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Al A
e
AT 1
st7] sleha] 12 BAEE SEE, o) FstoldHA, e ol gstyoR & UM 98 FadrEo=s

ojmj, 7] Agtd ofd B EH oS g, FRA, N, GG €2 E= -G AR o] Folx el A

me 0 ExE 19 Aol

ne 0 WA 59 QG55 ojt},

AT 2

A1l AA,

A7) gkska] 19] sgEe

(79)-(H)-#Hd  FhupElal 8 8- E-2-L 46, 7-U) 3| B2 -2, 8T & =3, 2-g] A2 Wl -7-L -o]| 2~ ¥ 2 (3} T =
1,

(719)-(H)-4-ZF=22dd Ak, 8,8-guE-2-&4-6,7-Us| = 2-2, SH-9 #=[3,2-g] A2 -7-L - ~H 2
(3= 2);

(79)-(H)-4-VE=ZFHL Fhaa)al g 8-tue-2-8 -6 7-U)3| =2 -2/, S e} [3,2-gl A2 wl-7-L - ~E| =
(33E 3);

(79)-(+)-1-v}xe Fpupdal - 8 g-tiWg-2-84-6,7-U) 3| =220, SH-9] &} = [ 3, 2-g]| A R H-7-Y -ol| 2~ H| 2 (3} g+
= 4);

(79)-(+)-HA  FhupElal 8 8-Tw|E-2-L 46, 7-U) 3| B2 -2, 8T & =3, 2-g] A2 W-7-L -o]| 2~ ¥ 2 (3} T &
5);

(79)-(H)-F&-2-4 wgd Fpapgak, 8 8-tue-2-54-6,7-U 3| =2 -2/, S 2} = [3,2-g] A Z W -7-L -0 2 H)|
2 (33E 6);

(7S)-(H)-ddold Fhupat, 8,8-tWE-2-824-6,7-1 3| =22/, 8/ 2} =3, 2-g] A 2 Wl-7-Y -] 2~ E| 2 (3} %
= 7);

(79)-(H)-4-wEA A E Fhap b, 8 8-t E-2-24-6,7-1 8| =2 -2H, S92} [3,2-g] A= H-7-Y -0 ~H &
(33E 8);

(79)-(+)-3-Fd =2y Al g 8-TuE-2-8 -6 7-U)3| =2 -2/ S et [3,2-gl A2 W-7T-L - 2~E| =
(33E 9);
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(79)-(+)-4-FdH& g Aal 8 8-gH|e-2-84-6,7-T) 3| E2-21, ST 2} = [3,2-g] AR vl -7-Y -ol| ~H| 2 (3}
S 10);
(7S)-(H)-(p)-2-dAded  Fhapaal, 8, 8-tWE-2-&4-6,7-U) 3| =2 -1, S &= [3,2-g] A2 W -7-Q -of| ~
HZ(3EE 11);

(7S)-(H)-(E)-2-(2-v| A D)ol el e 7pu] it 8, 8-t vl e -2-524-6,7-1 8| =2 -2H, S92} = [3, 2-g] A =l -
7-Ad-oll = = (3HEHE 12);

(7S)-(H)-(B)-2-(3-wZA A D)ol eld Fhapeat, 8, 8-t E-2-84-6,7-U] 3| =2 -2/, S 2} = [3,2-g] A 2 1l -
7-d-A~HZ(SFE 13);

(79)-(H)-(F)-2-(4-v|EA D)ol el d Fhapelal ) 8 8- E-2-2 -6, 7-U) 3| E 220, 83 &} = [3,2-g] A = Wl -
7-d-d=HZ (33 E 14);

(79)-(H)-(E)-2-(3,4-tW EA A D) Eld  FFapa Al 8, 8-gHg-2-224-6,7-U) 3| =2 -2/, 83| &} = [3,2-¢] 2
2-7-d- 2 2 (33E 15);

(79)-(H)-(£)-2-(3,4, 5-EHEA F D)ol eld  Flufaa, 8 8T W E-2-22-6,7-U 8| =2 -2/, -3 &} (3,2~
glAZH-7T-d-o| 2 2 (3= 16);

(79)-(H)-(EF)-2-(4-ZF =25 d)odd Fpapaal, 8 8-t d-2-&4-6,7-U) 3| =221, -3 &} = [3, 2-g] A = vl
7-d-o| 2~H 2 (3}3HE 17);

(79)-(H)-(F)-2-(3-=F o =2dd)oEld Fhupalal, 8 8-tuE-2-24-6,7-T)8| =2 -2/, S{-9| g} = [3,2-g] A=
W-7-d-o ~H 2 (3= 18); Z

(79)-(H)-(B)-2-(FF&-2-D)olEld  Fhapegat, 8, 8-t mE-2-524-6,7-T] 8| =2 -2, S92t [3, 2-g] A =l -
7-d-oll = = (3HEHE 19);

2 ojFo7 PolA MEHE AL SHow ol (P4 P AET DB ol Er AR o8 2L
379 3

A1gE = A2del oA,

T SAAE Folete] oed Relgon AYsiEs

- =
Awg ofst 2AE.

gge] 4y

7l & & oF

oo AN fFRAE fFadioeR 38 CYP4(cytochrome P450 4 family) #Hed Mgy A3ko] o}
T A2 oFst A E #E Bolr)

WA 7 &

A|EAE P450(cytochrome P450, CYP)2 &l (heme)S W Z2A}(prosthetic group) = 7HAl&= EATO =2, i
o] kEolu} AAHEHAE 5o vt ﬂ?l/‘é B4 e 2HRZoluy XA o U & dis Atskd EH
A ZHES SEste A "eA a4% 4HA Juk. o83k A/ EIE P4502 1Al (archaebacteria)oll

A AA] gl F-Ee] AEA 1 EAsE, dAZEA <k 2,50070 o)/de] AEAF P40 FAAEC] HAF ).
Q1Zke]l Af-olE oF 60719 AEAE P450 FHAEC] LHA o, o T oF 1/49] Tk FEo] 1
7%, wAgy, 247)F o] Ao dEAA ¥th(Guengerich, F. P., Drug Metab. Rev., 36(2), 159-197,

_4_
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2004) .

OIZF A|EFF P450 FollA A|ETE P450 4(CYP4 family)i= CYP4A, CYP4B, CYP4F, CYP4V, CYP4X H CYP4Ze] 6
A S ADR A, EE, CYP4 AlD Foll A CYP4ALL, CYPAFR2 2 CYPAR3e] 7hg o] dAEdon, o5
2 QR 7k =AM FER BEHT dE AR dEATE. CYP FollA 53] CYP4A B CYPAFE AFEA AL
(long-chain and very long-chain fatty acid)®l o}&2}7]&=AH arachidonic acid)S o-F2F8H -
hydroxylation)dle] 20-3] =5 A] ol o] ZALH E &}l 2 (20-Hydroxyeicosatetraenoic acid, 20-HETE)S A4 sto}
(Johnson, A. L., et al., Adv. Pharmacol., 74, 223-262, 2015; Kroetz, D. L. et al., Annu Rev Pharmacol
Toxicol., 45, 413-438, 2005; Lasker, J. M. et al., J Biol Chem., 275(6), 4118-4126, 2000; Powell, P.
K. et al., J Pharmacol Exp Ther., 285(3), 1327-1336, 1998).

A& [Chaudhary, K. R. et al., IUBMB Life., 61(10), 954-960, 2009], [Nithipatikom, K. et al., Circ
Res., 95(8), e65-71, 2004] % [Waldman, M. et al., Prostaglandins Other Lipid Mediat., 125, 108-117,
2016]°ll+= CYP FollAl 53] CYP4 AlEZHE AAHH 20-3| =F Al o] IALH| Egfelilo] 3t & Z, g A
7% BE A Tl #™EH o] ASE AFIUTE. olddl CYP4 A&AE 20-3| EF Aol o] ZALE| Egtell ik
S Asgoan, A A4 A78 #AaA7L JE8-ATF &4 ARAPIERE, A% BSE 9 A=

A A (decursin) B dFAA = <HAP o] E(decursinol angelate): 3h=rakel AaAy Aetgy, viousE
EAg. o2 dFY ar, wHEo A A a7, £3A ZE A 5, dAF 8 A 5,
a2, kst a9, A B S ad, I v AAd w3, 95 AR s 5y, 95 o g (EF
9], oFsks]x] | 53(6), 303-313, 2009; 345 =E3] A|10-1575897%; 3t=45=E3] #|10-0379191%; 3h=-&
ME3] #110-2011-0087803%) &2l ofe] #&ol = o= dHn.

Br oot o
2 2

o2 o\

AL FeAE 235k (VP4 A A3 tigh FHrleeA, dF55F53 #110-0812093%5 % g=55575
A 10- 1674145§0ﬂ~ AN F=A, olo Az % o]F FEeat: Gk i 2 7L RAE] JAY
QiOtt% SE2E53] 4110-1915393% 9= CYP2B6, CYP2C8, CYP2C9, CYP2D6 = CYP2J2¢l ﬂ]ﬁ& %‘ré A A7}

Hl?% A 24E0] JHAE vF vk, ey, 2O g5k 12 BAHE SgHEe] (VP Ald FAdAE
5 1 CYP4 Aldol izt Aed oA FA4S gQlsta, o|25EH A8 didg A5 %j—% AFe oA

Hil= obA7bA] gl

3 0001) IHFS2ESF A10-0379191%, Aekd A4 ASARZAY GAAY A3 &%, 2003 03Y
=
-

(53238 0002) SZS2E3 A10-0812093, "F22 F=F], oo AZHWH 2 o2 ¥l Al 7
8 ZAE, 200849 039 04, 5=,

(5384 0003) S=5FH53] #110-1575897%, UIAAS HFadiem Xgsle ga Te o =AE,
201549 12€¢ 02¢, 55

(B3T3 0004) St=r5553] A10-1674145%, olFEA|E FHMHolE {24, 2 ol& xgste= o oW =&
2858 okskzl AE 2016d 119 029, ==,

(E3E3 0005) +F25ZE3] A10-1915393%, AN EIAE P450 354 A€ 2AFE, 20184Y 109 30Y, 5=,
(B33 0006) st=r37ME38 #110-2011-0087803%, ©lAHA 2 olAAIE <HAHOEE X33l IFFHA =
A, 20113 08€¥ 03, F7H.

i) 5558

(HE3E3 0001) £33 ¢, Aok 7HHL% A3t 37 (Angelica gigas Nakai) % Decursin¥} Decursinol
Angelate®] oFg] 28, oFst3]#], 53(6), 303-313, 2009.
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4126, 2000.
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eicosatetraenoic acid by P450 enzymes in human liver: Involvement of CYP4F2 and CYP4A1ll. J Pharmacol
Exp Ther., 285(3), 1327-1336, 1998.

(M E3 &3 0011) Waldman, M. et al., The role of 20-HETE in cardiovascular diseases and its risk
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2 U 3] 3 12 BAEE S3E, ol Fslo]d A, e ole ¢stdon 38 JMed 48 &
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Aol A 7] oFstH o ® &8 Jhsgh Qoldt uigAe AESHA 48 Haeh A 19 o e 53A
E ou|gitt. 23t f9] o & olo A EA] X, F7|4F(inorganic acid)[dE 9], 94F(hydrochloric
acid), P35t (hydrobromic acid), #AF(sulfuric acid), <1AH(phosphoric acid), &Ak(nitric acid)
512 dAHEE A 271 o, 2 opA|EX(acetic acid), 24Hab(oxalic acid), EFEEFE2H(tartari acid),
Z¥Mt(succinic acid), ”“‘F(mallc acid), FvlE2k(fumaric acid), %4k(maleic acid), ofA~zTEXAE
(ascorbic acid), Wlz4F(benzoic acid), Ebd4H(tannic acid), ¥FEAH(pamoic acid), ¥314H(alginic acid),
ZF 52 (polyglutamic  acid), W22  &EAM(naphthalene sulfonic acid), YEXE# t]&sEL
(naphthalene disulfonic acid), ¥ Z#-Z&g5F &4 (poly-galacturonic acid)¥} &2 7|4t organic acid) 2

2 P49 9 TEAT. ] SFRE B Pl Lein FHon S§ s A gom Fold
F g, 58, ZEdols, navlols, gotlls, (-9, EFALEIC|E, WUEEUIE, FEuo]
E, ZadolE, Ei ﬂEE AE(AE ol WEAoIE, SAMelE, ohArlelE, ZelzelolE, Helol
o= (maleate), WelolE(nalate), Fridlol=, AEC|E, BEdolE, ofrzauolE, Audol=,
Wzoo|E U o e othoR e b Quw

ISobIdel =) E Eite. & el Aate 190 ik
ohiE, Fgel Wl o8 AxE & Ut RE

(79)-(H)-dd  FRapeaE, 8, 8-U M E-2-84-6,7-U 3| =2 -2/, S e =3, 2-g] AR W-7- A -o| ~H 2 ((79)-
(+)-Phenyl carbamic acid, 8,8-dimethyl-2-oxo0-6,7-dihydro-2H, S#-pyranol3,2-glchromen-7-yl ester, 3}g=&
1);

(7S)-(H)-4-F2=29d Fpupeib, 8, 8-TuE-2-84-6,7-U] 3| =221, 89 2} 1= [3, 2-gl A2l -7-L - =¥ 2
((7S)-(+)-4-Chlorophenyl carbamic acid, 8,8-dimethyl-2-oxo-6,7-dihydro-2/, 8#pyranol3,2-g]lchromen-7-yl
ester, 3= 2);

(79)-(H~4-HE=ZHY Fhupu)al, 8, 8-TWE-2-84-6,7-U 3| =220, SF3) 2} [3,2-g] A2 R-7-U -0 =5 2
((7S)-(+)-4-Nitrophenyl carbamic acid, 8,8-dimethyl-2-ox0-6,7-dihydro-2H, 8H-pyranol3,2-g]lchromen-7-yl
ester, 3}3HE 3);
(79)-(H)-1-v=Z" ghpelak 8 8T W E-2-84-6,7-U 3| S 220, ST 2} [3,2-g] A2 RI-7-U -0 ~H 2
((7S)-(+)-1-Naphthyl carbamic acid, 8,8-dimethyl-2-ox0-6,7-dihydro-2H, 8H#-pyranol3,2-g]lchromen-7-yl
ester, 3}3HE 4)
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(7S)-(+)-\d  FhapE Ak, 8,8-tHE-2 :ﬁ67ﬂlﬁ§¢%&LM$L32]1;ﬂ7°1ﬂ*ﬂeam%
(+)-Benzyl carbamic acid, 8,8-dimethyl-2-oxo0-6,7-dihydro-2H, SHpyranol3,2-glchromen-7-yl ester, 3}t
5);

(79)-(H)-F&-2-9 Wgd Fhapgalk 8 8-tHY-2-54-6,7-U 3| = 224, SH-¥] 2} [ 3, 2-g] A 2 Wl -7-U —o] 2 H]
2 ((7S)-(+)-Furan-2-ylmethyl carbamic acid, 8,8-dimethyl-2-oxo-6,7-dihydro-2H, 8ipyranol3,2-glchromen-
7-yl ester, 3}3E 6);

(79)-(H)-ddeld Ty, 8, 8-UWE-2-84-6,7-U 3| E 22/, SH-Y| 2} [3,2-g] AR H-7-U-o ¥ =
((7S)-(+)-Phenylethyl carbamic acid, 8,8-dimethyl-2-ox0-6,7-dihydro-2H, 8Hpyranol3,2-g]lchromen-7-yl
ester, 33HE 7);

(7S)-(H)-4-HEA A E Fpnp A, 8 8-t E-2-24-6,7-U] 8| =220, SH-3| 2} = [ 3, 2-g] A2 -7-L-o]| 2 EH| 2
((75)—(+)—4—Methoxyphenethy1 carbamic acid, 8,8-dimethyl-2-oxo—6,7-dihydro-2H, S#pyranol3,2-g]chromen—
7-yl ester, 33H&E

(7S)-(H)-3-dd=z=2d Ak, 8 8-tue-2-24-6,7-U 8| =220, S92} = [ 3, 2-g] A2 -7-A-o]| 2 EH| 2
((7S)-(+)-3-Phenylpropyl carbamic acid, 8,8-dimethyl-2-oxo0-6,7-dihydro-2H, 8H#pyranol3,2-g]lchromen-7-yl
ester, 33HE 9);

(7S)-(H)-4-dd e hapeat, 8 8-TIW " -2-84-6,7-U] 3| =22/, S92} [3, 2-g]l A2 W -7-L - 2~ 2
((7S)-(+)-4-Phenylbutyl carbamic acid, 8,8-dimethyl-2-oxo0-6,7-dihydro-2H, 8#pyranol3,2-g]chromen-7-yl
ester, 3}3HE 10);

(719)-(H)-(B)-2-sdeleld  Fhatg 2k, 8, 8-tmE-2-84-6,7-U) 8| =2 -2/, Si-¥| 2} [3,2-g] A2 Hll-7-Y -o] =
HZ((7S)-(+)-(£)-2-Phenylethenyl  carbamic acid, 8,8-dimethyl-2-oxo-6,7-dihydro-2/, 8i-pyrano[3,2-
glchromen-7-y1 ester, 3}g% 11);

(79)-(H)-(B)-2-(2-HMEAH D)ol eld hapal | 8 8-t d-2-84-6,7-t) 3| =221, S92} = [3,2-g] A= Hl
-7-L-o| ~H Z((7S)-(+)-(£)-2-(2-Methoxyphenyl )ethenyl carbamic acid, 8,8-dimethyl-2-oxo-6,7-dihydro-
2H, SH-pyrano[3,2-glchromen-7-yl ester, 3% 12);

(79)-(H)-(B)-2-(3-HEZA = D)ol eld Fhutak 8, 8-t e-2-2-4-6,7-1) 3| =2 -2/, -9 2} [3,2-g] A =¥l -
7T-L-o| ~H 2 ((7S)-(+)-(£)-2-(3-Methoxyphenyl )ethenyl carbamic acid, 8,8-dimethyl-2-oxo-6,7-dihydro-
2H, SH-pyrano[3,2-glchromen-7-yl ester, 3% 13);

(79)-(H)-(B)-2-(4-HMEZA = D)ol eld Fhut Ak 8, 8-t e -2-24-6,7-1) 3| =2 -2/, -9 2} = [3,2-g] A =¥l -
7T-L-o| ~H 2 ((7S)-(+)-(£)-2-(4-Methoxyphenyl )ethenyl carbamic acid, 8,8-dimethyl-2-oxo-6,7-dihydro-
2H, SH-pyrano[3,2-glchromen-7-yl ester, 3% 14);

(7S)-(H)=-(£)-2-(3,4-tHEA D)o 8l d  FHap ik, 8,8-TWe-2-&2-6,7-U 3| =2 -2, 8i-9] 2} - [3,2-g] A
2ull-7-L-o]| ~E| 2 ((7S)-(+)-(£)-2-(3,4-Dimethoxyphenyl)ethenyl carbamic acid, 8,8-dimethyl-2-ox0-6,7-
dihydro-2H, SH-pyrano[3,2-glchromen-7-yl ester, 3}&% 15);

(79)-(H)-(E)-2-(3,4 , 5-EZ W EA D)o eld Zpapdal,  8,8-tme-2-24-6,7-U| 3| =220, SHY| 2} = [3,2-
gla B -7-d-o| ~E| Z ((7S)-(+)-(£)-2-(3,4,5-Trimethoxyphenyl )ethenyl carbamic acid, 8,8-dimethyl-2-
0x0-6,7-dihydro-2H, S#pyrano[3,2-glchromen-7-yl ester, 3% 16);

(79)-(H)-(B)-2-(4-Z=z=2=D)oleld Fhatgal | 8 8-tud-2-84-6,7-t)3| =221, S92} = [3,2-g] A= Hl
-7-L-o| ~H Z((7S)-(+)-(£)-2-(4-Chlorophenyl )ethenyl carbamic acid, 8,8-dimethyl-2-oxo-6,7-dihydro-
2H, SH-pyrano[3,2-glchromen-7-yl ester, 3% 17);

(79)-(H)=-(B)-2-(3-ZF=zdAd)oled Fhalual,  8,8-tue-2-84-6,7-Us|=2-20, 8H-v| 2} = [3,2-g] A=
il -7-A -0l ~H| 2 ((7S)-(+)-(£)-2-(3-Fluorophenyl )etheny carbamic acid, 8,8-dimethyl-2-oxo-6,7-dihydro—
2H, SH-pyrano[3,2-glchromen-7-yl ester, 3% 18);

(7S)-(H)=(B)-2-(FH-2-D)oleld s,  8,8-Uue-2-&2-6,7-U 3| =22, 819 2= [ 3, 2-g]| A 2 wl-7-
A- 2B Z((7S)-(+)-(E)-2-(Furan-2-y1)ethenyl carbamic acid, 8,8-dimethyl-2-ox0-6,7-dihydro-2H, SH-
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[0053] <AAe 1. CYP A3 &4 FUA>
[0054] 37 & 19 B owg dAN REA SE 1 A 10E @RE55H AL-1674455F  Farste]
Azstelon, o]5e] CYP Aal] &4 Hda=w [Lee, K. S. et al., J Appl Toxicol., 33, 100-108, 2013;
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el (]
st E W% R
SIRHE 1 o
A
shehe 2 o P
A
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o
t
il

13 c r’;‘““

e D /\)O/ b
OJLN =

sHgt= 15 o

/E;

332 16 ~o
[#) :i 3/
s -

17 o ™ i
c>/JL\N’A%/U
) n /\/Q\
O)l\N \ F

19 o

o
t
il

o
o
e

WA B oy gAN SEA SEEe) ek C olely|EAbe] 20-4-2F8H(20-hydroxylation) HFS oA EIE

glskdh. 0.1M2] A &S A(pH 7.4)°] 0.25mg/mée] QIZF A1 wlo]AZ<&(pooled human kidney

microsomes), ¥ W wFA SEA 3R @ C ofgly|EAbe] BEE Wik EFES 37COA 5% E9F A}

A oF(pre-incubation)3}Hth. o] 1mM NADPHE ©3&le] HF-2S 7A8tH o m 37ColA] 158 E<oF 2 EH3k
Z*(shaking water bath)ollAl wjFslitt., &4 W A7FS M-S Udle] FAA|IF O W52 94
gato] s S LC-MS/MS Ao AREeFith. AdoA 3 16 #S ® 20 YER AT

ggoz, 2 iy dAN FEA SgtEd digk CYP As 48 E1staxt, 0.1M9] A FF A (pH 7.4)]
0.2mg/ml2] <1ZF 7+ mpo]a ZF(pooled human liver microsomes), ¥ 2H dHAA F=A4 3gtE = 2709 CYP
FYA-Ae4 71" Zhe|d M E(isoform-selective substrate cocktail sets, set A: 50 pM phenacetin, 5uM
coumarin, 0.2pM amodiaquine, 100 pM S-mephenytoin, and 5pM dextromethorphan; set B: 50 uM bupropion,
100 uM tolbutamide, 50 uM chlorzoxazone, and 50 uM testosterone)’} 3% wlY EFES 37CAA 5% &
oF AL vl (pre-incubation)dtdth. ©]% 1mM NADPHE Uvlalo] wH3-& 7fAlatdon 37TolA 108 H<F 2
2% (shaking water bath)ollA] vjFs}itt. G4 32 A7He oMHNEUEHS tste] FAAIRoH, bt
< st e dS LC-NS/MS Aol AR&Stith. CYP As) &4 &<l A= 3 30 Yehidt.

g
<
o

e Oi’i'

x 2

IC50 of w-hydroxylation of

l3C5 arachidonic acid( pM)
shetE 1 35.0
sh3tE 2 5.7
sl§= 3 13.1
s}3E 4 8.5
sl§= 6 19.3
3stE 7 18.4
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[0059]

[0060]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]
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sl§t= 8 12.0

SIEE 9 10.9

315E 10 5.8

313HE 11 11.7

sEHE 12 5.9

s§E 13 4.2

shatE 14 10.3

313HE 16 9.9

3stE 17 11.7

s1EE 18 17.9

3}3HE 19 12.4

F 3
Icso( llM)
AR B 3gE 11 | = 12 | S%E 13 | FFE 18 | Uz
(HET0016)

in human liver 1A2 >50 >50 >50 >50 1.2
microsomes 246 >50 >50 >50) >50) >5(0)
2B6 >50 6.8 >50 >50 0.009
2C9 44 .1 >50 >50 44 .2 11.5
2C19 >50 >50 >50 >50 1.6
2D6 >50 >50 >50 >50 34.6
2E1 >50 >50 >50 >50 1.3
3A4 >50 >50 >50 >50 >50
in recombinants 4F2 0.9 1.9 2.4 0.4 0.002
4F3B 3.6 5.8 4.3 13.6 0.001

r EOI‘

A7) F 25 AuRd, B H*Ué QAN FEA 3JFgEL ofgly]|EArbe] 20-3]| =E Ao o] AL EgtdlAb o 2 thAL
o-FAF3 /S A= Z37F o], CYP 74103 Z AT E3| CYP4A 2 CYPAF AL
oﬂ EH@J. /}jal'z% ;q H 51/{43 71‘— ﬂ%L%oLQ o) glgiu} 513@. }6]'7] ji“’ﬂ‘: L}E}lﬂ ] o}o}]\-ob} EL 1:11- 5}

=

49 AN D AN GAAGIEe M o ASE AGE A W o S4ode
o

z & ¢

wel ¥ 38 AvRd, 33E 11, 12, 13 2 189 #H$- CYP1A2, CYP2A6 CYP2B6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1, CYP3A4oll thal ICsx #h2 50uM o]Ato]l o, CYPAF AlE el CYP4F2 2 CYP4F3Bol|l thdl ICs #h2 10uM

olstm ubehdh. webd, sheba 1m mAEE B ody AN SEA SRS OP AY FlAE 53 Cvps

A ol g HuH As) ol Sael, (P4 B AT AW A2, FAF, AR, Sd-A
BE Y D DAY oY EE AEg o 2HYBE F83 A8E ¢ A8 & F A,

<AA A 1. BA L A=>

2oty SEHE 11((79)-(H)-(p)-2-sldoleHd  ZinpgAal 8, 8-Tue-2-%4-6,7-0 38| =220, SH-3 2= 3, 2~
glARM-7-d-o| =H 2) 20g& 27 HEL 2~ 175.9g, AR 180g R F2ol=4 Ak 32g3 EFasict
o] Egt&o] 10% Ae}el |AS HAAZ F B4 14 wHFAAS BT, o) AS ARA7 L 7] 7
AR 160g, EA 50g 2 2H oA vl 5g2 MMM 9L EFES AAZ WESU.

Tl

e

<AA ] 2. AeA Ax=>

oy E3E 11((79)-(H)-(B)-2-#Adolgld 7pue it 8 8-tuel-2-% 46 7-U 3| =2 -2/, SH-3] 2} = [3, 2-
glAZA-7-d-o| ~E|Z) 100mg, SFFHAE 100mg, % 100mg 2 2HolAX ul1uvF 2ngd £33 & B4

ES
o MEA AzuHo| wek Ao dES E3tsta Agwl NEo] FHS AEAE A=A
<AAd 3. FAAY AZ>

2oty SgE 11((79)-(H)-(p)-2-sdoled  ZinpgAal 8, 8-Uue-2-%4-6,7-0 38| =220, SH-3 2= 3, 2~
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glARA-7T-d-o| ~HZ) 1g, HSHEF 0.6g B ot~F=28 4 0.1gS S/ &MAAA 100mE HESUTE.

= = Rig
o] NS Woll Wit 20T A 3087 7FEste] FA AT
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