H&E staining

Control

DIC

Anti-MPO staining

Fig. 5. Histopathological examination of the liver from diclofenac-administered mice. Liver

specimens were sampled 24 hr after the diclofenac administration. The liver sections were

stained with H&E or immunostained with anti-myeloperoxidase (MPO) antibody. Black arrow

indicated apoptotic cell and red arrows indicated necrotic cell.
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Fig. 6. Chenges hepatic mRNA levels of various immune-mediated genes in diclofenac-administered
mice. Mice were administered diclofenac (80 mg/kg, i.p.). After 6, 12 and 24 hr, hepatic mRNA levels
were measured by real time RT-PCR. Expression of hepatic mRNA was normalized to Gapdh mRNA.
Data are mean + SD (n =4 to 5). Significantly different from control mice (*p <0.05, ¥*p < 0.01, ***p <

0.001).
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+SD (n=3to035).
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RAZBRERTRME BIRLBRHETIcEE)
SRR EE

SeR RO IC & 2 B MEATREE T 21T 2 RS TE (L o 34

ELHREE M B SRKEEEREFREEE R

RYEIFRE ORFEBFDO—oL LT, ¥ b2 14 P450 (CYP) 2 X % Rt
PEIEIZ & > TERT 2 RIGHERBY R REFHOR FICHBEZRIET I EARBIN T
WD, in vitro IZB W TRETBIEMELE I Lo B RIG OTEMAL 2 520 L - R 1T
20, ABFFETIZ, b b HERB MM C©H 5 THP-1 Mifa % AV TS ML &
B L7 in vitro BB R EAEE L . FUSHERBYMIC L 2 B 2R FOFEEIz >N T
AP L7z, SF 2o CYP3A4 %ELRI 7o/ — i, #E#E NADPH kB LUy %
THP-1 Ml &3 L. THP-1#il2 LORE ¥ CD86 B L1 CD54 DEBRER 7 o
— A P APV —ZKVBEIE LT, RIEMEY A b I A > Th S tumor necrosis factor
(TNF) a 83X £ 4 T 5 interleukin (IL) -8 mRNA ¥ & % real time
RT-PCRIZLY, ZV "/ BEARZ ELISAICTHIE L, ZOHE. FEELE
BT OHEDDHD 10 MOEMIZ SOV TR LR, TAXVEY =L, 7144
2y (AMD) BLUOREH THET AF LT I4 4 (DEA) LBIZEHBWT,
CYP3A4 (2 X2 CD BBREOHAEZEMMBFED b, AMD A& 24 Kiffi#% » DEA
BLOEORBY THAUTATFNT IAF 2 (DIDEA) A E% HPLC I k&
DEELEZER, AMD O 40%% DEA (2, # 1.3%% DIiDEA iIZfAF EhTWnw3s Z
EEHOLMNE LT, $72, AMD BEXU'DEALEIZ L U, TNFa B XV IL-8 ® mRNA
RAEBBL O N EEARZAE LR, CYP3A4 FETIZBWTAEREK
IR EMBRBD bz, PlE, AMD 7 E OfFEENESIC OV T, CYP3A4IZ X
DARHIOTEEIL 2 AT L 72 S BUS DI AL R S /2 Z & X 0  ARRBRIL in vitrg
RBWTRBIEELIC L 20ERCOBEE 2T M LB FRERS LEZ LD,

A BFZEEHY O OEHBLVENEERTVS, ZThET
R EEITBRIRICI T 5 28 WCHFBEE & OBEN R I N TV DY
BEOKEEEZ HD D (Kaplowitz,2001),  (XAY1000fEKIZ DX D (Zimmerman,
—z, BN SR I R BATR,. 1999), . EERSOKBIRTERICITE
I EITN 5720, FigITEEBE DK Ex#FEIN, WEFILERDIFEHLD
MIERBINDZ LITRD, €T, HiF 5, REHIEEREZEMDELNIREE
IR L DIEE 2T 5 WTREE A REIGHERRD B FET D L BRES
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LTV % (Guengerich and MacDonald,
2007)

EYDOL L ITHERNICRINEN D L 3K
PRHEBERICIVRFSN D, —KIC,
EKYIEMAHEBERICL VERL, Bk
K OINAK iR % 5 KB EEOE — K, 2B
TRT I VEERERL, OISR
WX 0RBMER BB S LT, HEEE RS,
LinL, —HOEY TR L VLE
HNC AL TE 72 FOSHERG A4 C 5
HVEMEL 2B & 23, KPR D
H T, Cytochrome P450 (CYP) (XAFHgkiZ
m<REBELTBY, 72, BE. B,
fifids X OB 72 & D% < DRgAR oA L
TV % (Krishna and Klotz, 1994), CYP /%
FITBACRIG Z i L, EHRFH 0K
75% B85 L EMRFHZIB W THLE 2
TE 2RI LTV, REEME LI
BE5T5ZLbmEINTVD
(Guengerich, 2008), CYP 53 F+fEDH T
CYP3A4 Xt MF# CYP O 30%% (58
(Shimada et al., 1994), R CHEA I T
WD EMOK 50% DRBICBEET S &
HIL TS (Guengerich, 1995), Z D 7=,
CYP3A4 13t FMIFIZEB W TR T
SHRBHIEEE~DOFELENEEZD
N%, £/, CYP OHEBLEIZITK X 22 E
RENFEL, ZOBREENEMIZ LS
BEERBOBAEZEICELE LTV 5 AN
235 %2 b4 5 (Shimada et al., 1994),

FOSHERBMIZEIZCYPIZ X 5 R
FEMELIC K W EA S, # U7 BR
DNAZ: EOA KNGS+ L HEREA L.
MIlBOHEREEREEL 5| & 2§ (Parketal.,
2005; Riley et al., 1988), [ IGHEACHIT—
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IZKREFHETH Y, RICHERBEHYDOE
FEEMENESD, AERNICEBEICEF
T HREE (CYPFO~NLER KHEY
VRIBHDY DV RTF A B RTF
Vet UERERE DNAFDO T =
BERE) hoDOE G EZ T T
BREBGEERT D, RIGHERBMIC X D
E#EH2MREE N T, A%
R LI Shi-Z v 7 Bl Rk
EEEL., RERISEERT S Z LR
X T2 (Knowles et al., 2000; Park
et al., 2000; Uetrecht, 1999),
EbZELOMERINTWVWET &
F7 I 7= (APAP) OHITIE, @&
B5B LU GSH BARC, EEZIFREE
WAETCDZ ERmbiv, BHEREIC
CYP1A2, CYP2E1 3 LT CYP3A4 12k %
REHTEMEILIZ L Y A C 5 NAPQI S EE
THHZEPREINLTVS (Albano et
al., 1985), APAP L@ D5 BIZHB T
E. BB V2 v U EER AR
A SESCHR S L 503, IRER 5K
ik, BAERFHAFES I L, NAPQI 28
B9 % (Raucy et al., 1989; Thummel et
al., 1993), % . NAPQI IX4£E&EWN D GSH
CEVHERShMEREIND A, @R
NAPQI AR I ITMAEN D GSH 23K578
L. MBNICHFET D6k 24 KRS F
LiEE L., MlaEtLs &4
(Hoffmann et al., 1985; Hinson et al., 1995;
Hongslo etal., 1994), Z D X 51z, {A#HHY
TEPEIRIC & 0 A4 U 2 OGRS 3 3tk
R EEZRZEEZHE D Z L3RR
STV % (Uetrecht, 1999; Walgren et al.,
2005), APAP & [FlERIZ CYP (2 X B3



EME LR, FEELZTRTEDE LT
a7 AR ARBERE TSNS, =
D DRRERZEITEIZ CYP2EL 12 1 Y KIS
MHREHTHA N 7L FduliiEs ol
ROMER L, ZU " IBIZx L THER
BNZ b U 7 A o EEEE L CFREEICH
EF5LEZ2 50 T5 (Satohetal.,
1985; Kennaetal.,1988), .~ & AV
TNT UBLBTRAINVT TR
REVOERENIEIZ 1050 121
WAL, ZOERBICHEVITFEERESR
PR LTNDBZ EnD, RUSHEREY
DERPIFEERRICHEL TNEZ &
DRI TS (Njokuetal., 1997),
DX, RICHEREY S ITFEERIEIC
BERREIZRT I LARESRESH
Tn3a,

EEAR THE STV 2 KB E AT
BEEDL L, RIEREDOREHNEREL
TWNLZEDBHRESINTVS (Deng et al.,
2006; Shaw et al., 2007), & FEM 2 T EE
RIEBFT OO L DIT, RERISITED K
EA M LVADOEBEMENTRRINTEY
MR DR LR L) ARNORE
BESEME LI D L, BRI AERIG
D RIEVEA PV ARKB L, FESE
OREFRRE D EEZLNTND
(Ganey et al., 2004; Roth et al., 2003;
Tafazoli et al., 2005), AFigiIZ BT 5 B A%
BICiE, ITiE~ZE L TV o BHERS~ s
n7y—v, R ET s~ a7y
—VTHL7 vy —HRR EPEET D,
INLoREMRITEEEEND L R
mHiR 5+ (CD40. CD44, CD54, CD80,
CD83.CD86), RIEMEY A S A > (IL-1B

BLUTNFa) BLOFEDA 2V (IL-8 8
LUMCP-1) EAERBEML (Aibaetal.,
1997). T MDY LA 72 BETHI LB AR 7]
RTHDIFNE TN EEZDH T N
MBI TV (Enketal., 1993; Rougier et
al., 1998; Scholer et al., 2008), ¥ 7-. &KJE
WA DI A Rl A T ) B
RHFPREFBM L. ik~ EE 5 &
EITRIERISDS &@ L2252 L3
HILTWA,

TNETIZ, FTomEE VRS
(ZRBWT, APAPRIHERT 1t A NHEFIRIE
K, AEEREOFEECRSNT, RIE
PEY A M A U TNFapE £ ER 72 &
DRBRTFRE?, FEERECEER
BEEZRIZTZERHALNICENTVD
(Jaeschke, 2005; Deng et al., 2009), Tukov
B (2006) X7y PO ERBEL Y v %
—HIRE & PR E M A % L, RS
M OFFEEIT> TV B, LiL, if
SWEE AW E TR RS BERTE
R EOREOBBERH D720, BT L
bt MBI ORIGZ TRITE 5 LIER
572V (Jenden, 1991), ERXIZERRFABRH
WCBASE Ik & 72 DML S 13 H990%
EL,Z0REEOK0%IIEEICKEET 5
bDOTHDLEEDLNTVS, EREHD)
LR FEEICRET 2 HmRA16. & MZ
By DIFEESEL THIT S Z & IIHET
HbB, FOD, invitroRBRTL Y fE
2. %L DOLEY % EHM CREMR R RE /2
HRROBEENRD BTV (W,
2001), ZHE TIZ, invitroll B THRE
BIEMEAL 2 LT B O B2 2
), SESERRFAVBRESHLTVD,



EYDOREFHB LT N7 E~DH]
FREAVBITEELEE NS D L3N
(Zhou et al., 2005), %< DRFEMAZEIT, X
WHEER O AR E 2 F 1 L 72FR
ET vEA. GSHZ L ORF#EAZ AW
A7 o TT oA BIU, KEAHEE
WL EERW A RNER Y
BRI ERT D Z LT L0 RSN
HHWIZ X 5FBHEFME L TV D (Nassar
et al., 2004; Evans et al., 2004; Kalgutkar et
al., 2005), £ HHEAMRBRL N v
AR Eid, BERMLERE OB SIEAL LT
EVOBENDITFERTHAN, BT
HEWHSBEMPORELRH DR LDT
b5, o, HEEZEET LEY TCYP
KX ORICHERBEIRFEREEN TS B
DL FRvn, RISHERSYE &
DIFEEMR L O GRE R R FEEEC
BLTHERINTHWARNEANE,
Vignati © (2005) 1%, CYP3A4IZ & 5 X3t
HTEMILZ BT 5% & LT, HepG2id
fDOFIEEEEZIBE L U izin virodHH
REMBELL, YHERIZBNTEH, A
XaaUANARERREIZTT /) 74
N A % W= CYP3A4IZ X B AR TE M
bz il s 2RBRREBEL T
(Mizuno et al., 2009; Hosomi et al., 2010),
UL, WIS REEEEEZN L

EEH 72 MRS R E 1L 3 TR T & B 28,

BB U CTHRET 5 2 L iR
Toh 5, Cosgrove 5 (2009) 1%, fiFpe=
HRY L SIER T UL EFTHHLPS,
RIEVEY A N A > TdHBTNFarz &) O
FFFREIZLY, B AT v MG
EEITMIIA L & AP B Sk HepG2Alia %
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AuwTHlaEtzif L T3, ZoF
iR Tix, FFREESES L RIEHERF O
MR RICOVTRA T D Z LB ARET
HHH, ATEFEEEY S EHENIfEHE
Yk 2 G L T A0 E 12 KB
DT EIETERY,

KoL EWIT & 5 0B ROS % 30
$5E binvimo RBRELTE, B O
RAFM 2> 5 B U7 BEEZ RS T MR, B
MRZZ EEZRNDZEREN, L,
B NRIEm D 5 RS 5B OE A T,
7y PEOBEEERS, 2 X FORBERE
LB, inviro DRKFERA 7 J —=
ZIWITBEE 2, SEE, 2ok ) R
ZEIEE LTz invimo FHMEIFR E LT, B bE
BRARMBAR DA RS ER Eh T’
(Ashikaga et al., 2002; Hulette et al., 2002,
Azam et al., 2006; Sakaguchi et al., 2006), &
MEERCRMRAMKIL, HIROv I n T 7 —
T, B L OREHEYMRICET S
THERTEEAL D A 1 = X ARBNC B &
NTVLHRKTH D, ZnFE TS
DHREER L7 EY TH D HiEEEE Y T A
TADT CETCIERBRRE 7Y
7Y vORECLY ., b FAMEERMEA
i MR C &> 5 THP-1 KEAL D R AEME Y
A DIA R EA » OREADEMNT
D2 EBRE SN, RIERISTEHELHF
BEORMERICE S 45 Z EARENT
(Edling et al., 2008; Edling et al., 2009), F
o, BMRZIZBNTEH, BRER
FS—NVBIORE#RT AV EF T 4
DRFEIZL Y THP-1 B ORFEMEY A b
A EBLOTEDA VEERBEML
22 L HHE Lie (Mizunoetal., 2011;



Mizuno et al.,2010), L/»2L. Zh b0k
BN TR OFMIIRT L TEH
T IhECiiRBEENRFEE ICES
T 5 RBHTE AL 2 304l L 72 5137220,

AR TIE, REAIEHELEZI L
FOSHERBIMIC K 5 S ik ML & 59
HZEEAME LTz, #IHIZ, THP-1
RMOGERTFOEBZHEES L, EER
B L B ABIRTE YL & SR AT AR 22 3
BRARCHEL, Rx RFEESHEDICE
it % CYP3A4 I K 5 REHINEMEAL O M
T o1,

B. i e E

b M RPEEERME B MR THP-1 MR
HE#RI1X 10%FBS % & 1e RPMI1640 % 5%
BELTI0em FL— FTE# LT, #E
REs, MRERELZE Xy T 47k

DERB L. 50 mL 77 /L3 qzEYL L,
3,000 rpm, 4°CT 5 yHELSBEL -, &
NI E BEERKIZHREL, 10cm
Tl — MIEEL, 5% CO,FET. 37C
THE&EL,

CYP3A4 (2 & 2 RHATEHEIL OB EHE,
1 x 10° cells/mL > THP-1 #i#d, CYP3A4 %
B%Izoy—2A (CYP3A4 LT 15nM)
BEL U1 mMNADPH & 725 X 9 I
L7 BRI R E N %, 24 well plate 2
ImL$OREL, BELL, BRELL
CTNRE S = THAREY — )L
ANT AF VR, TIAF o UEBRE,
TFTATFAT IFZaY, VT
WEIE,. /v rcF 7 e NIV
VINVIIR, X7 7Y NUERRIE, #
7Y U, YEX VT IV
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W, TACTFT 4 VIEREER RV,
. DMSO OHEMRREIL0.1%L Lz, E
7o, MBIy br—LI e Y —
L% CYPIAAEHRR I/ uy—LERD
R ERETHRM U, Ubogi
WCTHER®R, MIEERKRE Xy T 4
JIZEVEAL, 15SmL Fa—71ICB L
72, 3,000 rpm, 4°C T 5 4y FELE L4 HE L.
EEEHF LN ISmL F2—7 2B L,
-70°C THAERE Lz,

FACS iZ X % CD86 8 L 1N CD54 % H
BOEER LUMBAEFERORAE ISV
TIZMifa % 0.1% BSA #&1p 1 x PBS T2
EIgEHE L%, FILSAHE LR LSmL F
2 — 7|2 FITC {E#&T / 7 1 —F L Hilk
(Fie b CD86 Hifk (clone: Fun-1), Hiit b
CD54 #ifk (clone, 6.5B5) 3 & X FITC
(fluorescein isothiocyanate) =i~ 7 A
IgGlx 7A Y H A Tay ba—i
(clone, MOPC-21)) #/x., & Zic¥# L
ez L. 4C, BEATiCB VLT 30
GEA ¥ aX—va VRV, Miag
BEITo7, D%, 0.1%BSA &t 1 x
PBS T 1 [EI%E# L7-#. FACS flow (Z PI
(propidium iodide) % 0.625 pg/mL & L7z
BRICBEL, 7a—HY A M) —%
AW TH & To 72, 728, CD BHED
FRAT OB XA L 7 — M K W ERD
Br& . 3t 10,000 B804 MR 2T LT-,
CD86 3 L ' CD54 EHDOFEIE L L THW
TRt R BB ORI I VEHEL
7o

(PR RBEBEDOHE H)

AR (%)= HREMLEMILD
MFI - #%53EYILE ML T O Isotype



control > MFI / ¥&#EALE A > MFI -
Vs AL 8 M T @ Isotype control ¢ MFI
* MFI: Mean Fluorescence Intensity (*f-
Yy R
ELISA (2 X % IL-8 8 X U TNFa #
N7 EOERIL, B LR E BE
F1 IL-8 33 L UNTNFa # /37 B EE X
Human IL-8 ELISA Ready-Set-Go!™ 5 X
U} Human TNFa ELISA Ready-Set-Go!™ 0
Y= a TIVICE o THIE LTz, 2 BERIC R

T B R E FRIFEM X Student’s t-test 12 K V)

SRR T D Htat FHIREE L ANOVA
B L N Tukey % 72 13 Dunnett #& € (2 X Y ##
#rL. P<0.05 DFf, MEFHIZHEETH
% &HllT L7,

C. HFFefs 2

C-1 AFFEEMEIEMD CYP3A4IZL D

KBTS L DR

FFREEMEZM T LT, CYP3A4(Z
X D FY DIRFHAIIEME(L A THP-1 MR
RIE$THE% CDS4 B L CD86 RHEL B %
BIELL TR V=0T %707, 1
U O IZHEWALEIZ X 5 THP-1 HfEOHIk
R T 2EBICOV TR LT,
BELTe 4. LBRE R X O A
R % Table 1 1278 Lz, SRYALEEEIX
NF¥an CYPIA4 BBREIZTT /
CYP3A4 Y FIZB W Tk TR
HepG2 #ifaizxt LT, R#HTEMILIZ X
LHIRBEEEZ R 2 ERBESN TS
REZRAW, TOKE, WTFhoEy
AEREIZIVTH THP-1 MO M4
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FRIZT0%LU ETH O | MFIFEIC L Y CD
HKEBICEEBLEXRVWEETHo -
(Table 1), LFEDALERREE T CD HHED
BRI EAToT2fER, 7 I A ¥ m 2 (AMD)
BIOTAZFNANT IA ¥ 1 (DEA)
MEIZBWNC, avbop—Irny—
LALEBEEIZ X T CYP3A4 BRI 7
Y — LNLERE T CDS4 REBDH B /o
MMRFBDH b (Fig. 1A), TARVEY
—VALEIZBWT, avbtr—3Is
Y — LLEBEEIZ ST CYP3A4 BEHFK
7 1Y — MALERET CD86 BRIHEDHE
REMABRS b (Fig. 1B), —F., %
DOEYTIZar fhr—LI e Y —
LALERE L CYP3A4 BRI 7 1 Y — A
WLEREDRIC CD BB BEOBEE R EBT
RO LNRM-T (Fig 1),

UkXvy, 7ARVES—L T
FERBELOTAZFAT IA L v
ITRBHTEMACIC X v, THP-1 ML 2%
HET D EBEX BN, LirL, 7
NRET—=VTIRREORFYTH BT
WX B —)VANVT +F RIZBWT
CD EEBOHBEREMBBD Hiv/en
2722 & (Fig. 1), B X ORI B KIEME
YA DIA VEARERE LRV ERH
HEINTWSEZ D (Mizuno et al.,
2011), MRFFERBE L Lz, AMD B IO
DR TdH S DEA IZEBVT CD54 %
REICHEERBENBRD N2, =
NoDFEYIZER LT, LFEMRBE
ZITH5Z k& LT,



Table 1. Effect of drugs on cell viability in THP-1 cells.

C . Cell viability (%)
oncentration
Drug (#M) CYP3A4 (-) CYP3A4 (+)
0.1% DMSO - 100015 1000 £2.0
Albendazole 50 84321 84.7 £3.0
Albendazole sulfoxide 50 859x26 87425
Amiodarone 30 9204+ 15 717+ 7.6
Desethylamiodarone 20 916+23 878+14
Desipramine 30 92.6 94.3
Diclofenac 100 89.2 91.7
Hydralazine 100 80.2 824
Leflunomide 20 97.6 99.5
Nefazodone 10 96.4 100.8
Tacrine 100 100.1 99.9
Tamoxifen 20 88.1x5.5 88.5%5.1
Terbinafine 100 77557 804 +64
(A) (B)
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Fig. 1. Effect of drugs on CD54 and CD86 expression level in THP-1 cells. THP-1 cells were treated
with the albendazole, albendazole sulfoxide, amiodarone, desethylamiodarone, desipramine, diclofenac,
hydralazine, nefazodone, tacrine, tamoxifen or terbinafine for 24 hrs. After the incubation, the expression of
CD54 (A) and CD86 (B) was measured by flow cytometry and CD expression levels were calculated. CD
expression levels are expressed as percentage of vehicle (0.1% DMSO) treated cells of each group. Data
represent the mean (n = 2) or mean £ SD (n = 3). #*P < 0.05 and ***P < 0.001, compared with each

CYP3A4 (-) group. Data represent the mean (n = 2) or mean + SD (n = 3).

C2 AMDBXU'DEAKAEIC L 2Mifa®E T4, FRECKTHIEMLE 12 %

i 721X 24 REfEI 2 (2 384 5 THP-1 Al fa oD il i
AMD B X ' DEA OFKBEIZEBIT S AEFREBE LT, TOMEK2ITRT

THP-1 #iRE %4 2 MR EME 2 B & 5> X 912, AMD L& 12 R & ICBW T,
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ayvibe—nIr/ay—ABLW
CYP3A4 REZNVTNOMBEEIZEBNT
b, FEYRUBERE L HLEE LT, 10 uM 4L
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Fig. 2. Effects of CYP3A4 on cytotoxicity of amiodarone or desethylamiodarone in THP-1 cells.

THP-1 cells were treated with the indicated concentrations of amiodarone (A, C) and desethylamiodarone
(B, D) for 12 hrs (A, B) and 24 hrs (C, D). Cell viability in THP-1 cells was measured by Pl assay as
described in Material and Methods. Data represent the mean + SD (n = 3). /P < 0.05 and P < 0.01,
compared with control (0.1% DMSO) in CYP3A4 (-) groups. 'P < 0.05 and P <001, compared with

control (0.1% DMSO) in CYP3A4 (+) groups.

AMD L& 12 BEfdl#& iz BT, =2 b
2—/I 78 Y—LB L CYP3AS B
FRNTHOLBERIZBNTYH, EYRML
BERE L LB LT, 10 uM AL D & MR 4k
FROABERIETHRD L., BEKRE
IR MR FE R OE FAR3R D b
(Fig.2A), =2 bar—/LI 7 oy — A4l
B L CYP3A4 BB RABEREIZB T
AMD 4L

EIZBV T, CYP3A4 BHRALE

24

WX OARBLMEFROELIIRD S
Nigho 7= (Fig.2A), AMD LB 24 BERS
BIZBWT, arvitp—3IsoYy—2
LERETIE, WTHhOBEIZBWTHE
HEALEE L Hog U CHRA TR R O LIFER
DB o7 (Fig. 2C), CYP3A4 3
AEREC BV TIL, WEEAE L kL
T, 30 uM AEIZB W THIBAEFRDOA
BERETHAR® N (Fig. 2C), AMD 4L



BBV T, CYP3A4 BEALBEIZ LD
BEERMRATEROEIIZRD bR H
-7- (Fig.2C), DEA #L& 12 Bffi#%ic 3
WT, arypo—iIzay)—ABLW
CYP3A4 BEHAZANTHOLBERIZIWT
b LB OFSMEALE & B LT 5 uM
B DR EFEDOEBERZIETRRD
S, 10 uM LB TIXAE TR VLMK
THEMZ7 L, 20 uM LB THIMKLEE
RORTHRD O (Fig. 2B), DEA 4L
B2V T, CYP3A4 BIELRALEIC L 2
BERMBRAEGFROEITFED b 2d
(Fig. 2B), DEA 4Li& 24 FFfE£ICR
WT, arhra—nIrey— LB
TiE, WThOBEIZBWNTHIEELE
B L CHIRAFROEIIRBD LR
725> 7z (Fig.2D), CYP3A4 B RUE
BEICBWTIT, WHLE LS LT, 20
uM BBV CHIBATF RO R ERIK
THREH LNz (Fig.2D), DEA ALEIZE
WT, CYP3A4A BB RMEICIDHER
MREGFROBIIRD DR Mo T
(Fig.2D), CYP3A4 BERLERIZL 5F
Bt FROEITRD b2 0>
77

27z

C-3  AMD 3 X UF DEA ALIB 8 B (K170
72 CD54 BB DL

AMD 1 X T} DEA LB R EKFER 2
CDS4A EBRBOLRILERF LI, 128K
O 24 FEEI R IC BV T, TRIAE & ik L
TAMD B X' DEA LB IZ LD HEMR
CD54 B EOHEMAF D bz (Fig. 3).
12 BER 1233V T, AMD 3 L U DEA 44
EiZ L 5 CD54 #E &ix CYP3A4 EHF

25

LEFICLVAEEREERED O
o7z (Fig.3A), AMD £ X U' DEA L&z
&% CD54 BRI CYP3A4 BERAURE
B WV REKREHLZEMARD S
(Fig.3B), %72, SEIOFMHER LY THP-1
Mgz 5 CD BEREIIth o EMic X
LRREITH 24 eI TIRK E 2D
(Sakaguchi et al.,2006) = & & ¥4 A%
Relot,

C-4 AMD B RFEURAFH 22 RIEMET A
FA CEABRDEA

AMD BRI L B RIEMY A b b
A VEEABRDEIERITTT 272,280
FEIEVRE 21T o T2, T ORER, IL-8
1 X Y TNFa @ mRNA %H &t AMD 44
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Fig. 3. Dose-dependent changes in CD54 expression level by amiodarone or desethylamiodarone for
12 (A) or 24 (B) hrs-incubation in THP-1 cells. THP-1 cells were treated with the indicated concentration
of amiodarone and desethylamiodarone for 24 hrs. CD expression level is expressed as percentage of
vehicle (0.1% DMSO) treated cells of each group. Data represent the mean + SD (n = 3). “P < 0.05 and "'P
<0.01, compared with control (0.1% DMSO) in CYP3A4 (-) groups. P < 0.01, compared with control
(0.1% DMSO) in CYP3A4 (+) groups. *P < 0.05 and ***P < 0.001, compared with CYP3A4 (-) groups of

each concentration point.
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Fig. 4. Time-dependent changes in mRNA levels and release of IL-8 and TNFa by 30 uM amiodarone
in THP-1 cells. THP-1 cells were treated with 30 uM amiodarone for various time points. The mRNA
expression levels of 1L-8 (A) and TNFa. (B) in THP-1 cels were measured by real-time RT-PCR analysis.
The release of 1L-8 (C) and TNFa (D) in supernatant was measured by ELISA . Data represent the mean +
SD (n =3).”P <0.01 and “*P < 0.001, compared with control (0.1% DMSO) of each time point in
CYP3A4 (-) groups. P < 0.05.7°P < 0.01 and “'P <0.001, compared with control (0.1% DMSO) of each
time point in CYP3A4 (+) groups. *P < 0.05,**P < 0.01 and ***P <0.001, compared with CYP3A4 (-)

groups in each time point.
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