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A5ae] glolA, A7) ZAES AEIE P450 2B6, A|EIAE P450 208 E A|EFE P450 20602 o] Fojxl -
o 2RE AEEE sl oo AEIF P450 TEAES JAletE A 2AE.

rr
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A7 8

A7 glolA, A7 RS ANEAE P450 2B6, AEIE P450 209 & AEIE P450 222 o] Fojxl o
ZRE MY E s o] AJEFE P40 5EAE JASIE A XAE.

Yo Hrg
7l & & of
B oo AEIE PS50 EEA AL 2AE w3 Zolt)
vl F 7] &

AEFT# P450(cytochrome P450, P450)  #(heme)& R ZQ1ZH(prosthetic group)® 7HAE= 73 dde]
(superfamily) &Aoo oHz W KA o] & A (xenobiotics) el tiAtel] #edh= 1% (phase 1) ¥H&-S wizlah=
a2 spupelty. AT P450°] @/de] wglshd ofmEHstA ofE-ofw & 2-8-(pharmacokinetic drug-
drug interactions, DDIs)o] dojub= Ao A4z low, dwbaow AEAF P4500] holetes k= A}
7b A DhIs7h wARTE.  wmekA, AEAE P4509] EAHE Adfste ofEEe] dEAE tede 59
7] 95ted oFE tiAbell #edEtis A EAE P4509] Fai(isoform)E Flels o] Fasith. oE e x
7] FHgolA o] HHom AEAF P450e] et oFE At W7RAFl ¢ |

7h deod 7ol B R ofEs EE|E A

AEZE P4500] tidh SFEUIAF HI7IAHS FastE W shus AJEZE P450 TaEA AEF AAE
o1a] 7+ wmlo]lA 2 F (human liver microsomes, HLMs)¥} WHS-A]7]= Aoltl, A|EZE P450 Fa 4 A8 A3
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Aol CYP1A29] ikl FelZ @ (furafylline), CYP2A6°]  wHate]  3-((pyridine-3-y1)-1H-pyrazol-5-
yDmethanamine, CYP2B6l tislo] E] 2 E| 3} (thiotepa), CYP2C84 didte] ZH|F7H2=E(montelukast), CYP2C99
t)sle] AL} (sul faphenazole), CYP2C199] thate] S-wl@ Y EwukE(S-benzylnirvanol), CYP2D6oY] tfj3}o]
#AYd(quinidine), CYP2E1e] diste] 4-wlE 9| e}E&(4-methylpyrazole) 2 CYP3AS] diste] AEIYE
(ketoconazole)©]  Jth(Khojasteh et al., 2011) (http://www.fda.gov/Drugs /DevelopmentApproval
Process/DevelopmentResources /DruglnteractionsLabeling/ucm093664. htm#cypEnzymes) .

CYP2J2+&= &wlt}E (albendazole; Wu et al., 2013b), ©}"]SU}& (amiodarone; Karkhanis et al., 2016), o}
2H1]Z (astemizole; Matsumoto and Yamazoe, 2001), ollW}~¥l (ebastine; Liu et al., 2006) ¥ ©®l=23ud
(terfenadine; Lafite et al., 2006)3 92 <FE9] dlAld] Z83 &S vy, CYP2J29o] Aex A& A el
tf3te] X E7kx] e AL A glew, thy=E (Danazol; Lee et al., 2012; Lee et al., 2015), 3|=FA
olu}2~¥l (hydroxyebastine; Yoon and Liu, 2011; Lee et al., 2015) % ®wu]AlZ2& (telmisartan; Ren et
al., 2013; Lee et al., 2015)¢] A3 &FHE 7IA+= Aoz A oyt HMs thal fx£3F CYP2J2E o] &3}
o A3 &4S AYer Aojrh., ek, 7] IFFEES UE P40 satolE A3 a3E Yehdd. odFE &
o] &S 1G5 71502 CYP2C8, CYP2C9 2 CYP2D6e] #4E& 7H7: 1.95, 1.44 2 2.74 uMZ A&t (Lee
et al., 2012). 3=FAJoul2a®le CYP209, CYP2C19 % CYP2D69] €42 Ki 7Io® 77t 2.74, 10.2 2
3.83 wl®  AslE o™ (Yoon and Liu, 2011), €@uAl2ekd CYP2C9-vi/l EREPNE= S =EEA)
(tolbutamide hydroxylase)] 42 ICsx(half maximal inhibitory concentration) 7]5FCo =2 4.78 uM=zZ A3l
89T Ren et al., 2013). CYP2A6, CYPZB6 @ CYP2E1S] tjdh thiZ @ elwxl=ete] Ae) Eai ofd o
A A ek,

A AFoA B i AEe oF2 A E(medicinal plants)olA CYP2J2¢] thate] A& &%S 7HA= 50709 2
E4E A3 (Lee et al., 2014b). dE £, HAHAA (decursin) CYP2J29] 2l&] wi/l&]+= o} du]
O-t)H gt (astemizole O-demethylase activity)? AL K 7|22 8.34 uMZ Adfsle] BE
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5914 1

wowge) o e s shehd 12 EASE B, old 9w $uSES TTe ARILE PAS0 BE

71 skl RE i A, G WA GOl A B A AbshEolr).

B odmol o AAdo] wEm A7 AJEIE P40 TasE A EIE 450 2B6(CYP2B6), A|EIAE 450
208(CYP2CR), AIEAE 450 2C9(CYP2C9), AEAE 450 2D6(CYP2D6) L A EAE 450 2J2(CYP2J2)= o] ozl
Tl A A= 4 9l

ool o Aajde maw A7) steAolA R A Ak, WEAI(-0CH;) E= o]k A (N0 Y

g ol o Aol wEw 7] stekA 29] sgtES el A EAF P40 FEA AL ZAES AE
0}]\ o

S
3E P450 2J25 AT = Auk. A|EIF P450 2J2(CYP2J2)+= QAo &A= L3 CYP2) AEddy &
AR o}y EALeY] o Z Ao o] FALE B o =4k (epoxyeicosatrienoic acid, EET) 029 thiAl 53} & oAl
=49 tiabel]l THeste] 1A AHE FAe T|AsE Aow dEA Aok, ®EZ, ApojEERAxd
(cyclosporin), o}n] 2.t} (amiodarone), ol Em £ (astemizole), o} A}k (apixaban), o=
(albendazole), o u}2~®l (ebast ine), E}5-Al #l (tamoxifen), H 29U d(terfenadine), SR =)
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(thioridazine) % #WIT}Z(fenbendazole)d 22 <F&E 9] thalo] #ojsl= Aoz LA ),

7] shEha 29 S ES HAAEAdA B A e T IR WHE o]&3ste] Axd AE XFE
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1. 3I§E 9 A

ol~H|"|Z (Astemizole, AST), O-dlzwl€ol2H " ZE (O-desmethylastemizole, DAST), 3|=FAJdnxd
(hydroxyebastine, HEB), Y XAE=Z3 (dextrorphan), F|t}= (midazolam), 1'-3|=FA|n|thE2(1'-
hydroxymidazolam), 2w ~2% (omeprazole), 3B|E=FA|QW|ZglE  (hydroxyomeprazole), SHFEH]Z=

(tolbutamide), % 3J==A]EREn|= (hydroxytolbutamide)¥ Toronto Research Chemicals(North York,
Canada)°ll A 43+t

FF722-6-21%  (Glucose-6-phosphate, G6P), =FHL2=-6-%14F B4484  (glucose-6-phosphate
dehydrogenase, G6PDH) Uzgoln= olfd TlFZ# LE|= <4k (nicotinamide adenine dinucleotide
phosphate, NADP+), Al'dAF (cinnamic acid, A¥AL), 4-BZRAIGA (4-bromocinnamic acid), 4-HEZAIG
Ak (4—nitrocinnam1c ac1d), A-M| EAAGAE (4-methoxycinnamic  acid), 4-T]H|€olmx=yg]yd  (4-
dimethylaminopyridine), N-(3-dimethylaminopropyl)-N'-ethylcarbodiimide, o} Eolu| -
(acetaminophen), Y~E=ZW|EZ# (dextromethorphan), #H|YAEl (phenacetin), =32 (bupropion), 3|
EE2ARZ 22 (hydroxybupropion), F7}# (coumarin), 3]=ZA]Fn}# (hydroxycoumarin), HFZREHZAIE
(chlorzoxazone), 3B|EZAEFRZEZEALE  (hydroxychlorzoxazone), ©o}EtT]o}d (amodiaquine), N-tjAwWEolx
tjo}d (N-desethylamodiaquine), $-8|9-5'-tZAZZFFT2YAF (uridine 5'-diphosphoglucuronic acid,
UDPGA), ™WlthZ (mebendazole, MBZ), H|Z¥ Y (terfenadine, TFD) % W% ¥ FEZ(internal standard,
1S)& Sigma-Aldrich(St. Louis, MO, USA)elA +13F3ict.

o4 7+ wlo]laZFH(pooled human liver microsomes, ©]&} HLMs® X£7]3F) S XenoTech(H0630, Lenexa, KS,
USA)ell A F8tar, &wl= HPLC (high performance liquid chromatography) SH< o]&33ct. &w o]g
o & A ¢k} FIFEELS BA SF(analytical grade; = 98%; Fisher Scientific Co., Pittsburgh, ®]=)<
AF&-31Sl T

2. Cinnamoyl-decursin Derivatives [LKY-047(-NO,), LKY-021(-H), LKY-024(-OCH;) ¥ LKY-046(-Br)] ¥4

2-1: (7S)-(+)-3-(4-Nitro-phenyl)-acrylic  acid, 8,8-dimethyl-2-o0x0-6,7-dihydro-2H, 8#pyranol3, 2-
glchromen-7-yl-ester (LKY-047, 3}&4 2) A=
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4-nitrocinnamic acid(1.2 %, 1.2 equivalent), MN(3-dimethylaminopropyl)-N'—-ethylcarbodiimide
hydrochloride (2 9%) % 4-(dimethylamino)pyridine(0.4 Q)¢ ZEF&ES FF& fHIEF==2dE
(dichloromethane anhydrous)ol] &HAIZATE. A7) &do] (H)-HAA =1 FH)S H7lete] ALoA 8 WA
12A12 &9t wkelait.  FF Aol & dEs AASI, F2 AH(residue) E A7 A A A=A
E2# 9 (silica gel column chromatography; 25% ethyl acetate in n-hexane)® HA|3}e] LKY-047(5&
65.7%, B A 3A) S 5T 5 LKY-047(31HA] 2)o] dig £ Ay shr)ep 2o

MP: 193C
R
S =042 (111 n-hexane:ethyl acetate)

[a]3° +21.1 (¢=3, CHCls)

' NR (400 MHz, CDCls): &y 8.23 (d, J=8.8 Hz, 2H), 7.72-7.62 (m, 3H), 7.59 (d, J=9.2 Hz, 1H), 7.21

(s, 1H), 6.84 (s, 1H), 6.56 (d, J=11.2 Hz, 1H), 6.24 (d, J=9.6 Hz, 1H), 5.22 (t, J=4.8 Hz, 1H), 3.27
(dd, J=4.8, 17.2 Hz, 1H), 2.95 (dd, J=4.8, 17.2 Hz, 1H), 1.44 (s, 3H, CH3), 1.40 (s, 3H, CH;)

13C NMR (100 MHz, DMSO-dg): &¢ 165.4, 160.4, 155.9, 153.7, 148.2, 144.2, 142.9, 140.3, 129.7, 129.7,

123.9, 122.0, 115.8, 112.9, 112.7, 103.6, 76.7, 70.1, 27.1, 24.2, 23.5

IT-TOF/MS: m/7=444.1035 [M+Na]

2-2: (7S)-(+)-3-Phenyl-acrylic acid, 8,8-dimethyl-2-oxo—6,7-dihydro—2H,8H-pyranol3,2-g]chromen-7-yl-
ester (LKY-021, 3}8H3] 3) Az

%‘é}%?‘i 4-nitrocinnamic acid ™4l cinnamic acidg ©]&3te] A7] 2-13 U3 #HH o2 [KY-021S TA
SFATH R 49.3%, A 31A)). A3 LKY-021(33HA] 3)o tisk B4 Ax= 479 2
MP: 137TC

R
S =040 (101 mhexane-ethyl acetate)

[a]3° +42.0 (¢=3, CHCly)

'H NMR (400 MHz, acetone-dg): &y 7.88 (d, J=9.6 Hz, 1H), 7.72-7.68 (m, 3H), 7.43-7.42 (m, 4H), 6.75(s,

1), o 6.56 (d, J=16.0 Hz, 1H), 6.21 (d, J=9.2 Hz, 1H), 5.24 (t, J=4.6 Hz, 1H), 3.34 (dd, J=4.6, 17.6
Hz, 1), 2.99 (dd, J=4.4, 17.6 Hz, 11), 1.43 (s, 3H, CHy), 1.42 (s, 3H, CHj)

PCONMR (100 MHz, acetone-dg): S¢ 166.4, 160.8, 157.1, 155.0, 146.1, 144.2, 135.0, 131.3, 130.2,

130.2, 129.7, 129.7, 129.1, 118.4, 116.7, 113.8, 113.7, 104.5, 77.5, 70.8, 28.2, 25.0, 23.6

IT-TOF/MS: m/7=399.1186 [MNa]

2-3:  (7S)-(+)-3-(4-Methoxy-phenyl)-acrylic acid, 8,8-dimethyl-2-oxo—6,7-dihydro—2H,8H-pyranol3,2-
glchromen-7-yl-ester (LKY-024, 3}84 4) A=

4-nitrocinnamic acid WAl 4-methoxycinnamic acidS ©]-&3to] A7) Z3 W o R [KY-0245 A6t
RS 91.2%, A 1A, FAI LKY-024(31A] 4)o Bk 724 4

MP: 68C
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R
S =0.20 (2:1 n-hexane-ethyl acetate)

25
(5 101 9 (e=3. el

' NIR (400 MHz, CHCl3): &y 7.63 (d, J=16.0 Hz, 1H), 7.58 (d, J=9.6 Hz, 1H), 7.45 (d, J=8.8 Hz, 2H),

7.17 (s, 1H), 6.85 (d, J=8.0 Hz, 2H), 6.78 (s, 1H), 6.28 (d, J=16.0 Hz, 1H), 6.23 (d, J=9.6 Hz, 1H),
5.18 (t, J=4.8 Hz, 1H), 3.82 (s, 3H, OCHy;), 3.23 (dd, J=4.4, 17.6 Hz, 1H), 2.93 (dd, J=4.4, 17.6 Hz,

1H), 1.43 (s, 3H, CH3), 1.39 (s, 3H, CHy);

13C NMR (100 MHz, acetone-ds): & 166.7, 162.6, 160.8, 157.2, 155.0, 145.9, 144.2, 130.8, 130.8,

130.2, 127.6, 116.8, 115.6, 115.1, 115.1, 113.8, 113.7, 104.5, 77.5, 70.6, 55.7, 28.3, 25.0, 23.5

IT-TOF/NMS: m/7=429.1287 [M+Na]

2-4: (7S)-(+)-3-(4-Bromo—phenyl )—acrylic  acid, 8,8-dimethyl-2-oxo-6,7-dihydro-2H,8H-pyranol3,2-
glchromen-7-yl-ester (LKY-046, 3}8}2] 5) A=

Z9UEZAZ 4-nitrocinnamic acid WAl 4-bromocinnamic acidg ©]&3ste] A7] 2-13 FL3F WH O = LKY-046
S I HETE 62.2%, AN 1A). TS LKY-046(3}8H2 5)o thst #4 A= slr]e 2o
MP: 120C

R
S =048 (1:1 mhexane-ethyl acetate)

25
(5 492 9 (c=3. cicly)

'H MR (400 MHz, CHCl3): &y 7.60 (d, J=16.4 Hz, 1H), 7.58 (d, J=9.2 Hz, 2H), 7.50 (d, J=8.4 Hz, 2H),

7.35 (d, J=8.4 Hz, 1H), 7.17 (d, 1H), 6.82 (s, 1H), 6.40 (d, J=16.4 Hz, 1H), 6.23 (d, J=9.2 Hz, 1H),
5.19 (t, J=4.4 Hz, 1H), 3.24 (dd, J=4.4, 17.2 Hz, 1H), 2.93 (dd, J=4.4, 17.2 Hz, 1H), 1.43 (s, 3H,
CH:;), 1.39 (S, 3H, CH:;)

PC NMR (100 MHz, DMSO-dg): &¢ 165.8. 160.4, 156.0, 153.7. 144.2, 144.2. 133.2. 131.9, 130.6, 129.7.
124.1, 118.5. 115.8, 112.8, 112.7, 103.6, 76.7, 69.8, 27.1, 24.3, 23.4

IT-TOF/MS: m/7=477.0288 [M+Nal®

B

shet T =
EERY

(LKY-047) O Ohtr
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s}st 3
(LKY-021) 0 O O o)
X =
O/“\/\@
s}sha] 4
0.0 )
(LKY-024) o)
X 07 NF
0/
5] &) Al
shekA 5 - &
(LKY-043) o)
X O)v\@
Br

3. AN FEAY ANEZE P450 T8A A &5 5

AP 3 wEstel PERE AT EAHA.

rn

A=

3-1: HAA FEAY ANEIE P450 TaAd g A3 &% &<

Al Gzl 71" ZEd B (Kin et al., 2005; Joo and Liu, 2013)& ©]&3e] AJEAF P50 EHEA
(CYP1A2, 246, 2B6, 2C8, 2C9, 219, 2D6, 2E1, 3A B 2J2)°] gk dAA F=A 9] 1Cos FH3A.

ANEAE P450 TaEAO Aaz 7148 7129 Km(Michaelis-Menten constant)ol] a|H3slE =2 o] &% T}:
HUAE 50 uM(CYP1A2), FmF2) 5 uM(CYP2A6), F-Z 23] 50 uM(CYP2BE), oFRtjo}d 1 uM (CYP2C8), E%-E}
U= 100 uM(CYP2C9), Q= ekE& 20 uM(CYP2C19), dH~EZWE=Zg 5 uM(CYP2D6), FZEFHAE 50
uM(CYP2E1) 2 u|thE=ek 5 uM(CYP3A). dHIAAX =AY &4 = F&4 AddA AV AEAE P450 Ta52L
AeA 7143 HMs(0.25 mg/m)E 158 &<t HEFA7|AL, A4liEgste] whe& SEAZT. 448y & 349
Aol ez W (Kim et al., 2005; Joo and Liu, 2013)& ©]-&3}o] LC-MS/MSE A5 oS 2435190}

3-2: olAHuEZE O-wde}tA| (Astemizole O-Demethylase) A&

71 2-1 WA 2404 s dlAA FEA AEZF P450 84 Al a3E st fste] 37k 2
o] A¥s}3iTt.

WA, HLMs(0.25 mg/me), AST(1 uwd) B dAA F=A(0.2 WX 10 D& E33ste] HF FI& 100 W= =73
Sk %, 37T 5% &oF W5 tt. 5% F NADPH-AA A] =8l (NADPH-generating system; 1.3 mM NADP+, 3.3
mM G6P, 3.3 mM MgCl2, B! 500 unit/m¢ G6PDH *¥3H)S F7bsto] wb-g-S ZRAIAZITE.  o]wf LKY-0479] A&l &
(inhibition constant, Ki)& &<13l7] 918t 77 th& %9 LKY-047(0, 0.2, 0.5, 2, 5 2 10 D& A
2 & 59 AST(0.2, 1 2 5 u)E E&sta &= vksEdd HU7snt. 208 F 24 g oA EYHE
2 100 (MBZ 100 oM E3)Z H7Feke] uhS-S 27T, 4T 2 14,000 g 274 552 FoF AARe]e
ot HATEMBZ) S W ZFEEEE ol&3Tt. olF e 1 wE FEAd 32" W (Yoon and Liu,
2011)& o]&3Fe] LC-MS/MS(liquid chromatography-tandem mass spectrometry) ‘j/“é}‘}iﬁ}

3-3: H2d4d 3 ==4 8 A (Terfenadine Hydroxylase) 23

0.2 M HEAYYS 38k HLMs(0.25 mg/m)S LKY-047(0.2 WA 10 wM) Z+Z+3} 37°CoA 58 Fot 4
7131, NADPH-A3A Al®ls H7bste] whg-& JNAAIZTE.  olu] HiMsol it LKY-0479] Ki& E<lsty] $lshdd
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& 5%9 LKY-047(0, 0.2, 0.5, 2, 5, 2L 10 )& A= & &9 "H=29H4YH(0.2, 1 9 5 ul)o] 23ty
o] ¢l wkggalo] Arlslgrt. 208 F 2 3 oPAEUEZ 100 w(MBZ 100 M E3H)E Yrbse] wke s
TRA7]A, 4T % 14,000 g 270 A 58 &<k JAERHSIAT.  o]F AN 1 wE FAAd TXE UH

(Yoon and Liu, 2011)& o] &3}e] LC-MS/MSZ EA13}% T},

3-4: LKY-0479] A3t ¢)&3Z](Time-Dependent) CYP2J2 A& &% ¢l

LKY-0479] A|ZF-2]&2 (YP2J2 A& a2 olsly] 915+ 10, FZE(ICy, shift) e A3,

NADPH-A Al A|2~Ele] ZA] aho]] A& rﬂr% E50] [KY-047(0.2 WA 20 u)S HLMs(0.25 mg/mé)3} 308 E<F
w2l REEAIZTE. o]F, AST 1 wMs #7bste] whg& JHAIAIZIaL, 20 Hlol 7] 29 g o= wgs
ZEAZ 3 4C 2 14,000 g 5_2101]*1 51 B YAESIIY. o]F AT dS JhAd FHH YHE ol F
3te] LC-MS/MSE E-A138}91T).

4. A7 £4
1C508 WinNonlin software(Pharsight, Mountain View, ®]=)Z o]g&3}le] Axlslgtt. Kixs @d9v-va =

% (Lineweaver-Burk plot), 9<= &% (Dixon plot) B 22k 45 F3(secondary reciprocal plots)S ©]-&3}]
122 AAeg s, FA a4 A8l E@(best enzyme inhibition model; Harold, 1976)¢] 7]%3%F H]A3 HA
A7 ## A (non-linear least squares regression analysis) WH2Z WinNonlin softwareE o] &3]
7he gkl

Ay 43

1. 9AA FEA AEIE P40 T4 A &% 9 A
AA S (LKY-021, -024, -046 2 -047) 7Z}z}e) /\]Eﬂ% P450 T&EA A 'S
e A2 Zo] Ao et Adeols At e

LKY-021, LKY-024 % LKY-046S CYP1A2, CYP2B6, CYP2(C8, CYP2C9 HE+= CYP2D69] &A-S A8ty o, LKY-047
< CYP2J2E A|9)3 o2 P450 Fa el diste] A3l se€o] gl AS AT 5 AT (1C:>50) .

o

sheld A3,

RS el

=1

20|

ek, gE fEAe} wasle] p-yEZHlA A (pnitrobenzyl derivative)?l LKY-047¢0] &A3] -3k
CYP2J2 Ad] &5(1C5=1.7 u)E B, LKY-0472 dlALA(1C5=6.95 uM; Lee et al., 2014b)Xt} -3

CYP2J2 A& &S UelWow, p-uEAAZA F =4 (pmethoxybenzyl derivative)$l LKY-0248} p-BH 2wz
%A (p-bromobenzyl derivative)?l LKY-046-S 1Cy0] Z+2F 27.2 2 47.1 uMZ ER} ksl CYP2J2 A3 &%

S By, ¥bA ) wld fZA (benzyl derivative)$l LKY-021-& CYP2J2 A&l &%°] A2 UATH(ICs>50 ul).

=z 2
_ ICso (UM)a
P450 54 Marker activity
A LKY-021 LKY-024 LKY-046 LKY-047
-t —-0CH; —Br -NO,
1A2 Phenacetin (-deethylase 42.1 > 50 > 50 > 50
246 Coumarin 7-hydroxylase > 50 > 50 > 50 > 50
2B6 Bupropion 4-hydroxylase 18.5 28.8 41.7 > 50
2C8 Amodiaquine Mdeethylase 37.8 > 50 47.1 > 50
2C9 Tolbutamide 4-hydroxylase > 50 16.4 > 50 > 50
2C19 Omeprazole 5-hydroxylase > 50 > 50 > 50 > 50
2D6 Dextromethorphan (O-demethylase 37.3 > 50 > 50 > 50
2E1 Chlorzoxazone 6-hydroxylase > 50 > 50 > 50 > 50
3A Midazolam 1° -hydroxylase > 50 > 50 > 50 > 50
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| 2J2 |Astemizole (O-demethylase > 50 27.2 | 47.1 | 1.7 |

WSk LKY-0479] ANEAF P450 Faie ok dedS 1% Ayt LKY-047¢] CYP2J2E AMed oz As|ste

A% BAT & AU

T 18 AN EFE P450 Ea Aol thak LKY-0479] A& 58S A3 A= £ g Zoltk.  CYP2J2e] o
o] LKY-0472 20 uM 5 v & fA B oF 208 S Ki #E Yo & P450 Tahe A=
QTS v x| FomA CYP2J2 FAlS 85.3% 74 Adste AL &4 4 Urt.

N HKE

2. LKY-047¢] CYP2J2 A3 &% &< A+

LKY-0478 CYP2J2-wj7l o}zEn= o-twEzlA] 2 "HE2¥HYY =227 (terfenadine hydroxylase)?] &
A4 Ki NNFo® 7Z47F 0.96 2 2.61 uMl oA At E 2).

7] ARE FE &gk LKY-047°] CYP2J2 &4 A &% 7ol &elxl CYP2J2 AsjA|itt $-F3ith: o
& £°], d#A41(Ki=8.3 ull; Lee et al., 2014b), E=2#|2]=(haloperidol, 1C50=14.5 uM; Liu, 2011), &3=
ITIA(tanshinone IIA, I1C50=2.5 uM; Jeon et al., 2015), ®#|¥ 22k thelephoric acid, IC50=3.23 uM; Wu et
al., 2013a) 2 TSAHC[4'-(p-toluenesulfonylamido)-4-hydroxychalcone] (Ki=2.03 uM; Lee et al., 2014a)X.

g8,

3. LKY-0472] A7t 9&3F CYP2]2 A& &% 9

LKY-0479] AJ3F 9)&2 CYP2J2 A a%S &2l 23, HiMs® LKY-047& v|g] WbSAIZ A 28R &2 7
FoF Hluste] A &0l ofF W AE AT 4 YT, NADPH-AIA Al2=®le] Ex] e F-EA sholA
1508 Zt7F 4.2 & 1.7 uMe]lem, o] 3k Ayl LKY-0470] A7+ o&EZ A&7} oldS ¢n]3i},

A7) Ad ARES E3dlo] LKY-047 [(7S)-(+)-3-(4-nitro-phenyl)-acrylic acid, 8,8-dimethyl-2-oxo0-6,7-
dihydro-2H, 8H-pyarano[3,2-g]chromen-7-yl-ester 1] CYP2J2o]| tiste] ZFEsla Aelzoln, 7ldzel ZAF
A AZ AHEE F A2 FAsFr. w3, LKY-021 [(7S)-(+)-3-Phenyl-acrylic acid, 8,8-dimethyl-2-
0x0-6,7-dihydro-2H, 8H-pyrano[3,2-g]chromen-7-yl ester] CYP2B6, CYP2C8 2 CYP2D6E A &f|sl=, LKY-024
[(7S)-(+)-3-(4-Methoxy-phenyl)-acrylic acid, 8,8-dimethyl-2-0x0-6,7-dihydro-2H, 8H-pyrano[3,2-
glchromen-7-yl-ester]+= CYP2B6, CYP2C9 % CYP2]J2& A 4= 4SS 3.

OJAZA B el diste] 1 uigAE ANES FHoR Avugrh. B @ye] ket sl% Ropld B
o ANE 7R AR Eowee] B owd@e] RAA S40A Holx o W Wy gz Tad
FAee odE A Folth, eEmz AAE AAdES gHe ol ohye H¥Ae oA 1
gsojof ek, B @@l WelE A&w Mue] ohek HHATWMAC] ent gor], sk FEW We )
of gl BE AolRe 2 wne] xekE Aoz sAHojel & ol
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