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B ~F Y22 THALBRENT LS TSIV KeNaXk /a2 55, B4
KeRafx /o 2 AR B~k YV (1:1, v./v) SOmUZIREL | IR )Y
AN a) RE i % 2800 T3R5, RNa &gl TIVERE I8
BE TR 5, FRIEZ A K100mIZ BB, KIBAKR TN T LEMZ(pHT7~
8). Bl =F VT W ¥4y Hi & Fh 4 5(100ml X 3[A)), fhHIHAJBE T IEML ., B
VAT NRAT DIa< T T7 40— (WL Y 7 ae v —T N-FR=F )b,
9:1) THBERERIL, E#IUKeRusk /o -1,4-E ALYV HIVRV BT AT Vit
Do

[l HIEE]

vAIVKeRuX -1, 4-EA-NN-UTNAFNT I RERAT )NV I FIVKER
a2 -1,4-E ALV B VR R2mmol E T R 20mU T IAREL | R A
2(2.5~4.0N)Z R AT AT N D1065E/V BITH S T2 8 A . WA E T
BEL BEET B A2 ) — )V THERL TEZIVKeR ¥ /0-1,4- B 2-N,N-
DTNRNT BT FIVKERuX o -1, 4-E AV VU VIR RO R
2155,

[RE 5 IEF]

EHIVKEREX /-1, 4-EA-NN-U T VLT B IIe #IKeRax /-
1,4-E 2V h)LR L 2mmolZ Y7 aa A% L 20mlU S ISR L . T VxRV AILIRY
FR2mmol M Z T 5, AT DiER A IRIL TE I KeR ¥ /2 -1,4-E2-N
N-UTNFNT I BTAT N GIEFIVKeR T /-1 4-E RV VR
BT AT )L DT VN AR R 15,

[BLEHEG]

B4 K4.55mmol & A Y 7 at L —T7 )L A0mUTIRIRL . KRR FT N7 A3

1.5mmol& A% ) — V15
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mUZIAIRL TZ., IR O 35 (MBI D E TRIR TR T3, RISHKIIAY 7
mE)L T —7 )L 60mlE A RIK100mIZ MR, AV T ue )V —T Vg E o REL , EiZ
KBIZAY 7 ae L —7 0 100mlE M2 CREE 2 i, A7 e re—7 v
J@EA R T, EARREET N Y A THAR, BE FTRELEET D, BEICOAT
VTV 8.97mmol, K NIR18.0mmolZ Mz, AV 7 e’ )V m—TF -
F¥9 (64,
v/v) 100mUZESAEL T, SR TIRFREIEAR . 50~60CITMELL 2235 20 H SUSES
., SHIZEIRTHALRPBH 10K SUSEE D, SUSHKITHERIK100mIZ M A, A
Y7 ae ) —7 )V gk L . KAREE T N Y A THAKR  BIE TR EAEET
B, BiEaAY 70 N — T )VZRRRL | DL TR B FEER = 71-100ml
SRFRUK100mIZ N 2 HERR = F NV W B Sy 2 I L SEAKARER T RUD A TREAKE
BT TIEEA B ET5, BiEa A7 o Vo —7)VIREB L NS 2 BiiR =T L
THAERLT, BEFIUKER X /21, 4- B R-a NIRRT V& 55,
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[0037]

ARPLEMOTREA], BB THAEL TOR AL R 4720, FEEREE
HRRSRIZ LA HERTHN ] SEBR 1] 33 X Ulin vivolZ 38175~ AR A L MEE T332 il

Bh RO EBRB 2 81T B,

[0038]

RERIZ V- M R X PLC/PRE/5 (FFAEKE) . HepG 2580 (FFHEEE)
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[0039]

[0040]

[0041]

[0042]

. Hep3BHfiu (FFHRAQHEE) . A549 (BfiE) . HL60 (H fyp) . SDT44HM () . STAKH
e (B <A b= AT ClithRk) . HT208K CRIBRE) . HT29/MMCHIK (KI5
. TANTAT L CRiERE) TH B,

EMNTHI K T HPLC/RPF/5#, Hep3BHiiu&HepG2HiARIZ10% Y it IR i

&, =Y ARV T AT B G EeDulbeceo’ s

modified Eagle’ s medium (DMEM)E; A vy, SDT440/T, ST4ME, HT2941 K, H
T29/MMCHIIRIZ10% Y VIR IR ILIE, B ) <A & & TeRPMI164055 % Fvy H
L60FIIZ10% 7 IR IR ILIE, =V AT h=A v &8 TeRPMI164055
2 AVRERERR L TRV,

PLC/RPF/5#ild. Hep3BAliid, HepG2#liid ., A5494 i D4l fidA-96well platelZ0
5x10"cells/well#EREL , 24RF[HIE# % |, Hiiz AT TR /0 AF VAV ALABN
0.

10, 11, 12, 24, 25, 29 FMLIHHITITHRL . 37°C. 5%CO FRAFT24REH],
ABINFE), 722G BG4 LI A SR I TR E | K& B F\ B I A
L. WST-83 KA 2 2RI 5528 L7, 450nm,

655nm DRI E I LM EA JEL . AR A 20 R A A L 72,

Hep3B#fa, HepG2MlRaD 4 #ifia% 24well-platelZ2x10" cells/well#EREL , 241
MG, BE AT TR o AF U3 LA #HNo.
10, 11, 12, 24, 25ZFMUT- B Mz A543 B 1528 L7z, 5 #h% H-thymidine
%0.5m p Ci/mLEZ Lo HIIZATHAL | ARFRIES B L7288 KA frEL | Ml EEaRY
VRAR T C2MEYEIE 4 | Lysis
Buffer 400 p L CHURZIAREL 7o, MR A~ FL—al AT L, ¥
VFV—ar I TNEMZ, IR v F L —ar s A K0k EE R
L. *H-thymidine®DNATRY A Fx D BE 5 5> B A 88 4061 20 SR % 3TAH L 72,

2T 743 : CellTiter—Glo Luminescent Cell Viability Assaygis WA ET
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[0043]

[0044]

HL60#2%96 well platelZ1x10" cells /wellfEHEL . EHIZIMEHME, 37°C. 5
%

CO;’E#'@?&%L\ ITMNH3, 6, 12, 24FF[H)# IZCelltiter—Glo Luminescent
Cell

Viability AssayfA3K (7 2AH) %2100 p L& T = /VIZHINL, 967 /L 7L —R)LI ) A
— & — "GRG B E U CHl i R R il 350 SR & At L 72

GEFA%I1)

[FFMHORE (x4 B FIKeNuk /o B R O BRI 2 5 ]

JiT s TdhHPLC/RPF/SAIAOMIRIETHIL, AT /-4, AFeRu%x /-4
FHER(LA®10, 11, 12) OB E> THERTFIICIGIS -, UL, #E5
Mz R OFRBIEHIIIEDIZ Lo TRERARY | MBI ClIAT R r¥ /4
FEEEA®10, 11, 12) TENITHEFEMBIZIR A BIERSIIZA, BOM24K3H]
TIHMEAW10, 121TBEE LR RHZIRABLO ., IINA8KHE TIL A 1 1D
EIBGHEI R B RBIL T2, AT/ -4 BINASIE [ £ CHIFI I HI2h 138l
BT T 2R CEAR I RS R LT, BRI L UK LIS ETA 7 5 LIC L BPL
C/RPF/5HA D MR AT K A& 3 BRI 20 A 2R LTz, FROIWTPLC/RPF/5#ifid
(AT H50% £ HFLIEREAC )Z/RLTz, 1ERIDLIHBAREIIC, AT ERE
X -AFER(EA10, 11, 12) 1 A7 /-4 Bl L TR R i HE 7 0
T RAERBLT DI EBHLNITIR T, T, AT ERuX /U -4FER ((LEH10
+ 11, 12) OFM72RENCIST BIC_I3ivb AT %/~ AT L TR & T
T REM RS R 2 R R LTz,

HepG2#lifia&Hep3BAMI DM AL L, AT /0 -4, AT ERuX ) —AFE K (
{E&#10. 11, 12, 29), AF VA (EFIK3) OFHNC L > THEMRFFRIIH
Hl& A7z, HIFETHIZ R OFBIGREIIIEDIZ Lo TRESRY, BN24R R Tl
EE#10, 11, 12, 298I VAT VA TERE R BFHEN R0 BB LN I8, AT
/- ATHEINT 20 F TOT R IR R BB T2, K10LKILITENE
AUl 7 45 11T L S Hep G2l & Hep3 BARAZIZ % -260% £ FFHLIL IR EE(C &7
L7z, EBIT, R 1203l /7 1212 K D5HepG2# it EHep 3B I Z 64~ 2 AT /2~
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[0045]

[0046]

4, Arerux )48 K ((LAE%10, 11, 12), 7qu¥kx /v, 7ueRax /U5
Hik(LEW24, 25) | AF VAL (EFIK3) D50%EHMIEREAC Yo R

o HepG2#fifit & Hep3BRIIUIZ X B AU A v LAF R uk ) -4F%E K ((L&#1

0. 11, 12, 29) ITA T /AT U TR Rk Z R A R BT 528

BHBDNTILY BT IT BIC I3 ivb AT %/~ AT L TR & T
F TR R B A B i h % R LTz, DCPEE D HepG2#i it & DCPRaME D Hep3

BHIAR D EH & DTl IO 26 LU THRIR B TR R &R T 28D b RoTz,
12%35, Hep3BMIIZ XL T7rmeRuk /SR ((bA#24) 137 1% /o XD

BB R E R COBZEBH LN TH S, L, AFTeRaXx /-4
EROPRICHIRL T raeRaXx ) FE RO R -T2,

FTAR R (20 L CE A Ke N as R I I AT F /-4 Bl U T AR
PR EZRBL , EOFEIMEEH10>{bEaH12>LEM11 Tholz, Fiz,
= AEIER 7 2y — A DOBERIZ L > TEE W10~ 120b AT R aXk /-4
ERRENDEE AW 10<ALAW12</bE#H 11 THHZEEBRIZHEL TV D
(Takata et al., Pharm Res., 12, 18-23(1995)), ¥+ 72bb, B ¥ KeRua¥k /o
FEARPDATEN X /-4 (LR BIV) ~DOEHBEVELEWIELE | $FIZh
BAEESHITRIET DL, EAIVKeRaX /U ER (LA #10~12) i3 A
FeRuk -4 ((LAHIV) ICEBRESTIC, FHEROREE ORI TR Fi )
B RA R CEDIEEREL TS,

LIedo T, EXIVKERaX U HERE & BLUZEO ZRHHED THIEF
YKEREF ) AZH REE ORI 23\ CREA IR R 03528720 | &
DEIRO R, ZRBERREAORMES FERIZRDZ LN LN TH D,
[EF#IKeNak ) o FHER R 5% OFE g ~D 5 ]

FFHDRE (6 L CEFIKe R e ) B8RS TS e s R E R > Z L 2@ 61
IT/RLIED, ZOFT NI RBEOITE R BRI NDT-OITIE, EFIVKER
u¥ ) HER B ER R CH OIS L ESN A Z N FEL W R bz 25,

A EFEE AR ek /48R ((LE#10, 11, 12) 137y MTRBWTHIIRN
#1545 CIREFIBICEITT DI EEHBZL TV (Takata et al.,, Pharm. R
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es., 12, 1973-1979(1995)), §72b, AFeFu¥ ) —4FE K (LE#10. 11,
12)13AFeRudk /o458 (LA 10, 11, 12) DfFIE~OBIR A EEELE TH
BT Lnn, AFERa ) - AR O 2RI RIBRIE LRIt TEDT L
ERLTCWD, iz, |/ HFEIIAT Rk ) 43S R FE CAF R aX% /-4
BLUOATX )~ ATEBEINDTEEW DT TERY (Takata et al., Pharm. Re
s., 12, 1973-1979(1995)) , AF 3 /> —AiXFHIRER (26 L CHUB R A2 52

EBRHLNICENTNAIEDDBATFH /-4 L THHIEAI L L THEE T& 5, EbIT,
AFERBX - AFFERIIAT X - ATRBEND L, AT /- AT B HERE

BRICBW CEERZBERAS SRS QW eWE LML THHI LMD, AT
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