIC
31} %5 DK-PGD, O %

CrnuxdU os %I
DK-PGD, 5L, Yrnx¥o ) o #E
6 KM o M4 ch o> ALT fE D I AR
ERELZ LR ELUTIORLE
(Fig. 7A), DK-PGD, (10 ug/body) Hij
BHTITALT O LHITRO bieho
Tro Y uxH U o BEMEER R
LT, DK-PGD, fFH# GHETALT EOAE
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Fig. 6. Plasma ALT levels in DK-PGD,-administered mice. Mice
were given DK-PGD, (3-50 pg/body i.p.), and plasma were
colleted 6 h after administration. Data are mean of two

independent experiments.

72 LMD biv/c, DK-PGD, ¥ 51T
V&u%%vuyﬁéﬁﬁﬁ%mﬁgk
B FER O FFI A~ DRI SV TRETT 5
72 HRE Bt k3 X O MPO Fifk & A 7
TIE I & B ARG OF M AT - 72
HEE LB OFER, Vo7 X
>0 BUMIE 5B TR E AU ZE
NTRD BT, DK-PGD, ff A # 5 BEIC B
W, FREEICRROEHEENRD b
Nic, £l PO RETIEIY 7axH Y
VAR 5B T A B O 4 R ERDIFR D
N0, vraxtyrb
DK-PGD, fif i 58 Tl AR~
ZHORBBRD LT,

(Fig. 7B),
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Fig. 7. Effects of DK-PGD, administration on dicloxacillin induced liver injury in mice. Mice were given
dicloxacillin (600 mg/kg i.p.). One hour after dicloxacillin administration, DK-PGD, (10 pg/body i.p.) was
administered. After 6 h, ALT levels were measured (A). Data are mean + SD (n = 3 to 5). Significantly different
from dicloxacillin-administered group (***p < 0.001); significantly different from dicloxacillin administered
group (111p < 0.001). Liver specimens were prepared 6 h after dicloxacillin-administration (B). Liver tissue
sections were stained with H&E or immunostained with anti-MPO antibody. Arrows indicate necrotic cells and

MPO-positive cells.
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C-8 Y7 ux¥i U B LU DK-PGD, ff RT-PCR & VW THRFET L 72, GATA-3,

5~ 7 AFFI2 BT 5 mRNA ZEhfENT Fotaxin—1, MIP-2 ¥ X UYMCP-1 ¢ mRNA
Vruxy U Uops 1 FREC FRELE, FREFENROY T ADED

DK-PGD, & #5 L, Bl 6 Rt o~  PHEICREERZEZ T LCEREZ LTI
U AR D RIER L OREICE S 9 w~L7 (Fig. 8),

AEETF O mRNA ORI EEFH % real time

GATA-3 Eotaxin-1
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Fig. 8. Effects of DK-PGD, administration in dicloxacillin-administered mice. Mice were given dicloxacillin
(600 mg/kg i.p.). One hour after dicloxacillin administration, DK-PGD, (10ug/body i.p.) was administered.
After 6 h, hepatic mRNA levels of GATA-3, Eotaxin-1, MIP-2, and MCP-1 were measured by real time
RT-PCR. Data are mean + SD (n = 3 to 5). Significantly different from saline administered control (*p < 0.05,

*#*p < 0.001); significantly different from dicloxacillin-administered group (fp < 0.05).
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GATA-3 > mRNA | DK-PGD, B % 58E 5
L7 v XY B B CIEE
IR N oTz, YraXHhilY
VEMBE LR L LT, DK-PGD, & P 1
XY ) o EHBEE LB TEER L
BB NI, Eotaxin—1 ? mRNA {13
suaXx ) CBMESHB IO
DK-PGD, Bl ¢ 5% C L F{EHA 2338
., BFABGRETCIIBERELELT, A
B2 EAPRD T, MIP-2 @ mRNA X
DK-PGD, # & T L FHMm 258D v, HFH
P 5B CIIse BREE D 200 fSFEE OBEE 72
ERAPED BT, MCP-1 @ mRNA (X277

IL-4
304
N 20'
E
51 )
10
ND
Dicloxacilin - =
DK-PGD2 - + - +

o x4 U B 5k X O DK-PGD,
B 58 C LREmARD v, A
BREHCITAEER EABEDBNE,
C-9 DK-PCD,BLUY 7 ux¥ U f
b~ 2MEdh D IL-4 % RV ER
~OD B9
vriunxti U o5 1 EE%IC
DK-PGD, & ¥ 5 L, Mk 5 6 K& o1
WEE > TLA D 2 /50 B R PRI A
EREZMN LR EUTIOR L
(Fig. 9,

Fig. 9. Effects of DK-PGD, administration on plasma IL-4 in dicloxacillin-administered mice. Mice were given
dicloxacillin (600 mg/kg i.p.). One hour after dicloxacillin administration, DK-PGD, (10pg/body i.p.) was
administered. After 6 h, IL-4 levels were measured. Data are mean + SD (n = 3 to 5). Significantly different from

dicloxacillin-administered group (**p <0.01).
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# L C. DK-PGD, Z# &5 L-RE Tl
IL-4 ODFER ERANPRBD LN,

D. B

AR TIEY 7 v x4 U VBT
[ D FEIEIC IL-4 72 £ Th2 DR+ 3 H
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K HEMITREE
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12 IL-4 233

et al., 2003). D

(2 IL-4 &

BXGAZLEZRLEEVOBRETH D,

CruxY U oL D ALT,
R bz,
Mg, Yraxy o) vk
U 2O RGN RICHEE & Bioh % e E
NN ZER ST 6 41, MPO BRI b 4
BiEn@Edoh, Yr/uxdi ) ox
BhE L~ D AZBWTIRERFO
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FIEZ Th2 ORF 545 2 & B3R
Ehiz, Mo L4137 ax3Y
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vERETAZETHRIETHZENTE
7z IL—4 3 STAT6 ZTEMEALT D Z &0,
Suppressors of cytokine signaling
(S0CS)1,3 %2435 Z & T STAT1 DFh &
Mz 5 ERRESNTND, (Palmer
and Restifo, 2009), Z DI &b
Foo -4 08 EF LZZ LIZ XY STAT6 @
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W R DITEEORICITEE R L4277
TEHIA L THD (Kobayashi et al.,
2009),

rIl-4 2R ET LB TIE. V7 axy
VU UBEMBRER S BRL T rIL4 &Y
saxy ) refRARETLZET
ALT D ER-BRD Bz, rIL-4 134K
NTORBINEFITE N Enb, ¥
WE 1 h #%lcis Uiz, ril-4 o5&
% 0.5 pg/body (2 LI=8A1E ALT fEOD
EREMERL, 2.0 ug/body DEFEIL
Bl EAPRD b, ril-4 O 58K
A ALT R LR U, IL4E)/ 71
—FHURE VR TTIE, T4 HUE
FEIZE Y ALT EOR B LBL B 5
hie, IL-4HRiEFE ChkziELTY
LG E B %L (Frendscho et al.
1992), Y7 ux¥ vy ogH5D 1 hEIC
5 L, IO rIl-4 38 L0 L4 Hifk
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HIFEEICIL IL-4 0388535 2 & AR
iz, IL-4 13k B XU~ v RETH
EIRETEY., TUALX—OREICHES
THYA b A ThD, SEIOBREFN
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HEREK T O Mina X Single nucleotide
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HENTEY (Okamoto et al., 2009) .
Z® SNPZ LV BIER ORBUZE A ZEH
HOLAEEMENRZZ BB,

DK-PGD, {3 Th2 Mifia7s & Zi& LT 5
CRTh2 (295 Z & (Kostenis and
Ulven, 2006) » 5., IL-4 2EH+ 522
XU ) CREEFEELHESYS
ATREMEDSE 2 HAvTo, FANC, DK-PGD, #%
B LB FRE~OBEBEE RN LI WE
FERIZZRN D, BEBROBHMN OAT
o7 (Fig. 6), DK-PGD, D5 &A% 30,
50 u g/body DERIZIT ALT fEDZALITFE
DN oTH, 3, 10 wg/body 1235
WO ERBEED Hi, B 5 BIKRTE
f72 ALT fE D ERITRBD bz oiz,
T, BERIZIB T D DK-PCD, D H- D
BEHIBWT, REE L RIEOBRE DM
Bz ool oHE
E—E LTz,
DK-PGD, #% 5 B3 ALT fE N8 E R/ U7z
3,10 pg/body & LT, ¥ruxH#
PR ET A LI L, BEE3 1
g/body TII¥ 7 v ¥4V B 58
EHEUTALT IS EIRITEB D b2 o

(Takeshita et al., 2004)

722 (data not shown) . 10 u g/body T
IXALT S 2.5 fFI3 YT R Lz, 20
ALT fED EF 1T rIL-4 BER&TR 5 O%H4E &
DVHEETHoTo, ZOHEME LT,
DK-PGD, 2% Th2 ARAE 0 2> 57 i



CHER L, BBk L OEE L R
Attt E X255 (Kostenis and
Ulven 2006), MfEGEATHI 7 XY
U CHEMEEOBREICIERS b TV
o T BIR O3 7 1 — v AR B,
L OEFPEROBEARD NI &0
5. MREZE & ALT O THFEE O
AR )RR ST, DK-PGD, ff # 5 TRl
D ENTFFR T v— 3 AIEEOMFFERD
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RAZBR MR MBS (BIRIVEHEET R HF )
SRR EE

YR EMTEEICTTHZEX T = N0 & AR e A

EEMEE B B SRKNFERRETEEE R

WREE

i AR 72 E ik % e FEEIC = X ba S U BRERBIERE2 R T2 E A S h
TWBEH, EYFEETEEICHT2E2EIITATH D, AR TIL, EWeFEsifE
Fiotd ofEe X bl UoBEECEYOFREFREZBRES L. 208 2ENT5
ZERBERE L, A M UREAE (BR) 7 A=A FTh D Ethinylestradiol
(EE2), ER modulator Td % Tamoxifen (TAM) & Raloxifene (RAL) 38X UNER 7 #
A= FTH D ICI 182,780 (ICI) ZEXH L~ U A5 HE#EH%. Thioacetamide
(T0) 72 EHFHE S BT AP E RS L, M5 A— 2 EEME Lz, 72, DN
<A 7 a7 VAR ETV, IFREEZR S BHBEFEBRERE L, Blikricdds
siRNA Z3%Et L, ~ U R invivo / v 7 ¥ U 24TV TAMIC & 2 T REMR & DOBEIC
ONWTHRFLE, SBIE,ERa /v 277U b (KO) TR %&EHWiat b1T o 72, EE2,
TAM 3 L OVRAL ORiISIZ KD TA FFEMENTIEE OB RO b, K TAM THEF T
Hotr, ICI OFiEE TIHEBIIRD bR oTo, DNA A 7 a7 LA BT ORER.
monocyte to macrophage differentiation -associated 2 (Mmd2) DFEEL TAMIZ LY
BZICHFE I N S ICEE LM RET 21T o 72, Mnd2 (2519 % siRNA(siMmd2) %
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A4 D T LTSS Amphiregulin (Areg) ¢ mRNA ZIE L7, TAM#EHIZ &L Y Areg
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mRNA D EJ/23FD 541, ERaKO = U RIZBWTIEZ DO EF IR bR o7, 77,

siMmd2 #5112 L 0 . AT D Areg mRNA OB/ 23388 B, Mmd2 & BB A RIE

ENTr, Md2 |2 L ARHREFER AN =X LD—2L LT, Areg % FH ¥R - ik
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al., 2006; Bajt et al., 2008; Ganey et

56

al., 2007), UL2>L7Z2436, JNK, PAT-1,
PAR-172 &L Diclofenac (DIC) 7 & APAP
A DIFEEE~OB G OREITE < |
SR VTR B AR O R AR 72 R R iR
BHZIEE > TR, F7-. EahEs
FFFEE D 10% L, IS RAREIZL Db
DT, ZORRKICE U TR 2 S8R
EEZWEFEb TS (Kaplowiz, 2005),
Estrogen (E2) X Estrogen receptor
(BR) WA L. #x e ARRRUSICBE S L
TS Z ERHMBALTEY (FRICILERa,
ERb @ 2 D subtype AFLET 5. FFlgIc
BT, BRalIEm<IBLL TWB A, ERb
IXEEAERBDRRBD LRV L35
ATV % (Kuiper et al., 1997), FRa
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