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#2080l oA,

A7) FASE 2P EL A A8l AT, vRysty 9 n gt o g A3 HFHA HIA F AeH
o BHEA P/EE TA, 2/5E B4 HE N5 FE e UE Aojd v ES ¢ ¥k AS 5w
sk .
3 A A
7] & & oF
2 kg2 ulF ]2 (bakuchiol )9] ZAE 2 W& 59 E¢E, 53] FHeFrd ELES HAE O 24
Eo ¥dE 3o #3k Aojg., E Iwe u xS 2AAE0 B, A 2 B4 dste] ddE WHs
Agget, mpAgoz B oy g Zﬂ?l 2] & 2 E B Aol 22 S A Al Yok Al (cyclooxygenase; COX), &
Z A AlobAl (1ipoxygenase; LOX), And GF o] 2 A7FA] Ald el o3& wiZlsE s A8 7ix] 4y o
ol o % A8E AT 139 zﬂ%" A g3t
N
szl YERd G2 vl 2 WS ag] e g stol=FAY] 2 Exsld gega AES VA= F
=4 3gEoltt. HfFALL &otglol mAw ZE o} (Psoralea. corylifolia L; 33(Luguminosae))®| £%t
W Ealg]ol FUMEZAPsoralea. glandulosa L; F-3F(Papilionaceae))?] AAR-2HE Ho]¥o]gr}.
F54 1
F
F X
OH
HI2 X =2

A& &Etglol Y Eol2HEH FEH vFA L Y, &ats(Haraguchi et al. (Sept. 2002) Phytother
Res. 16(6):539-544), A EZA((Dec. 1989) Yakugaku Zasshi. 109(12):962-965), &+tAl (Newton et al.
(Jam. 2002) J Ethnopharmacol. 79(1):57-67) % 7r® 3 3HA (hepatoprotective activity; Cho et al. (Nov.
2001) Planta Med. 67(8):750-751)< 78S YERAL. MRS E EXolo]iawelolA|
(topoisomerase) M AAADE JEFHATH Sun et al. (Mar. 1998) J Nat Prod. 61(3):362-366). H}Lx]2&
20.8 +/- 1.9uMe 1Cs #=S YElE 5 ¢)&4 (dose-dependent manner) 2 & PTPIB &4 S A3 t}H(Kim et

al. (Jan. 2005) Planta Med. 71(1):87-99). 3&A2 o] WrALA @ @ =3}% (radioiodinated) HFF-X 22 A
2 9 Ag#H O Hrke v S 9 Baso] dvh(Batap et al. (Mar. 2005) Appl Radiat Isot.
62(3):389-393). w}A|&o] H 23 A& (terpenoid chain) WFE2]& 2] @Aks} @odo] FQ38hthal K alE o]
2 th(Adhikari et al. (Sept. 2003) Chem Res Toxicol. 16(9):1602-1069).

v R & g AU E el gk garAl ] sl f&¢ sietEe, SAE dWela X537 flg 4
F A7 2 FAE Bl Abgsted 2 s S THAE Aer Bar o] gitk(Katsura et al. (Nov. 2001)
Antimicrob Agents Chemother. 45(11):3009-3013). <Z&lglo} ZHEZE o} &4 FEE9 U5 2 g
(antipyretic) @A =4 28 (activity-guided fractionation)< Alo]ZFZu} 2] (cyclobakuchiols) A$} B
9 Qb 4l (angelicin) @ S A7FA] vh2 &4 3IHEF A vFEA &) w8 E oF7] @tk (Backhouse et al.
(Nov. 2001) J Ethnopharmacol. 78(1):27-31). HIFAZL 4R HlzE 95 H-9oA ofo]mAlwol=

(eicosanoid)®l A4k, ol% % &3 %(degranulation)d £ WNIFA 7eS 24day, Bul4d 2 AEWY
PLA29] oFgt SAAlolt). ulFA & 747} Q1319 54 M8 F(neutrophils) B 4T vlo] A& % (platelet
microsomes)oll ©]& LTB4 % TXB29o] RS Tk g&EH o2 7rAaA 0t (Ferrandiez et al. (Sept. 1996) J
Pharm Pharmacol. 48(9):975-980). ®}X]2-& T3k RAW 264.7 2 Al 3 (macrophages)ol A & AA} 2l x}-7}3}
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Hl(nuclear transcription factor-kappaB)e] E&AE T3l =4 st A4 34 FdAe] #dS oA
St} (Pae et al. (Sept. 2001) International Immunopharmacol. 1(9-10):1849-1855). ®}F-%] & <J3 wEF
=g ol A& AFsk(mitochondrial lipid peroxidation)®] Al ®é+ W 1% o] Qlth(Haraguchi et al. (Aug.
2000) Planta Med. 66(6):569-571). Q.= =2n]-& FW|A2(0tholobium pubescens; Z¥}(Fabaceae))ZH-E £
H vt Eo] 78 @ A3 (antihyperglycemic) &2 A#Y27] Sol 7Aoo A (Krenisky et al.
Biol Pharm Bull. (Oct. 1999) 22(10):1137-1140). WA =o 2 thge] T2 ol ebgl shg= Wul ofuje}
X & F3FelE B 4] (buguzhi) AR A A= Z2FEFE(crude extract)S Wo] AFE &= Ao
2 Harse] Irh(US 2004/0043089A1) .

CERNRES

e e
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AL 7 } ]1— /\g‘:’?ﬂ—}ﬂ 3}
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7 o

0 -9 0 0
0
S Y o
et OlAzetal
W A4 sl £ hete AE 2 A &gt A, w4 A8 3 AFH 9 Aol .
A& AL tig 959 NAAgS FUMA7A I 3gS £ 7]+ F54 A (phototoxic agents) 2 2
oA 9lth(Epstein (1999) Med. Surg. 18(4):274-284). Z#tdle WA oA A AAE FLE3tE A=

Yebtt(Diawara et al. (1997) Cancer Lett. 114(12):159-160). <Z&gjo} M EEL ZFEEZHFH A
=) (gonadal toxicity)< A]7d8h5--xst4=A-118+5 (hypothalamus—pituitary-gonadal axis)®] 33|} 21753
o7 #AAF o dui(Takizawa et al. (2002) J. Toxicological Sciences 27(2):97-105). L% wix o] 2] o]oj
A Zotdl, Wl Z23tel(bergapten; 5-HlESA|&etdl) X AAEE M (xanthotoxin; 8-HE A &etdl) o] 7 Fol=
FoF &= o7 A E(birthrates); 24 F9(implantation site), A7 (pups), A (corpora lutea)e] &;
NS} AT DLW Ao FA L £3 o AER2A w5 At (Diavara et al. (1999) J. Biochenm.
Molecular Toxicology 13(3/4): 195—203) A ES T3 7FaA(liver enzymes) CYP1A1 2 UGTIA6S] mRNAE
FEste Aoz Yeigon, £LetdlEd o] Z71E d2EzAe A7 A4 54 (reproductive toxicity)
2 SAHE HAo 4¥ Y]5(ovarian follicular function) ¥ ®l&(ovulation) #HAE AW 4 IS 44
Stth(Diawara et al. (May-June 2003) Pediatr Pathol Mol Med. 22(3):247-58). <&}zl ¥ o4&t &
o} EAE Ax T oF 0.1 - 2= A3, oEe 2 e {7 JC-LUHJ
2095 AT, vEXAE 2A4E, 53] AEUYoEZEH -ﬂj/]%

o2 FetdE R oty &2t B olad&gtdy 2E 54 SFEES A
okt

R
ol
QoL
N
R
e

A3zt o 2 BE| 9] ofg}7] =4 arachidonic acid; AA)Q] WE % tiAlE o 7tH] T2 ARl oste] dATA
A=A A S opr|gth. = e A= o, sl tig TR e Mg ST AEE a4 gFAA
Lol Al (LOX) 2 Abo] SRS A AOAI(COX) el ol 3te] miziftt. o] A2ES 27 954 W& /A< 2
o a3t 98 = FaEFA(leukotrienes)# &2 A~EFZF & (prostaglandins) S A= 253 ¥ 3
slo] dojdtt, ols HAFHFA FFEEL 2HE toR AFTA AXEY HFEE FHFE st B4

= =
(chemotaxins)ol®, 54 WHgS A &AL},

C0X EA9 oAE= thEE o vl AERo]=A 3-A5A kA (nonsteroidal anti-inflammatory drugs, NSAIDS)
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of 7]1% A& 7]Foltk. C0X &Aool Aol EFE A AIVAI-1(C0X-1) 3 Apo] F 2 F A AV A-2(C0X-2) = T-8
= 27FA1 9] ol 4 Al (isoform)7F AL, thEf 60%2] M E AsdS Holvk 2 23 2283 V)5 oA A=
tarh. 0X-12 4% 3H, Aol Alx 759 He 9 AAAA A 7159 FA 22 dirE<l
Aelerd 7159 2ES Fv Agddyoez Fo3 Tr2eF@dde A #AostE a4 T2F P
(constitutive form)©|t}(Dannhardt and Kiefer(2001) Eur. J. Med. Chem. 36:109-26). F WA o] A<l
C0X-2+= QIEF-1(IL-18) % ©& A% JqAEFH 2 A-954 ArelE7FI(pro-inflammatory
cytokines)ol 93] F=2 4 A& a4 Fdlolth (Herschmann(1994) Cancer Metastasis Rev. 134:241-56;
Xie et al. (1992) Drugs Dev. Res. 25:249-65). o] o] A& olg}y|Eqto 2R e L2 ~elZ T Ey(PGE,) 2

A FANTY

o= A5

COX 2 LOXel WiFt o] F Sol4e FHatt dAATE ol E4 vate] O ARE oAlshzu Wy
& 7Hd Rolth. olel@ oAAES tE FmEede dF &b Bu ohe ZeagaRdel 4%
3 150 AAES Akt oz e Aot o] A2 PGE2, LTB4, LTD4 2 LTE4¢] d#-&4, g3
3letA a3E x93y, 3 A ofyp=EbA 2~ E A (slow reacting substance of anaphalaxis)©]
deld Avk.  olFelA, LIBd= 7Hd A= sesA 2 steeE adE 7Bt (Moore (1985) in
Prostanoids: pharmacological, physiological and clinical_relevance, Cambridge University Press, N.Y.,
pp. 229-230).

ox B o

o

bowE b oo

=

al

COX A A ] 28 7]2bo] dii-E9] &34 <l NSAIDse] 2H& 7] q 4l
ol W Aol dFoR et FAEHE, 55 2 FE (swelllng)% E?}é = olgt BUd ge =
FES AsstEd AMEHET. webA, 959 ol wiEH |
(rheumatoid arthritis), :‘lﬂﬂoé(osteoarthritis) ‘3% o =3}olu o} 7+ %

Fol ZEgol B v RS ofAle] JiEel A Aol Ho] g,

5 o] Ahe uRo] M4 22 (skin hyperpigmentation), 7| Al(age spots), WHH(vitilago),
ZukAg J(systemic lupus erythromatosus), 74l (psoriasis), $(carcinoma), f”ﬂu‘z(melanoma) 2 E}E
e gy g 2 eFdd 9 FIRELQ A2 HPHor AdEo i IF o)A Hul o}y
Au) g Z7d(abrasions) v HEAY AFA #EH g5 Am Eg x2FET COX A A A &] AHE2 T
7 3t5 (scleroderma) ¥ 22 Fule|2=4d I 5 o] Wyl ofyg}, A4l T FH(SLE; Geobel et al.
999) Chem. Res. Toxicol. 12:488-500; Patrono et al/. (1985) J. Clin. Invest. 76:1011-1018)3} #& =
ZEFEE G grh. 00X AAAES =3 7 22 Frtel a4 7t ofd 954 IR ol
StA717] Aete] AbEER e, TR AEEE e FAFJ o RY of7|® AFE HAAIIE X AAAE
HAQ 019 & AlFF = AtH(Fogh et al. (1993) Acta Derm Venerologica 73:191-193). & ol #A14
3} (system sclerosis)S 7Hd x5 9] g Fo A 5-gZ A Aol o] Hitdo] HuF e, o] AL LOX F
7F AL AstEe] we Fag A ¢ dvke A& AAEHE, 2329 5 Z249E A9 E ¢ Aot
(Kowal—Blelecka (2001) arthritis Rheum. 44(8):1865). ulx|uto 2 A=A (allergen) T HF-$ oAl COX-

950X B F7kE &4 4 IR A 9g 7] 9 7] 9 ERA Y F4S A HEH] ¢
f& o] COX/LOX A Al Abgell thgt 7hs A& AlA R (Church (2002) Clin. Exp. Allergy.32(7):1013).
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>
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B A TS
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lA

KU o rlo tlo o
2@

zxElgdd 9 FIEZAS T3 A, s (scald), AlTAd 7, %A 2 g2 gL Ii Zdy g o
dEol AT 9 WA Ao Fad JE vk, AAGA Folxl Alo] E R A A olA] W ] F A
AtolAle]l 41 A4 9 wi= 388 4 FTo] AAZA | xFo]=(cascade)e] AL F 7]2H
zbet 22 2 H3 7] ¥ (multiple organ failure)& oF71% & v WH75
< 3} (Schwacha (2003) Burns 29(1):1; He (2001) J. Burn Care Rehabil.
22(1):58).

AT FAEA &= o]9elx, C0X A AE tigh &= T2 FAA A& ko] A gl vk, X 3

<= FTHEASH, (X JAAEL =9 A g a7
& 7S —?}dsl olaf=lo] AR o}, CoXe L AEAES o
Astal FTEHGAG AE EFYe S 771 Ao =E e tH(Dempke et al. (2001) J.
Can. Res. Clin. Oncol. 127:411-17; Moore and Simmons (2000) Current Med. Chem. 7:1131-1144). X% %
g C0X AAFS HRo o] A Z+3l=(actinic keratosis) @ HAHANE ¢ZF(squamous cell carcinoma)?
Ao B Eo] ). (0XQ F7k= T3 DNA &40 o8] AR W (lesion)ol A ¥4 At (Buckman et al.
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oo

Q)
=

(1998) Carcinogenesis 19:723). wehA, COXS od F& whild 75 28 A5A W
ojd gto o] WS 7rar Aoz Btk AR, A= ERAl (indomethacin) 2 Al# B 2 2 (Celebrex )}
e (X JAAIES UV F5A FHk(erythema) ¥ oo IS As5ste=d addolztes Aol ¥ A
(Fischer (1999) Mol. Carcinog. 25:231; Pentland (1999) Carcinogenesis 20:1939). & <Zol+=, g ZAAY
olAl o] ard w3k Abyobe] WA (Mulller (2002) Cancer Res. 62(16):4610) 2 S %9 oF3} 34 (Winer
(2002) Melanoma Res. 12(5):429)e] ## =] U= Aoz YEIYTH. g ZEAAYelA] 2256 AAE ol
714 dAME AL B A AV Al 2o oA 7L el M-S o yst=d a2 x4olgh= AS dAlEhE,
Fd Ao FHE ANE A< (signal transduction)olA T L3 32 FT}(Cuendet (2000) Drug Metabol
Drug interact 17(4):109; Steele (2003) Mutat Res. 523-524:137). w4, o]= COX/LOX oA &4 S 714
= A 85A Y AFEE oo &ato| ¥ (chemoprevention)ol] ofF & o] WS A F I,

5 AA7E

= 1

o] =5 (acne)2 I A A (sebaceous glands), W¥A FE3 D (follicular epithelial desquamation), Ao =
2w AZo ot v g WAPS EHoR st BAY 9 (pilosebaceous unit)e] THJ HAWolt),
IR BE4Y, Ay 29 2 458 og Wy #AwE AZEx e F2 Ake]th(Toombs (2005) Dermatol.
in. 23(3):575-581; Nishijima et a/. (2000) J. Dermatol. 27(5):318-323). =& ot 2 A5 & 93
HZo ARAELS HE o] =(retinoids) et S FASA, oA 2 TE2EAE ¥33TH(Leyden (2003) J.
Am. Acad. Dermatol. 49(3 Suppl):S200).

i

(@)

4

Ao #EH Fo At FELS =y Yvtelgl® otA v~ (propionibacterium acnes) R 1% %A 2~
d2IA 2 A I u| v 2 (Staphylococcus epidermidis)©]Th(Perry and Lambert (2006) Lett. Appl. Microbial.
42(3):185-188). Ho AmAES Wz FHFAel= 9 Gu Ay g AEtutol il 2 bE FAAES X
3}alth (Fermandez et al. (2005) Expert Rev. Anti Infect Ther. 3(4):557-591). S#@28A%, Z=23 o Unt
HE% ofaul~ @ 2gd23A 2~ qIayurs E5o gigk FE uideo] Baxo] th(Nishijima et al.
(2000) J. Dermatol. 27(5):318-323).

HEl ol =(Millikan (2003) J. Am. Acad. Dermatol. 4(2):75) 2 COX AA 2ta] A2k (Lee (2003) Dermatol
Surg 29(12):1196) ¥ 22 IFAFTA S T4 AL g J=Fo] A6 4ol hde A 5gh= o] ¢
AHow FHEct. T3, H|2H RZo]=A 395 A (nonsteroidal antiinflammatory durgs; NSAIDs)& o=
5, A4, M (sun burn), AZEA EW(erythema nodosum), W2 EHHZ(cryoglobulinemia), F4 2L
A T4 95 ZS(Sweet's syndrome), HAIA H]TF A EZ(systemic mastocytosis), F=87](urticarial),
7 7 dkg ﬁ&%ﬂw%mdv%wltm)m A4 349 (nodular vasculitis) & X sl WA, dut4 o]
A ke R 3 XBAZA A I FES dF5HJTH(Friedman (2002) J. Cutan Med. Surg.

AFABE A e BE Aop A TR(AF, ANED, AF A, A2T % Be Ao} Ful 249 ¢
% % gdolth, ML) % AFACE L W) AFAge] FH Fa gejelch. v %Y Fgole

WA A (National Institute of Dental and Craniofacial Research)ell 93 w3 ¥ =#] +7F A = (National
Oral Information)ol wW=w m= Aele] 80 HAEZF A H7FA deje AFHIS 7M1 YJdva
FAAYG., AFABE v (pellicle)o] 71%E Xoh(E) ol FAE w] AZgr). o] FHute 7|4 a7~
kA A4t (aerobic gram-positive bacteria; F2 9} E]:m| Al A% (actinomyces) 2 A AT (streptococe
)E fFAdste], XS FAgg Xolo] Fagvr, 4 o g2to] FAAL el 2= Aldo] ArE

B M)A, 7|4 &5A4 7 (anaerobic motile rods) 2 A3 Z & El(spirochetes)7} Q& W BB
(subgingival area)ollA Z2)3}7] A|ZHett. @714 Aol 9@ vlEH W5 A (endotoxins)E B, 9l =
2 gz 9@ ARolE W] EAS ofystty. A FAFe] v/l F& "AE syl vEd A3 o] 5
S F 3 ANFAgo7RE ob7|d &An A7 W (microscopic lesions)o] BE At 3, A4 2 o

)

N AT g4 AFdsel A4 d@e A% 94 2 A% 2 ol geldt

AFAge) 45

£l a5

= AT, FF, T2 g X258

el As, FF, 22 gz AN2=d, shsd SHlE
— 22 A AE(slight to moderate)?] W £21




<22>

<23>

<24>

<25>

<26>

27>

<28>

<29>
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& 9%, FE Tad dE AeEd, Suy BiE, 54
— A7 W A

AFAZS X537 Qg dAe YHES Fa% 522 A JA=Z dA =] rh(Genco et al.(1990) in
Contenporary_Periodontics, The C.V. Mosby Company, St. Louis, pp.361-370).  du<l &4 T I
gaAs FR2IAY, EYF R, 28l S 39 2315 (stannous fluoride), #]2=H# (listerine), IFA+s}
T4, gty Yy & (cetylpyridinium chloride) ¥ AAYH &JtZ o] =(sanguinarine alkaloids)E X

Shgtet. A Al Al (anti-microbial mouth rinse), 3 (antiseptic chip), @A ZA/wlo]a R 23| Yl
a4 gA-EAA el E™ AN A5 Ags Amsta AAlst] g R7AAE/E A dEoes niEA s
FHEHAE, dAs FEE AT ¥ oldg d5E BF gAlste Vs ste dY AF FES gl
ojdel UnkAl AWt shr]e] AT A By oA dajFolal AWl Zler ol Holof & Fo|n,
e Ao RA By Agtets A ofyt.

wo] YA E

X ulyo] goF

oX, ofl

A=)
=
o
=

by

5, 53 FP=Fuld EEo] AdHor gfHo] YA e uFA LS X3
ettt o] EHY 2AES e EdoA UP2560= At of" AA|doA, &7 =2
¥} (luguminosae and papilipnaceae), =U§3}(Lauraceae) ¥ & @ (Magnoliaceae) S ET3IA| G o] 52
AFE A = e AEE9 F(fanily) ZH-E dojxd. ©& Ao, 7] =SS &elelol(Psoralea),
AMAFE B} A (Sassafras), "1EElot(Magnolia) B o} AEZE R = (Ustractylodes) S ETSAT o] 52 A3y
|+ &5 AEEY So2HH Aud AS(E)25E Qojzinr. vpgdAgk Ao A, 47 A& &geo}
I Zg ot (Psoralea corylifolia L. ; F3) & &ggot S WEZ A Psoralea glandulosa L. ; 3I)E
AR o] ER AgHAE FE vOoEZRYH AU, B dHY 2dES AA AEEEYH dojd 5 9l
Ay, FTAH(seeds), E71(stems), #Z(barks), F7FA|(twigs), BFol&E7]|(tubers), ¥ (roots), e #HA
(roots barks), ©]¥ <= (young shoots), ®#]Z7](rhixomes), 2 %L & A7, o 2 tp& A K (aerial
parts)E& XEFAIRE o] ER AFEHA= G AEY S e 2 oo Jie] FRoEFEH dojA

ATt

KN
p.
=1
=

o 0 riz
ol PN A

N

ZAEAMY vFAEY] FE FF W R 2FFE0 AA AR #HA9-Hs oF 14 WX 100 FF0e] WA
d ATk 3 AAdAA, B Eel e upF A Z e Fe 300 WX 100%e] R eIlelth. ThE AAld oA,
ZABA A ] w9 e Aok 306, Holkw 356, Holkx 40%, Hol% 456, Holkw 50%, AHol% 60%, A
ol 70%, Aol% 80%, EE AHol® 906 o]Folxl womRE MEgct. wnighA e AA oA, A A

upR o] e ok 308e] T,

BEES MRS 2N 97 gt el BAe mgad. AgHon, WAL 2YBe EAt:
BEEES 499 2 P4 PROERHY BS BF E@sE, 22 s A8 wEd o)
B Agolt, dF Eol, AAUCRTE AL Felo A BERES &oh, oladdd % B 7
vhel Bby) QR ge Fehnavide £@wc

B odge 9 wex e JAHA 2o 24% L dANonyy ol 1 PR westn A
A% GPE WHES LTV ol 2YBES Bsa A 9% 348 Pue JEozyee g
T F2 @A, 280 AST £3589 AeRe v L AW aEvkEady, 25 F 245, §9) @
W, AAAs 2 A 2FS HFSAAW o2 ARHAL e Yol oF A WAL TFBLh. o
H% WHoR AAH 2FFEES £ % olhsed 2e FohuIvid REBES BAHOR FH)
39A vk webd, oled SEEET BAY FEA, Fh AT, Wby (carcenogenecity) % A4 54
o FbeAe BAHoR AASYUG. B el wel o8] el % AW oleF 2YBES wRE o 2T

= I3 X
2 g o] o] AHAJdeA], uFAE 2AAES BA%7] A e g Z2wlE S (high-pressure
liquid chromatography; HPLC)ol| ]3] A7) ZAEELS EAsE dA R o] Folxlt). HPLCY 93t AL 53
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Z o > NaOH (55 mM) 7

aFe] HPLCOl whe} wh-g-o] 713y
of YEFRAT. HPLCO <] &t
% of 443}, &vj &ul, AA4
IS AEsle] HElE S k. o]
el

EY_]: [} =<
FERe skl Y olhdehld g FeheTuld BEERES RAYoR 35y 9

ol

FohRle] SE A7) SN A e @
=

A 5T FamEA, ek 2 slAe AgRel Fol gl Rl A Feheria, fohl R o)k
Sehle AL 2YREVY AHHoR AARL, G%ol, MEALe) ERE o 106 - 306 HA 306 -
500 A% F7hETh &0 BHE Astel AEE £ Qe A1 SWE AF 2, D ohdElE, A of
Mz, i, SEEEE, e, YEe 2 ddd 2udes 1dn 23 £9T & gt 0E 47 8

(water immiscible organic solvents)®E E3atA|qF o]EE AFEE AL ol r).

AA e 7o Z)AE q AA A, u A v EFEE Adde A FAE F FALE S, o
AAlde] w2, 70% WA 100%2] BFEA &S LFeHE 2AAE dod = k. AAd 7oA, TheEE
A S EFEL 22 SE(UEF 99%) 9 uFAES E7] sk (G161 od A AAH ST T wg
&2 g3k, o] AAlde] m 82 4 dE o2 B9 A% XAD(amerlite), (G-71/0G-161 H=i= t}
2 g9le Zalxgd g7, o)emd g 2 Aeg AL e Au o5& AEE AL ol rh. Ay A
He ge2 G4 g9 2FE Wk ol WL /5, e /E, oAE/E D oMHNEYEY/EE LA T
olER AFdE A= v woRNE AYE 2 §EE 5 Advk. RS $of Ay FAFE RS o
AR wg Eoe Ao FES Hart vk, me, oj#d wlg & Fo FHeFuldo] gl vbA&
ZAAE A We Aoy, aAES A B AYs, A B v &TgH AL 53] HIsA vr=e A
o] 2E BT gty g A3

dietAQl AAefe A, B A wbg E3}ES WA f7] SuE FE2E F, A2vEaHY 9/EE S Tl
/= AdA g e gste] o FAE & Atk Arlel AFd viel o], FE Wy 2 F7F FAe HEd
uhet oF 30% B 100% AtolE EFetE HbEAE 2AES SA 45 F Uk

Bouge 2 ouvel AAE AL 24% LIRS ARL Agar] A% W 2 A FR A LelA

(00, AEAAULLAWLON, VI B2 0% L cled7h4 M@ 2ol sl g izt Ay 2 oy

o AnE EFBTH EQoN P60 AL o whe FheTrRe FheA @e uTAL 24T
S

= 5] |
o] AETZ EA L kAL A 8-119 7|AE A o] HrrEAT.

ﬂl}o

=

A Ao ol A, ulj - ol 2AE P256(MH-258-12-08, &% 99%)< COX-1 2 COX-2 &4 RFo| st
AA el thate] BlAESAT. P56 F7HA &4 25 thate] #4E3 oA dAS Bv. CoX-19] ek
[Co2 2.34pNE SAE W, COX-200] tigh [Cop 78 pMZ AZFE A, wEhA], o] ==L T C0X ¢

A A BT COX-1 % C0X-2 &Aol tste] oS @73 24& Algdtt. o & S0, (0X-1 of COX-20l tiated

X O
3L

ol
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=

1508 o4 E#ALl COX-1 AEA olAAQ ofimAL g FAe opyj@rh. W=, (0x-20] dhahe]

50-2000] o] 4be] EHE A= e A COX-2 o AAQ o] A (Vioxx ), A#H 2 (Celebrex ) @ W AEd}

(Bextra ) T19He] 9143 £42 of7]atx @Awh, olgdh (0X-2 Aex kB Agy 93 2747

ok e, Eedel v)AE B At 28> C0X-1 A1 A NSAIDsell o3 o)== 919 B C0X-2 Ale A
AA A o Wrses AR 93 glo] otolIAt ol AR tidk HAH o xdS AlFg).

UP2569l 2§k COX A2l =28 7142 NSAIDs9| 28 7|23 s t2ve 3 £33 Fastt. ol
. 2Eg & dasiA A3E aa-9AA 5FAE A5 dote] FREAESE 5
Aststty, o]y o8 G40 B F9 E Ale]= ¥A(side pocket) S
AAs WMEA7IY BEAE FI3ch(Walker and Krummbal et al. (2001) Biochem. 357:709-718).  ®HHo
UP256 T & ofstal 7hefAjQl dehe Sote] COX aaS A, ol =84 FAolA, X ax9
T3 R 75 EVMYH R WA 08 v WA i Z2AYS JHA &

Hho] & 2" g e s’ w

atof COX a9k =7k 4

r&ﬁhﬂﬁ
i)

AAlel 9= LOX oAl A4S A3, LoXe] A= v S S AR Ao e AAE
A FREGAY] F4S F2A7IH, B3 A g TG AT o3 A AAle 99 1A
wof k. AAle] 95 FaEtd, Wl HS =X UP256 A EQ] MH-258-12-08(F% 99%)E 17+ 5-2 FA|

AvkobA (5-L0 B 5-L0X) &Aoo tiate] 4749 &= %Hd Eﬂ
[Co( &4 A4S 5092 JAA = =
TAE] vk, LOX Aol g

3
BaATE B ol de AZ@T. FREN AN oled Fat oLy g AEA A
dzol=sg FA%4 oFgol Wale A%5s

oL
()
o

rlo

Aol 102 UP2569] gt B3-S FAs] S AAE AP Atk A4 108 Fastd, 6
B2 %tﬁ B 2EsArh. UP2562 1ug/mLel 34

HAEe] AE fldke] UP256s 87149 & 5
2 zEyeyrtH el okavls B ad Y 2uHdRazs quungs FrpA e 54 s A
#Laé Eﬂﬁq.olﬂﬁﬁ%gEﬁiﬂ = AHM“1WE‘%iﬁdﬂﬂ””°§3W“ﬁi%W.
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UP256< 305 % 708 BEz A 100 ZAE AT o] vk A el Aol el el 2E AT
HPASE LA U kel ATE Folsla damann. e I I EET R
Pt AanE ehiA ggd. AT, HAEE oW o 47 g wAEA ggd. 2
Edo% AT, Hegda % 2404 delee qaTs Ang Al Aeldg nold ekt UL
A B, EIE BREA S WA, P56 W S b dAA TeRe 4K dow A

A% % v,

npx|eko 2 UP256<2 log P = 6.139] EujA|4=(partition coefficient)E 7}Zt}. 38l 3}gtE-o EujAS
38} SRt A/ AR Wil ghe] d9EH V) E(neasure) S AT, 279 AETH o] 84S Al
stk 6.139] EHiAIFE Vﬂ‘ﬂr—‘f AL o] ggtEo] FEHY A2HAdA AYstE o, = Axd 3

2 AQESA o] gAS 7HA
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Wl C, #EtY E 2 534 (isotonicity) % 33 AAAE AeA7lE o8 249 2
A7HAE T & Ak, AF phE A AT EH J2E ATF FFolEFAl|E, &
Y& vlol7R Yol E | AgATE EYELFOE, HEZG AR I EX 2T ]E, EN=p

tg FSAtolE, X 2FolE W, HlollHWo|E W, Eg~ W, dAEY, Alo]EY
IR EFES ¥esls v, Fu] d2= ElFEd n- B o-AdE, T2UY, 3
= ZFsAN ol ER xﬂ@ﬂ—t— AL otk RFE AP FoE 146} dgd = &
l st = vk, webA, Bl AFe A HIMAlE 9~

=
K3
A 5E T 4 da, Bis EE A9 Fol dd A1 & e,

ox [T
=
o,
fo
S

>,
>
2
2
B
o
N
N
oX
d
o
7
ot
f
Ly
2
A
Ir
E
__)ﬂ‘
Ll
e
_(‘){_2
o
4
30,
o
f
BN
2
rlr
e
rE
)

o2 & dolt}
R, Ze, e, E, ofd, wtadls, F49
Ty Exols; 4 oA violg s u A 2 Al i X |
Elm~ B 24 (Hunter's Titermax adjuvant; Vaxcel. T.M., Inc. Norcross, Ga)o} #& &
#H] B ZA|(Ribi adjuvant; Ribi ImmunoChem Research, Inc., Hamilton, Mont.ZY¥E <] S 2
A(Superfos Biosector A/S, DenmarkZFE 47ls)o 28 ALEZY B A9 F A8 L3 AT ol &
ghEE A2 oyt BAlE dIFAHoE ARnE FEANA AR 2AAEY] WIS SIS S E
o AFE HAE 38 ALY AY, A AAE, gEF, gy o}, vlolgs, 0, diHE
TS XIAT o] ER AHEE AL ofyt).

g Aol A, A7 2AAES FEA SrolA EiHe] 2AHES A wESe AWE AP o2 AxF.
2o AHgH AoZA, AW AP AW Hs| S & U] 2AES et AFs AR veE
< FHAEANA 2 dHA S Aelvh., ARE AF S AR (biodegradable, & bioerodible)ql Aol w}
Exikea=s
2 o] AeAe A, 4, 2A £ a9 dojae 22 A, EE odAN e A, @A, =Y e
nla=, BFFA AR, B, 2g BE FE2A go|E e AL TEAT o] R ATE A= e X85
A Z2AESE FAHORE Fo35H7] 93 FAA A TAE %19494 At grko] oste] AH O R FolFHT),
olgfdt Ha HE A AL us] FAE Ao HE WHS AMESY A9 e gaHoR Fod
T Atk AR 2AHES Fo] W wat oA 4 %??%(unlt dasage)®] FHE T2 & v}, o=
Ade] £ Wye] disle], B o) X5 FAELS 2 Ao HUAZ AgstE 4 g, 2 Wy X8
A doyo #&2, utgEAs e s E, U atg A s A A FoE & dvk. Foo 54 WU
& 27" Ao &g Aot

AA oA, e Adis gyt or S AP F Tl 7%k 0.001% WA 10099 "9, A4 A&

= shelais] 656 U4 0080 S 756 U4 96mel st o shekae] o6 A 1owel BHl, D b
s 34 SR FEAY 0% WA wOLEAAE 3% WA %) M RTE AeEs Gahol

= T O < R
K

CERS EA gt del A d R P56 A L)% o FolA Utk ® e AAdelA, 7]
e Eolgd-old oA MEYAE X3 5 A

AA el A, A7er AHS A7lol AFe vpel Zo] AL/ HAY TGd AE e o] A

vhghA gk w2 o] UP256(HHA] &) J% i% Al sk Alaglo R o] Fol k. 7] F3F Al~H
0.1 WA 1% NN'-wlER2[N'-[3-(3o]| =FA M E)-2,5-T] & A-4-o| vt} &2 v d ] 9-d o}
Imidurea USNFoll &3le] 44715 ) <} ZE% SM e 2 oA HIMA, 0.1 A 199 & 4-3fol == A wl %
oo]E(E E°], 4 Nipastatoll &3t f7kse E3E), 0.01 WA 0.1%9] AvH FE 4-3fo]=F A4l

2 Moo
R}
)

_16_



<88>

<89>

<90>

91>

<92>

<93>

<94>

<101>

=2IE3d 10-2008-0016609
ol o) E(AFE Nipabutyl sodiumell 3+8}o] Nipa Laboratories2%E 447153), 2 0.1 WA 2% #|5A

=3 3, vt A A= 2 WA 10%e] ZESAlelE R (o E 50], 43 Cetomacrogol TM100001 %Fs}le
157be’ Ed=), 10 WA 2502 2Elobd &=, 20 WA 60%2] o seha, 210 W] 65%2] B2 o] F-o
o

g Aol A, Aghet AL vhaA] A|Agjo R ofFojA glom e fAFE kel Zhwd %Oi Akl e

THY vWEZ R Qo] FEHo] vk, Y] AAGS dE S50 0.1 WA 2% HE 4-slo]=FA Ml X o] E
(Mg aeidl) Ee d5A o e-g-H (differential) ¥ 2 3t & 1 ]MJH”’D}Qﬂ,]E%% =
YAE, SPoded SYF v 223893 FEH 22 0 WA 20%9] &34 (water-miscible) FH7HA,

& 5ol Ers, A9, Jhebrd ,4ﬂ“‘“ﬁ&ﬂ%¥%ﬁﬁ%éfﬁf]gmaio*“‘ﬂiﬂiﬂﬂ
Al (7R E; carbopol) 3 & A e WA b= & = 0.1 WA 10%, vrgAEAE 0.5 WA 2%2
&5 7l (thickening agent), BFeH2 3 ¢Fo) UP256(HFFA12) 2 o/ == o] Fod 4 glvh. &= & A3 <

715 70 WA 90%2] Zddd 28 E(dE 59, vl AW (U.S. National Formulary; USNF)ell uwlg} Az
H 40%] ZEldlgd ZFe]F 3350 2 60%2] Zglogd & r3ele ZElddd 28 E Ax), 5 U
2] 20%9] =, 0.02 WA 0.25%9] FAsA(dE 50, F-Ete sto|=F5AEF<0) 2 0.005 WA 0.1%¢] 29

5&
|
>
(]
(e
tlo
H
o

EA(AE Fo), dldAToln) HETO AL EDTA)S T uhgrA e el U6 T A &) R o] FolAr,
71NN AHEE AT R §ol 2TE Sehe M) AXE sfeby R @A) ATE febg g vl

@ 29 EE duns ERA. 37 $o) SEde AA FRAGool fat) 2 AAH FRAE wFeH a}
=Y FEAES B9 aA5Y B wt 4 54 A4S Astel Setgor WA dEue ¥
@], dhEvlel B4 BEES 59 G4 Et 04 SR % obEd eomm Aok % v e
A 9w ASHn At EHES M, dF Bol Fud ARAR 94 & A

Aed ot BEdel ste] Add §4 FEEL Softisan 692 A i AH Softisan o Fato] ¢
F7bse Edoltt. tolyule]E wul oFE] A AARE E (Dynamit Nobel Aktiengesellschaft)® %8 5745
3t Softisan 649% A A EA AWk, o] AAH o= A isostearic acid) % o}t] ZA(adipic acid)e =74l

=
A o xEH 2oy, R EXNL FEArxa3d 93te] == 9uH(H.Hermsdorf in Fette, Seifen,
Anstrichmittel, Issue No. 84, No.3(1982), pp.3-6).

g da e A9 ol ARomA oA Al duE vE 2dE 2 aEY] 5L 3 3

3l Y (standard reference works), o|E ES9°] <FH(pharmacopoeia)
1000(cetomacrogol 1000)2 21 CH;(CHy)m(OCH,CHy)nOHE 7AW, o3 7]ol - me 15 =+ 179 4 A3, ne 20
WA 249 = k. eI Fo|=ZAEF AL 2 6-U-tert-F8-p-A#=(2,6-di-tert-butyl-p-cresol)°]
o, YIxEelE(Nipastat)+ "WE, og, 23 g JE 4-3lo]|=FA|dlZo o] E9l E3E 0|,

oo 2B AEHA At Aol o3 Axd F Ak WA, AF Bo 24 AFE

AAE 2o &%, nfEAa A= 60-70A ColA] AZE wtabdl, we] ZAsichd o4 sty 2 ghize) ®
= age EA EE 4 FSED @ ERgoRd Axd ¢ A 1 % ) ERES AedA
273, A2 ALz E 9 oo b2 YR} 7 F3 2 (nupirocin) el 38 AHAY BEAE A
7HE F, e BAS FA8] $lske] ket

Folol el dwglel, B4 §3e U 8249 A% Wl ANET. FAAE o5 pARE wEol
A= A7) d9E 72t AFS EdelE, (2S 9F HAe Eokers AAael=d WQs AMNATe =7} Bt
o Hra A% glo], a5 2o /AW £2F AR 2 AR wi 150 o B S e W
9l el ok, oleld Fokgre AAF g WS dole e @A Algste] Foks AAs] s Sy A
AWl A Fatel Hed 5 v

o Z1AE B gty e] A& Bk ol shFHelE AbgE £ glom, A7) §o] "FEA host) "= W
He Adehs Aoz sjMHo e hhe gl Folatelol duh. sbE M go] ALolA, Tk W

o] AES melste] Aol 7|AH wiel o] ARE 4 9
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<103>

<104>

<105>

<106>

<107>

<108>

<109>

<110>

ZIHS3d 10-2008-0016609

Aol 1 : HPLCOl o3t wpA]&, Fepdll 9l o] Afetdle] HAS 93 Wy

stzloll ZIAE AT Fol APE FEE, 28 9 29 ZAAEANAY uFAE, £ 9 olad&de] ¢S
Y Etoel o= ojgo] 7ZE7](PhotoDiode Array detector; HPLC/PDA) 2 1} #ld-314 A& (Luna Phenyl-
hexyl column; 250 mm x 4.6mm)ZS A}&3Fe] g A I 2ulE 183 (high pressure liquid chromatography;
HPLC)ol ol AaFaltict. 128 2 36% WA 100%2] ANNS.Z, 1 F 383 100%9] ANS.Z oA EYER
(acetonitrile; ACN)-& 71715 Ab&sto] AH o2y 54 sgt=s &2t Ab&® JAS HPLC =1
2 ¥ 19 Z1AE . HPLC #2]9 AZrEIRL = 19 =AY, A" TFo2A 8o &4 vlFX
&, &9 9 o)A&EHAS AFEet AR/ AIE 2 WV 92 HA (peak area)ol 713 HH 33tES g3}
a1 Asekdct. B S, E3d 9 ola&AY AF A 7247 18.19%, 7.33% H 7.95% 0|},

x 1

Hb A, Eebl 2 ooladetdl ] ARe 919 HPLC =2

v

A+ Fu dd-d2 | 150 x 4.6mm
71&7] 0-8% 36% ACN/=
8-204 36% ACN/E WX] 100% ACN
20-23% 100% ACN
23-28% 36% ACN/=

5 &5 ImL/ &

Az 0-11+% 246nm (Fehall 21 kA4l thate], 7-8%)
11-28+ 260nm (H}F-*] & tjs}le], 18-19%)

ex 35C

iT v LR 2o thele] Wg2o] £3A171 0.1mg/mL
Eetdl 9 olaEedlel dishe] 0.025mg/mL

FE THE MeOHell &3)A1Z]1 0.2mg/mL

A3 He 0.01mg/mL WA 0.15mg/mL

AAlel 2 Eefe]ol AERRH HFAS FES 3wl W

3 A wuk7](Wrist Shaker)

Kl

Eejote] F4 B9 (109)F B3, EFEL F20IA LA B
syl AT, T F, 7] EHES Aeel BA D, ofnele 3

]
g3te] 3 o) FF AL WEE s FXu, s AW FRART] oM AAANA L,
° A

S

A7 FE Wl weEtA, AE AE EAS o7 gvlE FES3T - g F 22 W (dichloromethane; DCM),
0C) 2 Af olEl=Z(BP 60-90C). = %, AAld 10 7|8 A
o]l =ZES IPLC B0 98 BAsgn. o AnE ¥ 20 7 Asa.

X2
olel7tA] &gfgot Y EE ol FEE AH
A DCM EtOAc oA E MeOH A A
o g = o g = o g =
(35-60C) (35-60C) | (60-90TC)
FEE 0.5833 1.7535 1.6710 | 1.8932 | 1.8795 0.6457 0.9203
=% (g)
FEEAA wF 29.1% 14.2% 13.7% 13.7% 13.9% 25.6% 27 . 2%
&9 %
A 2o A upH] 1.7% 2.5% 2.3% 2.6% 2.6% 2.6% 2. 7%
9] %
W 374 wwh7] (100ml/10g 3LA]) 5} 5 (50ml/10g 3LA))
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A 3 etelol HEERY uEse] dF 15

Eetelol mA e Ee ok FAF 391 (2kg) R 9= ¥ S A4 o HIZ(BP 60-90C)E 1A &Sk 273 <t A
0C= 3] T Adx7] Ao 200 Feb=To] Yol AT, 1 5, A7) &5 pE A1 87 <t

713, &ulE AF sl AASFAYG. M2 GulE wlolulxs ¢to® Hlsla, F&F TS

B3Rt 21 %9 wFEXE 9 3 T Egd/ola&gdS A= 335g9] 2FEE (MH-258-01-01) &
A7) Yt A7) FEES A7) FEHA .

Aol 4 BAE FEES AASH] A% oeriA] AmvieEay] W e ot

FeheFutd, 53 &odl/oladgd odd o3 SHdES 3 i
WHowy Ay AzwEad ] ALE 7hsdS SAB] skl Al 20 7]A]
FHgEgote] FAZRY Zeld AAHA 42 &l FE=(MH-206-70-1)2 7
Eagy] Bys Grtetelch. e ey, w23 Feegetd BEEES BEsh] e =
Ao 7hztel gl Ay JFE A (1.3em ID 2 200l 4, Bio-Radrh)E H& t& Aoz Af¢-a, Az tf

gz gEatgint. ) BE(RE T lml)S APl SR, 2099 EtOAc/Alf ol El 2R 77 3he]
AE7h A TC & EAEAT. FE &0S ARRStel SAE a5 AR AE V2R o] £ 3E
ol mpzlg, Eehdl Y o]xFetAS Flskltt. 2 AFE & 39 7IAET

o
%
o
> o
>
&
rr
&

o
ol

gl

B

¥ 3

Eetelol P EEole] 2FEEA FeheFutd o Y npA o] Ay ARvtEaHY L] e @
ok

nfj 2 a4 Eﬂﬁ%% 5 22 & Az
A
A1203(F4) 2mL/25mg 1. A% deHE Ao B HA F&
(J.T.Baker) 2. EtOAc
3. MeOH
XAD-4 5mL/19mg 100% oA 100% MeOHZF-E 20% S|[®E2= A %<
(amerlite 7}8h= MeOH/ =2 7] €7]
polystyrene
resin)
XAD-7 8mL/16mg 100% A ol €l Z of| A 100%| o4 H-2
(amerlite MeOHfhgnxj 20%
polyacrylate
resin) 100% oA 100% MeOHZF-E] 20% 2| A< Ra]=x &
7}k MeOH/E 7] 8-7)
Z g olulel = 5mL/50mg 1. A dHE YA s
2. 5% owl%/ﬁ% of §| 2
. o}xﬂﬁé
LH-20 8ml./50mg Al ollE = TR
A gF A 5mL/50mg 1. A dHE zZ e
2. 15% EtOAc/A - el =
CG-17md 5mL/50mg 1. A deHE YA s
2. O}Aﬂﬁé
CG-161cd 5mL/50mg A olEH = YA &5
6mL/50mg MeOH/E A 71 &7] Z FEEY AsE

Ao 5 ¢ Eepelol IdeEelote] FARNEH FeH Mg dHE FEEO] MR

Ao 3ol 71AE AT o] &EtEol e EEoly TAREE FElE AR ol
01)E 1LY Futer Zg~39) 500l NaOH & (56.5m) 3 =3tsladtt. A7) &
(heating mantel)ol Al EFAIFHTE. A7 A9 RS SFH2AZREH F7]40

=% (25g; MH-258-01-
Al ZF ZoF 71 Ank

{sko] Aol 1o 7] A

4 Ao 4\
—
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& 3ol a&ebalel ] avt dbdsHA AbEbReS UERIT. 1 F, oiEf
36mg/mLe] 1A WEES 7FAE o] T Aol fAM(MH-258-10-01)S 7] fste] Wk EFES Ao A Y
Z A Z ek
ol o F <ke] 20mLe] ZhEitaEl & (MH-258-10-01)- DCM(20mL) el H7Fetqivh. E3h&E& 1087 500
=< wE7bseA skl DA = l"f_r@% o] 7o) utgto 2 BE A ABaL, 20mLe] A2 DONE AbE3le] 5
S g o] HEESGIT. FeteFuld S dES FekA @Al 31%0 wHEAl S-S E3He 118mg] i*é%(MH—
258-07-01)& 47| ke, f715S AFsta AF stolA Id SH7|ol o8 §ulE AAsATHE 3

o} el Eelole] FARYH Fely Wehs FE

] &
o 20 Z1AlE A Zo] &efgol P EY ot TARZRH £E A WEHE F5E(MH-293-68-01)S
O|E ol A 219 H]A 1L NaOH &N (DI Eoll &3] 44g9] NaOH) = &7 &3l ct. 7]
Bob ZolwA mukeFth, F REyE o 1200LE XA 7]17] sle] vl A
7} »l‘:}. 2/\17& =, %71 SNE Aol WZAF|L, I F 600mL°1 —Er @Ti o] &3}
1=

o] shsa)

Il 5 =
=] el 51%4 BP &5 ETeE 2.25g9] i*é%(MH—z%—M—Ol)% 471 st 77 FEES A7,
HF Btoll Al g FE7|dd 23|

AA 7 Zete]ol I Zejole] FAELE Py M dEHE FEEO VMR F A J2vlE a7

3 o] 0]6]— A

A Ao 3o 71l A 2 &t ol Y ET oty FXAENE EEE A olH 2 FE&(25g; MI-258-01-

01)< 1L Fnte ja}*ioﬂﬁ 500mLe] NaOH &< (56.5m\M) 7} $HA| E£33qdrt. A dFFS F7]4 o
2 ZEAa25E FHsto] AAd 19 71AE nkel o] HPLCOl ol&] HA183th. HPLC EAJolA] Lgtdll & o]

a&edle] 737t &3] AlgAurtA] 9heS JEAF Y. 1 %, o= 35mg/mL(MH-258-10-01)2] 1A &

= 7S ol A9 &S Y] Aty vbe Edme dolA WA

150mLe] o] & (MH-258-10-01)% wlg] +=H]¥ (G-161cd Aol =AAIZ . vlg &89 AH(5x13em)S 4
Ae Byol go]2(DI water)® HIFSE wF 300mLe] (G-161lcd AL g3}, =4 E4(MH-258-10-
D& 2y A= Fgsta, ZHES pl 79 o225 d17] 95te] 2500mLe] Eo
2500mL9] 70% MeOH/ & % 4500mLe] 90% MeOH/& = vl &S &3t tt. ulFx
e 7t2] &8 M (eluent)s TLCE FETh. wFA&(2L) TS i3leE &8

o Mo =
ﬂll £ F}O
i) il

3t7] 8kl A sloll A A Y. o] IS AFEStY], FHEFuES SRR ¥ =2 %
£(2.3g; 99%°] <Xk, MH-258-12-08 % -09)Z Advt. %7] 2 F7]9 v & il =33t A7),
Kel

A FoIM FRAAL. o] RAERVY FehwTeiA 3
258-12-07 2 -10)& 2.5 9] %o A9rh. (G-16cd 2
ugA 7t EelEdeR F5EY. B8 F, (G-16lcd Z2HS E2E52(Clorox)E A& 3 & MeOHS} 4 A ™
wael Wole s Adse) Aredt. AUe FUL AT S Ak

A 8 @ HAE HpFEA S oSk COX-1 & C0X-29] A

CoX-1 H COX-2& SAlste stgEe AEE fste], 771 &4 BF9 FHAFAtholAl &9 AA& o] &3
314+ (high throughput), A& (in vitro) F4<S ANtk (Needleman et al. (1986) Annu Rev Biochem.
55:69). ztdd] weld, AAE 2AAE B FFES 34" ¢ C0X-1 B C0X-2 & digte] A3t
B2 A (cofactor) A ofgt7]=4ke] EAlatel] 2 @i HF ATl 48 TSN 7] 7] flete, A F
A+ FFAbo]= WAt (peroxide chromophore)E 737 ol i% AT, AFHFoR | 96-4 FAAM HAS
etk 100%2] DMSOel &3 A1Z1 10mg/mLe] #|7d &<t FH FHAg 42 dAAE 5] WA vEE A
g3le] AeoA 3H HAESIQY 1 0, 0.1, 1, 5, 10, 20, 50, 100 Z 500 u /mL ZZko] Ao Eg 9}3‘
Mol 344171 10uLe] 22uM slvkel, DMSOS 8]A A7 10uLe] A 2 25 F9 C0X-1 =i (0X-2 &
o] 3ltet A pH 7.5, 150 L] 100mM Tris-HC1S& H7Fete. A7) ARES A ZHE oA 1027?
=3sta, W& JAASHl HAsked 10ule 2mM NN N'N'-HEZHWE-p-dd Aoty ttolEz I 2 etol=
(N,N,N'N'-tetramethyl-p-phenylenediamine dihydrochloride; TMPD) % 20uL9 1.1mM o}&}7] =4S #7181

kAl &2 70%0] WA S AR 24 = (-
el %ﬂa—‘" 188 9] CG-161cd #AZ F

o
=

g
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E 97 x‘joﬂ 58 Mgty AAAY] = o %
= 2} ¥-=t) 4 (hal f-maximal
@] gl diske] G ahs dHtsiAI Y. =& T

Al Bl theke] HAESHIY. O AaE shr]e] &

. ZYolEE 10%x7F EE9F ¥, 570moll M SHFEE

2 Aol A F=E 7124
point)& FH o =ZH 1Cs %ka AR, 1 % a4
(99%) 9] H¥}Fx-2 M= (MH-258-08)S COX-1 % COX-2 <
4ol Q oFE T},

olﬂ
¢
2
73
o
<4
5
@
=
5
tlo
_a

;4
HFE 2] S0 &3 COX Aol oA
ERSIg A COX-1(ICsp) COX-2(1Csp)
MH-258-08(99% H}-2]-&) 2.34uM 5.78 uM

A 9 @ AAE BFFA] S (MH-258-12-08) 0l 2] 3t 5-2] Z A AlLfobA] o] A

7)ol At upel o], A2 Hkgd #oIFtE g FQd AR Fo] e slo]|ERHEAlolE 5o 12- W
15-HPETES A3/d3l7] 9ste] AA9F 28 Aate] Jkste Fvujsh & FaEZdo® HEA7]= H]-3(non-
heme), F-3Hf+ 2 ZA A Yol (5-LOX, 12-L0X 2 15-L0X)oll &l3le] A AT, FT/AE S-S A-&8to] %A
AolA] A HALS At (Carter et al. (1991) J. Pharmacol. Exp. Ther. 256(3):929-937, Safayhi
et al. (2000) Planta Medica. 66:110-113). 5-LOXE <17k PBML A2 2H-E EEstglon, o7 =4t 7]
Ar AT, HZE Ax 2 A4 tixas 199 DMSol &A1 zk. miF $E 4o =24 HBSS(Hank's
balanced salt solution)& AFE3}SITh. 37TolA 1583 Auld &, LS 2%o0A 583 mfgstdet. o
AL EIA AE3E 2835t LIB4e S A&, 52 T59 ubFA2(99% vl 2 #MH-258-12-
08)& A tET - 5714 =9 NDGAOl #3ke] 10uM, 1uM, 0.1uM 2 10nMe] T=2 FH H2ESAT.
£ 0 TS % o] YEHAY. uFEXL(99% )0 9F 5-LoX Ao tI g 3.41uM 4k,

Al 10 @ gAY vpFA S| et g

SAE S AMEEte] e R uFEXE ME(99%9] =5 #H-258-12-08)2] vt AL Hrrslh
(Modugno et al. (1994) Antimicrobial Agents & Chemotherapy 38:2362-2368; Misiek et al. (1973)
Antimicrobial Agents & Chemotherapy 3:40-48). Ztet3d] welwl, Al ZFA2 o FGu|ta(a2d FA,
ATCC 12228)E &H]-31E B E2 ujX|(Mueller-Hinton broth medium)lA] 20417t &<k 37Col|A v <Ls}sict.
Z 23 o Uuhg g3 o} AU (ATCC 6919)5 FR~Edtgo] sty vl (Reinforced Clostridial medium)ell
Al 297 37ColA wjFetaitt. HZE AF 2 A d2dS Lo wg T2 1%9] DMSOol & A Zitt.
H7E A7EE 1901k, B o SAH S AFs W oRA ARG, 2 £59 v S M E(99%; #MH-
258-12-08)& 247 ~ejd =23 A 2~ oIyt 26 gigte] 0.1pg/mLE ZAEhvtol Al S F31, Z 230 YHte &
o] zol didte] 0.1pg/mlz ¢ A-S & &4 dixatel wsto] 100pg/nl, 30ug/mL, 10pg/ml, 3n
g/mL, lpg/mL, 0.3pg/mL, 0.1ug/mL 2 0.03pg/mLe] =2 FH HAESUT. 2HITZIA2 o IEn
tz gl T2y uutg el g oAUl & Bl tidte]l 1pg/mLell A ubA&ol ofg dAAG JAE YEtAT.
T3, v e £ HFAE BES 30pg/mLe TP FRddA EfavE e ® 3 E(Trichophyton
mentagrophytes; ATCC 9533)9] &S ARG, vwixZFoz  AyyEIyE =234 (Epidermophyton
floccosum; ATCC 18397), wlola 2 ¥ FhY(Microsporum canis; ATCC 36299) % IFEZ X7 ity
(Pityrosporum ovale; ATCC 38593)c] their & ojwdlt oAz #2E X g},

DA 11 2 gAY v S 54 =4 Hob

T/ e o] vhA & (U256 oF 200 wiRe] ME B 9% wke] AE)E HAEsS 34 54 A=
skl 14dgke] Atel dovtel o] 4-557F A IR PR AEE A}%ék‘iiq. Th-2el A HAE AR
st 3wl distel oF 2g/kge® v 100mLe] WA H-&F(acute dose)& FoIskdtt. WA 10mk2 9]
Phg-2eoll = 20.7%9) WA 2 S sk 2AES © W, TR 1Eo 10':}61 P22l = 99%9] vk A &
& Ffrete 2AES AT P26 2SS =l AHAA FAIE ko] Folsigith. dEw oA, 20
vpe] o] vhe-Agel =5 Folsidivh. VIEA, e S R & xdst] BE vkease Aes 54
sholth. w3, BE el Aol B ow avE dEsaln. ddele] niAAA A7 ol B des 251
of AA 715t BE vheAEe] B UdAC st SYE AaWE 4Rs] A XE g
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