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SO TEDA L (IL-83 L O'MCP-1) FEAE
DI L (Aibaetal., 1997), T ML DOEh R
IR L EAR TR Cdh 5 4Rl 7L
EIRABZ ERMBN TS (Enk et al.,
1993; Rougier et al., 1998; Scholer et al., 2008),
ETo RIEMWET A N IA 0Tl 03
YONERRMF R ERZ R L, iR~ DR £ 5]
SRITRIERISDBI & &L 25 Z &340
LT3,
THETIZ, o8\ Z2 Aok n
T, APAPRIER T m A NHERAER, HiE
Hip FOFEEIZRBN T, RIEEY A FbA
»TNFapE A T Bk 72 & DB R 7R,
AT E S IE I BE R B A2 B3 2 & 039
BT LTS (Jaeschke, 2005; Deng et
al., 2009), Tukov & (2006) X7 v hxHH
BEL7c2 v 8—Hika & FFRE M 2 355k
L. HFEEEEYOFMEIT> T\ D, L
U P o 885 AUV T2 BF9E IR (UaEE R
B EOBEORE AT, LT LD
EMNMIBTARISE TRITE S LIERL2
VN (Jenden, 1991), ZFEFRIZEEAR B IZ B
H ik & 72 B LA ITN0%IZEL, 2D
R DOKIS0%ITFEEICERT 2D TH D
EEbNTWD, EREM ) LETATEEIC
B4 2mANL, b MNZBIT HIFEEEEZT
B35z LiIxRETH D, DD,
REBCLVEEIC. Z< DLEBmEELHFE T
S AT RE AR BRBR OB RO G TN D
(JEFE, 2001), T E TIZ, invitrolZ BWTHR
FHEMELE N LY O B2 M T2
W, SEIERMFBREI N TN D,
MOREFHEBLOF T BE~DIEFRE
EMTEECBEENRDH D L S (Zhouetal,
2005), %< OREEPEEIT, EYREHEERD
R WHELEEZFIA LEEET v 21, GSH

in vitro



R EOHERAE AW T v B ST
A B LU B HEERS L= & R 3k
EEREER ERBRENICEET LI LIS
£ 0 BUSHEAEHIC LA BTl LT
% (Nassar et al., 2004; Evans et al., 2004;
Kalgutkar et al., 2005), -H & HERERC b &
v B 7B EiX, EE R ESOENEN
T EWSBRPOIXERTH LN, BT
HENSBRDPBITEERFDRLOTH
D, iz, HEEzFET 5 Y TCYPIZ &
L RIGHERBIRFRE SN TS b D H A
72 AX7R VS RS B & D ITREE M
BLOREFRRITREEMEICE L TR S
NTWRWEENE Y, Vignati 5 (2005)
%, CYP3A4IZ & 2 UEBITE ML 2 3BT 2
F L& LT, HepGillE O MIfaEE M 2 1E &
LU 7zin vitrog PR 2 HEEE U T, HIFSEEICR
NWTH A F 2B VA VARRRELIEZTT
J A VA E FWTZCYP3A4IZ X 5 REY
EMHACZ T 2R A BEL TE
(Mizuno et al., 2009; Hosomi et al., 2010), L 2>
L. Wb RETATEMEL 2/ L2 B 722
FRRE M IR FTRE T d 5 75, SfE ST
B L CIIMeTd 2 Z L ITREETH 5,
Cosgrove © (2009) 1. IFEEMEREY & RIE
HRT INERTHDHLPS, KIEMWYTA b
A THHTNFa/z &) ORIBFRZEICLD .,
b hEEIET v NIRRT E b MT
J& FH SEHepG2 M AR % F W TR &M % 314
LT3, ZOFERTIE, FEEEEY L
RIEMER F DHERZRICOW TR T2
ENTARETH 228, IFEEMEY B EERIZ
MR A TEE L LT D a2 & ]
B4 5 Z LT TERY,

EAL AW R D RBERCZFHE T 5
t kinviro 3BRFR E L TIE, b FORHEML
B BEEE L BRSO T M. B Mlar & &
AnpdZ EnEn, Lnl, B PREMm»L

AT 2B OER I, 7y MNEOEEE
R, AR MOEENEL DD,
RKIIEA Y Y == ZIITE S 720, T4,
Z D& MR EIRE LT in vitro FEl R &
LT, b MEERRMBEKEOFRESEE S
TU¥% (Ashikaga et al., 2002; Hulette et al.,
2002; Azam et al., 2006; Sakaguchi et al., 2006),
b EBCRMEKIT, BRSO/ n T » —
BREER 7 & ORBEHEEMICBT B o
B LD A I =X AEHICEA STV D
MK TH D, TNFETICHHEPLREE L2
EYTCHLITREEX VAT N7 &
IIHERIRIBRIE b e ) YV OREIC L
V. b MAMEEERMER LML CTH D
THP-1 MR D RIEMEY A M I A 9T ED
A DOELENENT 52 &PRE I, RIE
FOSEMH LR IFEEORIVERICE ST 56 2
& 7R &7z (Edling et al., 2008; Edling et al.,
2009), Fiz, BHLE|IZBWVTEH, BERZE
ARVE = VB IUGHERET VET 7
AV DFEFEIZ LY THP-1 ML D RAE MY A
A VBN EDA VEAENEMNL
722 L&A L7 (Mizuno et al,, 2011;
Mizuno et al., 2010), L2>L., 256 DRFHT
BOTREYOFMIMFTLTEB LT, 21
F CICREFNRITEEICRE G 2 RE
TEMEC 2 BN L 723 E 1T 20,

ARBFGECIE, R BTEME L 2 I LTz BUSHE
R L A RBEELEZMmT 2 &%
BRI L Uiz, #1802, THP-1 #ifla 05 R -+
DOEBZIE L L IEERE®IC X2 AR
TEMEL & P FTRE 22 BB R 2 R L A2 72
FFEEMEIE YT 5 CYP3A4 T L DG
BOTE AL DRl 21T o 72,

in vitro

B. EBRFIE
EBMBTH S FAEMEEBERMYE A MRS
sk THP-1 ffax, B — N7



(Tsukuba, Japan) KV EEA LT, 7I4 &
I RIEBEE (Tokyo, Japan) & 0 k5 7=
72V 7z, Human CYP3A4 + P450 Reductase +
Cytochrome bs SUPERSOMES™ (CYP3A4 35
BRI aV—2) 8L P450 Reductase +
Cytochrome bs Insect Cell Control
SUPERSOMES™ (= hm— 327 m vy —
A) % BD Gentest (Woburn, MA) LKV EA L
7z, Human IL-8 ELISA Ready-Set-Go!™ 33 &
U Human TNFo ELISA Ready-Set-Go!™ %
eBioscience (San Diego, CA, USA) X D EEA
Lice AL )EFD2—L (AR v T&T L
— ) X Nalge Nunc International K.K. (Tokyo,

Japan) K YV A L7z, ReverTra Ace |2 BVEHRS
(Osaka, Japan) £V, WEEH dNTPs (37
A F—+T % /3 (Tokyo, Japan) L VEEA L
7zo RNAiso, 7 v # h~FH~— SYBR
Premix Ex Taq™ (Perfect Real Time) %4

7 /34 A (Shiga, Japan) L VA Lz, 77
A = —FHEE S 2T LY A =R
(Sapporo, Japan) Z& R % #K#E L 7= (Table 1),
Reference Dye 213 Brilliant SYBR Green
QPCR master mix (Stratagene, La Jolla, CA) £
BOLOEFEA L, 7a—% A A FY—
437121 FACS Calibur Cell Quest (Becton
Dickinson, CA, USA) ZfEH L7z,

Table 1. Sequence of primers used in the present study.

Prime Sequenc

Human 5-GGC CAT CAG CAA CAT AAG
Human 5-TGG ACC ACT CGG ATG AGC
Human - 5-GGC CAT CAG CAA CAT AAG
Human -A 5-TGG ACC ACT CGG ATG AGC
Human 5-AAA TGG GGT GAG GCC

Human GAPDH-AS 5-ATT GCT

GAC AAT CTIT GAG

AS: antisense primer, S: sense primer

CYP3A4 |Z L B REATEMEI L ORRFHE,
1 x 10° cells/mL ¢ THP-1 #}E. CYP3A4 %5
FIrny—Ah (CYP3A4 £LT15nM) BXT
1 mM NADPH & 725 X 5 IZFRS L7 IRIC
WEREE A NN % | 24 well plate (2 1 mL § DK fE
L, 8L, $BREL L TT ANV E Y —
. TARVES— VALV T +F v R, 72
FAu R, FTATFAT I,
FOFTIVEmBRE, /a7 oF 7 B R

S50, VIV IR RT 7Y N
W\, ¥V VEBE. FEXTV T 2T
B T T T 4 SRR VT, TR E,
DMSO DEKEEIT01%E Lz, £/, *f
BB IIar bo—Isay—2%
CYP3A4 BRI 7 uy—ALLRALZ N
7B TR Uiz, DA EDZMFIC THEER,
HRRERRE Xy T 4 VI IV B L
1.5mL F=2—7 1B L7, 3,000 rpm, 4°C T



SHMIELABEL, EEEZH LN 1.5mL =
— 7R L, -70°C CERERE LT,

FACS IZ X % CD86 3 LN CD54 ¥ &
DEER I OMBEEFREROREL UTFDKH
BT o7, B L2 #IMEIX 0.1% BSA 28
ip 1 xPBS T2 B L%, ILIAEL
72 1.5mL & = — 7|2 FITC Efkt / 7 u—F
VELIE (It b CD86 HL{K (clone: Fun-1), T
t h CD54 Hiff (clone, 6.5B5) & L U FITC
(fluorescein isothiocyanate) =ik~ 7 X IgGl «
TAIEA T ha—)b (clone,
MOPC-21)) #Mx., & ZIZ¥eiE L-Mia%
SYEL, 4%, BEFTICERWT 30 DA ¥ =
N— g VETV, HilRREEETol, €0
#%. 0.1%BSA #&%r 1 xPBS T 1 [BI¥E#E L
721 . FACS flow (Z PI (propidium iodide) %
0.625 mg/mL & L7eERICEEB L, 7r—%
A MAPMI—ZFHAWVTHONEIToT, B,
CD RHE DT ORI ITFEMARIX 7 — T
LV ERVERE. & 10,000 804 & fEAT
L7z, CD86 BXUNCD54 HELDOIIEL LT
AWz st R EITROE NI LV FHE
L7z,

(FExH B EOH H )

X BB E (%)
= PRI ALE NI D MFI - #BRERY L&
#BHRC D Isotype control © MFI / ¥EIEEALE N
f > MFI - VEIEALE WS C D Isotype control
7> MFI

* MFL: Mean Fluorescence Intensity (YE¥J &

JEIREE)

Total RNA DOFFHR, W EEERICLD
¢cDNA D4 %, Real-time RT-PCR (Z & 5 TNFa,
IL-8, GAPDH mRNA ®E &, ELISAIZ L%
IL-8 3 XL ONTNFa % > /%7 B D EBITFIEIC
PE>TIT o7,

HPLCIZ X BT IAFary, FAZF)IL
FTIFEFa L BIORVTAZTFNT I AL

n o OERT, MlaEE%, MaREREY &
Ry TAVTICEVEEL, 20955 150
mL % 1.5 mL F=—712B LT, B aiEL 3
E#0IRL, MR L%, S0 mM ML
ZINEWNIEEYE LU TIRIIL, £72.3 M
NaCl % 400 mL N2 7=, BONTIREWIREY
JunAZ 4 ml T 1 S E#H L, 3,000 rpm,
5 R oE LB FREEES BT I
BL.40CTERRIL TR ELE, RIEE 150
mL OBBIRICEMEL, TDOIH0 90 mL %
HPLC {Z¥E A LTz, HPLC ¥ & 21387 (R
37, L-2130), A —R~>7F— (H 3L, L-2200).
UV f &8 (H 3L, L-2400), AT L4 —T

(H 3L, L-2350) #FV /=, 75 A% Capeell
Pack Cxy UG120 (4.6 mm x 150 mm; 5 mm) %
FAV, BEMEIE 24%7 Bh=RJL | 1%BERE
0.2%Y=F NTI LT, PiEERIE 1.0 mL/min,
AT LR 350L LT, BEERA 240 nm TE=
&—UT-, PREFIFRTIE AMD 28 18.8 4. DEA
28 11.8 43, DIiDEA 23 85 Th -7z, WNES
EREMECTHD MV T Z 2 ROSERRIT
325 ChoTz,

WEEHEATIZ, 2 BEREIC I D #EEHF#EURT
il Student’s t-test = L ¥ . ZEEENCRBIT S
HEtFHIREE I ANOVA B X O Tukey %72
I3 Dunnett B8 E 12 & 0 BT L. P <0.05 DR,
M FERICAERE TH D ST L7z,

C. EBER

C-1. FFEEMREY D CYP3A4 Iz L DR
HHHTE L O

FrEEEMEEY I3 LT, CYP3A4 IZ L B3
Y ORBETE AL AY THP-1 M RIS T8
#h CD54 B L UCD86 RIRELFRIE L LT
AT V== T EFTo Tz, iX U DI EYLE
(2 & % THP-1 Mifa O HIIBAEFRIZH T 5%
BIZOWTHRE LTz, ERFIEIZ 2-1IEFL
T FIEIC o T, G LT3k 4 | B IRE



BIXOWIAAFR % Table 1 IR L7z, EY
WEEEIZNF = 1 CYP3A4 BHER LI
77/ CYP3A4 I TICB W T MFEH
Sk HepG2 AL LT, AREAITEMEALIC &
LHREEE R T ERRE IR TV DB
ExZRAWe, ZOFER, WThOEYILER
FEIZBWTH THP-1 Mfa oMl AfF I
70%LA ETH Y | MIEIC LY CD HBREIC
BEEEZRNVBETHoT (Table 1), k
FLOMERE CCDREREDOHREFT 2T o 124
B . 73I4% vy (AMD) BX T ATV
T IA4Fr (DEA) EIZBWT, 2> b
m—/)LI 7 n ) —hLERIC AT
CYP3A4 BELHR I 7 1 Y — LMLERE T CD54
REBOAERBEMIFBD bz (Fig. 1A).
TR BT — VAEIZBWT, 2 ha—
VT a Y — SLERICENT CYP3A4 %
REI /oY — LB TCDSSRBEEDSR
BEyEmnRy bz (Fig. 1B), —H., %

DHOEYTEay ha—LI s oY —Ln
WLERE & CYP3A4 HEBLRI 7 1 Y — MALE
FEORICCDRHAEDEELREINIRD b
72hyo 7= (Fig. 1),

PLEXY, TARE S~ TI4HFn
VBIOTRAZFUT IAF o 3 E
JEMEABIZ KD | THP-1 Mifa &2y MHb+ 5 2 &
BEZ BN, LhL, TARXE =)L T
IZFORBYTH DT NN E Y — )L A )L
T4 %YV RICBWCCDRREDOEE BN

DBRDOLNRNoT2Z & (Fig. 1), BLUR
FHYBRIESEY A MU A VELAREEZA LR
WZ EBRHREINTNAZ LD (Mizuno
etal,2011), BF k¥ L L7z, AMDEB X
VF DOREH T 5 DEA TRV T CD54 %
BHEICHEZEREMIBDOONTZH, ZH
DOEPZEEH LT, LVFEMRBRFEZITO Z
L,

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

Concentration Cell viability (%)

Drug (M) CYP3A4 (-) CYP344 (+)
0.1% DMSO 1660+ 15 106020
Albendazole 50 84321 84.7 £ 30
Albendazole sulfoxide 50 85926 87425
Amiodarone 30 W4+ 15 71.7x7.6
Desethylamiodarone 20 916+23 8§78+14
Desipramine 30 92.6 943
Diclofenac 160 842 91.7
Hydralazine 100 86.2 824
Leflunomide 20 97.6 995
Nefazodone 1¢ 964 1668
Tacrine 100 100.1 999
Tamoxifen 20 88155 885+5.1
Terbinafine 106 71557 80464



(A) (B)

— o, [] CYP3A4 (9
. B CYP3A4(+)
400 1400
Lo} P~
S 1200
= S 1000
2 400 u 2
2 2 800
B ) 2 300
g 30 g
F 200 2 200
a a
© 100 ql © 100
1 |
069&'“ 4 o"“& & 0%°e\°'3‘°°¢°-°¢*v‘“&°b°§°-&°.é‘¢‘
Qs\oy s & y&; 3 & ‘&S s yp GO ‘&{:&@ yfy &&%& o S
A0 %, 6 ° Q » Y. & & PR, % PN
S vﬁ}*& FIEF+ S SSTIE S S
¥ ¢ ¥
& & & &
SR 9

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).

C-2. AMD B LU'DEAMEIZ L 2HleE RAEFROEMIFBD bIRd-T (Fig
a2 2A), AMD L& 24 FERIZBW T, 2 b

AMD £ XL ("DEA O &R EIZR 1T 5 THP-1 o—)VI 7 uY—AABERTIE, WINnoOE
MIRIZRT T 2 MBEBEEEZALNCT S0, EICBWTHEELE & ik L GlilaL T
FREIZRBITAEYNE 12 £7213 24 % RBOEMITFBDO b 2o 7 (Fig 2C),
ZHBIT D THP-1 B OMIRAETEEZ2-40F  CYP3A4 BELRABHICK W TIT, BELE
EIZHEVIE L7z, AMD 4LE 12 R ICE LHER LT, 30 mM ALEIZ BV THRfa AT
T, @ br—E o —ABLETH ROFERBKTIAD b (Fig. 2C).
CYP3A4 BHRNWTILDALBEIZB VT, AMD SLEIZIBV T, CYP3A4 HELRLE I
Y RAERE L LB LT, 10 mM LAE DD LB BEERMIEFEOEIITFRD bk
HIaAEFEROBERETARD LI BEK 2 o7 (Fig 2C), DEA & E 12 FFHRIZE W
BHRMBEEEROETARD BN, Figz T, 2y be—nAIraV—LrBLI0
2A), A br—)vI s Y —LALERELE CYP3A4 BHERVWTHOLBERIZBNTSH,
CYP3A4 BB RLBRIZBWT AMD ALE I  FABBHOBEEAE L LB LT, 5mM L E
BT, CYP3A4 BHRABIZLD2EERM  »OMREFEROREERETARD 54,10



mM & E TIEEE TRV BME TEA 2=
L. 20 mM L& CTIIMIBAEFER DK T A338
» b/ (Fig. 2B), DEA ALBIZH T,
CYP3A4 BELRALBEIZ L2 HE LML TF
ROBILITRD b2 h o7 (Fig. 2B),
DEA L& 24 RefI2IC BV TC, = br—b
70V —LAERHETIE, WTNhORBEIZE
WTHESEALE & sk U CHIIRARERDE
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IR bhizdy o7 (Fig. 2D), CYP3A4

FRERLBEIZB W Tl IWELALE & ik L
T, 20mM ALBIZB W TCHIAAE RO ES

RIETRRD ra:mz (Fig. 2D), DEA L&z
BT, CYP3A4 BELRIBIZ L 5 HE 72/
RAEFROEITRD b rd-7- (Fig.
2D), CYP3A4 B RWMBERIZ L 2B E DM
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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 PI 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 TP
<0.01, compared with control (0.1% DMSO) in CYP3A4 (+) groups.

C-3.  AMD % & O'DEA JLiE B (k 756 72

CD54 3B EDEAL

AMD B L ' DEA L& B EKIFR 72 CD54
FREEOBERIT A7, 2-4 DFIEIC



TEWVRET 21T o7z, 12 BL N 24 B IC R
N RIEEALE & LR LT AMD 3 X OV DEA
LB IZ X A HE 7 CDS4 BB EDO MR D
b7z (Fig. 3), 12 REfI#2ICB VT, AMD
B LUV DEA MLEIZ L5 CD54 B E I
CYP3A4 EHRARNEBERIZ LV FERELIX
D biLe o 7= (Fig. 3A), AMD B L O
DEA fLE(Z X 5 CD54 3 HE 1% CYP3A4 3
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biiz (Fig.3B), 7z, 12Bf% L0 b 24
FFFR ISV T CD BHREIHELZ R L,
SEIOFER L Y THP-1 HiAIZ 31T 5 CD R H
EIIMOEMI L 5MEFTTH 24 FEETHRKA
& 72 % (Sakaguchi et al., 2006) = & & X4
LfgR L IeoT,
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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 =
*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.

C-4. AMD ALERFRKIFRI IR RIEMEY A
NhA VELEEDEA

AMD LB X D RIEHET A MU A~
FEABOEAERFTTT D7D, 2-8 DIFIEIC
HWBRE EITo Tz, TOfRE. L-8BLT
TNFo @ mRNA FE&iX AMD LEIZ LY =
vhe—IsoY—AUEREL R LT

CYP3A4 BB RILBERIZB W T 6 KFHEDN D
24 RFfEIR E CHEBEICHEINL, 12 FFRERICER
WTEbEMEEZR L (Figs. 4A and B), =
7z, IL-8 Z XU HEARIT, AMD ALE|
Ivarvbre—nIsuy—L0LER L
8 L C CYP3A4 FERABERE TV TR/
RERNCEEINATRD Hiv, 24 FEZICE W

10



Tib®EMEER LT (Fig. 4C), TNFo, & > /%
JEEAEEIX, AMDAEIZL Y2 fa—
VT — LALERE L B L C CYP3A4

FHRLBEEIZRBT 6 FEE# 2 12 B
BETHRDOLN, REHRICBONTEDLE

fEZ R L7 (Fig. 4D), LA ED Z & 56 AMD
RLEEIZ D CYP3A4 OREANEMELIZ L v
CD54 RBEELT T, REEYA P A
CBIUOTEIA VEARBLENT A &
DR ST,

l 0 CYP3A4 (-) vehicle [0 CYP3A4 (-) AMD E CYP3A4 (+) vehicle @ CYP3A4 (+) AMD—’
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Fig. 4. Time-dependent changes in mRNA levels and release of IL-8 and TNFa by 30 mM

amiodarone in THP-1 cells. THP-1 cells were treated with 30 mM amiodarone for various time

points. The mRNA expression levels of IL-8 (A) and TNFa. (B) in THP-1 cels were measured by
real-time RT-PCR analysis. The release of IL-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. T2 <0.05, ""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.

C-5. DEA ALEBRHEUKFRI 2 REMEY A b
A VEERDOEA

DEA JLEBRFREIC X D RIEMET A M A »
FEAEBEDOBLERETT 572D, 2-8 DI
VR EITo 7o, EORER. IL-8 mRNA
BT DEALEIZL V= hr—L3 )

11

oY — AALERE & B LT CYP3A4 FHLR
SLEREIZ BT 3 REE #2026 24 AR £ T
BN L, 3EFRICBVNTEbEEZ
R L7= (Fig. 5A), TNFa @ mRNA FHEIT
DEAALEBIZ LV artr—I7 ) —Ah
RLTBRE L ELE L C CYP3A4 RBERALEREIZ



BOWT3RREEND R MBI THRICE ABCkvarbo—n3Isoy—LnE
MU, 3EEZRICBWTRbEMEETR L, 24 BEL B L T CYP3A4 SEBLRALBEEIC I
RFRI% CIXTA R B 338D b /- (Fig TR 72 M A3E8 D B L, 24 B
5B), ¥£7-. IL-8 # X/ EREEARIL, DEA WCBW TR b EfEZ TR Lz (Fig. 50),
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Fig. 5. Time-dependent changes in mRNA levels and release of IL-8 and TNFa by 20 mM
desethylamiodarone in THP-1 cells. THP-1 cells were treated with 20 mM desethylamiodarone for
various time points. The mRNA expression levels of IL-8 (A) and TNFa (B) in THP-1 cels were
measured by real-time RT-PCR analysis. The release of IL-8 (C) and TNFa (D) in supernatant was
measured by ELISA. Data represent the mean + SD (n = 3). P <0.05, "P <0.01 and **P < 0.001,
compared with control (0.1% DMSO) of each time point in CYP3A4 (-) groups. "P <0.05, TP < 0.01
and TP < 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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