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Z 2y Yyt e]l® olau|X=(propionibacterium acnes) W 2|2 IAL I n|t) A (Staphylococcus

epidernidis) W1AE 7ol o8] wiAlE wie] AW i olde] oW Ei ARE 9%, FeheToid B
Bo| gl WFALS TP MY 24E

Lo

T2
A1) Yol A, A7) mABEo] T2y QU uty e]e oA vl (Propionibacterium acnes)?l kA8 XA E-
A7% 3
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Ao QofA, =4, dozE, FHF, I, 5 2 AW Fogoz AASE = A 248

T3 5

A5l Ao, wIHAY A=, o, =g, SR gelx, Hix, wiaa, FAA, LEA, &, A,
2H, Az, A, odqdAd, AA, Ho|~E, HF Ex 39UE AMEEte] FoEE FJUR AASEE oFAEHA
=

TR

Algel QlolA, 2 Hgol ehdstn, siwwetd mE ngstden d8slsd Az 2 ddHes nz
A, GHAL, BE Aol ¥EE e o5 2¥S U Xdste ofATHH 2AE

7% 8
A1gol ejA, 7] mAEo] ~edR I A2 oI Y|t 2 (Staphylococcus epidermidis) FAISHY 24 &E
AT 9

A1 WA AgF T o= F Fell glojA], 7] AW E= o] o] A=FS oAl A E.

X
Ty

So BFE 37 el B sol=say] R BxstE walea ALg T o
& o}

FA Y ZF o} (Psoralea. corylifolia L; 3 (Luguminosae))® ==}
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gtelo} FWMEZAN Psoralea. glandulosa L; 33}(Papilionaceae))? A|AH-=25E Ha]% ot}

4 1
=
A N
OH
HI= X2

A& EEfgof T EE o2 E FE2H vEA &2 $, dabsh(Haraguchi et al. (Sept. 2002) Phytother
Res. 16(6):539-544), A EZA((Dec. 1989) Yakugaku Zasshi. 109(12):962-965), &4 (Newton et al.
(Jam. 2002) J Ethnopharmacol. 79(1):57-67) % X & 24 (hepatoprotective activity; Cho et al. (Nov.
2001) Planta Med. 67(8):750-751)2 7Fd&  YeERARIL. HREA] &2 3 EXolo]AwnElolA
(topoisomerase) I FANAYS YJEFNATHSun et al. (Mar. 1998) J Nat Prod. 61(3):362-366). u}F-2|&2
20.8 +/- 1.9uMe] ICyx #& HehllE= FoF 9]&4 (dose-dependent manner) 2 PTPIB &4-& A gt} (Kim er

al. (Jan. 2005) Planta Med. 71(1):87-99). 3retAlZAe] WAk @ ¢ =3t (radioiodinated) HFF#X]E-9] A
2 3 AEE W ke vig ol o Hixo] Uvh(Batap et al. (Mar. 2005) Appl Radiat Isot.
62(3):389-393). W29 Bl29 A& (terpenoid chain) WFFEX|&2] gatsl o] Fa3dltha HalF o
2 tH(Adhikari et al. (Sept. 2003) Chem Res Toxicol. 16(9):1602-1069).

2] gk A Weel] gk Al el &3 sietEelm, FXE dsta X =sr] g A
= HUME 2 X E Bk Algsled 2 MeAS e Ae® BuFo] vk (Katsura et al. (Nov. 2001)
Antimicrob Agents Chemother. 45(11):3009-3013). <&&teglo} I Eeo} &4 FEF I9T 2 dad
(antipyretic) &4 F4 H3F(activity-guided fractionation)< Alo]Z=ZHFA]2(cyclobakuchiols) A$} B
2 kA M (angelicin) @ 22 A7kA] o2 &4 HEF g7 nFA L9 #2E of7]gttl(Backhouse et al.
(Nov. 2001) J Ethnopharmacol. 78(1):27-31). H}IX]&& <defzl wl2E 935 F oA ofolFAlwo|=
(eicosanoid)®] A4k, ol P &g (degranulation) ¥ 2 WIAFAY 7)es Zd3iH, v 2 Axy
PLA2¢] okt SAlAlo|th. wpFA & 77 1] 54 W& (neutrophils) R FAY mlo]a =& (platelet
microsomes)ol <]k LTB4 % TXB29] #FAS FoF ofFEH o= FAhAZtH(Ferrandiez et al. (Sept. 1996) J
Pharm Pharmacol. 48(9):975-980). WH}EX|2-& T3+ RAW 264.7 A M E (macrophages)ol Al & AA} 21 A}-7}x}
H](nuclear transcription factor—kappaB)el EHEAIE Eslo] FEA A3 A4 dA4 FAAe HdS oA
Skl (Pae et al. (Sept. 2001) International Immunopharmacol. 1(9-10):1849-1855). ®}F-X]2] 2%t W EF
=ol A ZF FHA3H(mitochondrial lipid peroxidation)9 7] T3+ W ¥ o] Qlth(Haraguchi et al. (Aug.
2000) Planta Med. 66(6):569-571). QE=ZH]-& FHM(0tholobium pubescens; Z3(Fabaceae))ZH-E £
| uEx 2o Hg 2 "33k (antihyperglycemic) AL A YUx7] Sol| Z1AFHS] dvk(Krenisky et al.
Biol Pharm Bull. (Oct. 1999) 22(10):1137-1140). wix|=to = vl4=o] th2 Fuldl el9] 3gE B9k ofye}
MR & e Egeks B A (buguzhi) FAIR A= ZFEE(crude extract)> Mo {5 3= o

2 ®HuEo] Juh(US 2004/0043089A1) .

wheba], AR S-S oefrkA] AR 9 o]t dEt W AR AMEEY] A% B TMeAS VM AETH &
Ae e HE Edolv. a8y, TESIe A4 FEY EA Bk ofygt 2 A (natural source
s)ollA e e Fx wiol, o7l drkAoR o] 3gEo] &k IHE @we Aol vk, &g &
AERPEH EEE vEAE 2AAEY &5 & q sh7le] yEbd Fxe] &l
(psoralen) %

Be HY R obE TP HBENN Adgoz Y4HE 24 AL,
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=chdl ola&ctd
we AR f¥Ee £gtdS dfdte AE W A4 £y HF, T2 A8 L AF BEFHo] dn
LA Ee A e v NAAS SV H53de FXA71= F5A Al (phototoxic agents)Z 2
ot A Jdh(Epstein (1999) Med. Surg. 18(4):274-284). <dle WMo XA AAE FLsdh= Ao=

vebsttt(Diavara et al. (1997) Cancer Lett. 114(12):159-160). <elgjo} AEE] 2FE2EZHEH A4
%=X (gonadal toxicity)e AlA8lE- 84 Al-128-% (hypothalamus-pituitary-gonadal axis)e] d}aje} 27 =
o2 s o] uk(Takizawa et al. (2002) J. Toxicological Sciences 27(2):97-105). &7 wix o] 2]o]oj
A &g, w27l (bergapten; 5-FlEAEtd) 2 FAEEAM (xanthotoxin: 8-HEA|&gA) o] A Foe=
FoF & o7 EAE(birthrates); 24 F9(implantation site), A7 (pups), A (corpora lutea)?l <;
PSR A D W o] FA; AL L8 o| ~AERAY HEE AN (Diawara et al. (1999) J. Biochem.
Molecular Toxicology 13(3/4):195-203). &etdlE2 HF Fa4(liver enzymes) CYPIA1 2 UGT1A69] mRNAE
E3lE Aog yeigon, &£gtdlEo o8 ZrtE JdAE=AY A7 B4 SA(reproductive toxicity)
2 =A% G2 GE Y5 (ovarian follicular function) @ ®l@(ovulation) A4S Aws 4 J22 oA
I}DP(Dlawara et al. (May-June 2003) Pediatr Pathol Mol Med. 22(3):247-58). <}al 2 o]x&gdle &

ol TAE dx FZF9 ¢ 0.1 - 265 A, d&EE % 2 {7 &9 2FEFEAA FF 1 -
2095 AA g HEEAE 2AE, 53] AEAdoRREH e AEY % 2 IS 7

te FutdEs B9 ofvgt oAl B ojAETtd e =4 SFEES AASY] A% e tigk da 4ol

okt

:(

M

AErto 2R E Ol ofgt7]=4Harachidonic acid; AA)C] W& B tiAbes oY7kA] theE ARl ot HASA
AtEde] S oI, =& A= oy, Aol W T P Tad drs 5l dFA
LolA(LOX) R Abel S 25 A AldobAl (COX) ol osto] wizidnt. o] A=E2 247 A4 whso] 7l ek 18
o 23 9&S stz FREFA(leukotrienes) ¥ TZAERF @ (prostaglandins)S HBA8tE 2S5 3
sto] dojdtt. ol FHFHA IFFEES 2AE Gow dFA AEEY IAFE e T 24
(chemotaxins)ol™, @A Wh&S A HA At

COX A9 A= o nagRol=A F-934 kAl (nonsteroidal anti-inflammatory drugs, NSAIDS)
of 7]lgk g 7|Folth. COX EAoE ARFZ A AUAI-1(C0X-1) T Alo] S Z KA AA-2(C0X-2) 2 -4
He 27kA19] ol A (isoform)7F 3L, WEF 60%2] AE F5AdE Holvh 7 33 Z2gd3 75l QoA A=
2t 0X-12 &% &4, AGAY Ax 759 Be 3 GAAd A 7159 A% 22 drkAQl
AEers 715 2dS B Aysror $e3 ZzauIFdde AAd #AdeE aie 72z I
(constitutive form)©|tH(Dannhardt and Kiefer(2001) Eur. J. Med. Chem. 36:109-26). <+ =& o]AdA|<l
C0X-2+= QIHFX-1B(IL-18) % ©& Y JAEH} 22> A-954 Are]E7FI(pro-inflammatory
cytokines)ol 93] F=2 4 A= T4 FHejo|t} (Herschmann(1994) Cancer Metastasis Rev. 134:241-56;
Xie et al. (1992) Drugs Dev. Res. 25:249-65). o] o|AA|E olg}y|Eqto 2Ry T2 elZ e Ey(PGE,) 2

AR FANDY,

COX 2 LSl it ol F Solde FWah AL ol EA UAte) thE ARE oAl Wud o3
% 7V Aol ole# JAAEE UE Faedde 4F i BU ohe Tzrnadad 9%

I~

&
=
3 159 WYL Ao 8 Zojth. o] 7L PGE2, LTB4, LTD4 2 LTE4] &¥shd, Iz J5EA 2
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stetd a3E xgshy, e A ol A~ B (slow reacting substance of anaphalaxis)e]#til=
gl Ark. olFelA, LIB4= 7HE AEE sesAd 2 sekes a3E 7RIt (Moore  (1985) in
Prostanoids: pharmacological, physiological and clinical_relevance, Cambridge University Press, N.Y.,
pp. 229-230).

COX JAIAle] 28 712te] -9 A< NSAIDse] 28 7143 dAakr] wjZol, 00X AAAl= dA1A
] = O [e) =i
[<)

28 71 il

o R W AWM dFor Q% FAIAT, TF R FFT(swelling) S E3ete ook #4F B2 5
o3

=

A

off

==

r°"
:I:4‘

FES Amsted AMREY. mEbA, 459 ol 1 AEAES AASE EAES FrleaA
(rheumatoid arthritis), =¥ (osteoarthritis) B d=3lolme} 2 Awe] Iy HQlo] HE d59

Tl ol B v AMEE ofAle] el M w4 1 ﬂoi St

A H0l w B o] yF-o] AL A (skin hyperpigmentation), 7AW Al(age spots), WHH(vitilago),

2l A P (systemic lupus erythromatosus), 714 (psoriasis), $(carcinoma), =-2%(melanoma) % D}%
EHFe ARy 2o ZaoeIdd 3 FREQ] AR APHor gywo] e 3N oy Wk ofy
2} Au|gk Z(abrasions) Ev AEFAF 59T BHE A5 XE w3 xS X JAAY AHES T
5 Azt (scleroderma) ¥ 2 FulE|2Ad dF o] ¥k oy, Al FWHAd WY (SLE; Geobel et al.
(1999) Chem. Res. Toxicol. 12:488-500; Patrono et al. (1985) J. Clin. Invest. 76:1011-1018)3} #& =

He X3SlEE gHo] ). (X JAAES o Ad7 22 FrlexA FaEl7t obd 954 35 o)
S @3A717] et AFEEHSlen, T2 aEFdde] PP R RE ofrjE dF5S FaAT]E CX JAAE
o A" AQ o]oS AFs 4+ Ut} (Fogh er al. (1993) Acta Derm Venerologica 73:191-193). ZH ol HAIA

743t (system sclerosis)S 7H &xp59] IiolA 5-g]F A AtobA o] spkdle] Busdrt. o] A2 LOX 7
27 AAA Askse] el a3 AY F dvke AS Ak, 234 AR 249E 99 ¢ A
(Kowal-Bielecka (2001) arthritis Rheum. 44(8):1865). wlx|=to = L E(allergen) =Y FHolA C0X-
2 ¥ 510X B FUhE g4 @42 I LA ¥ge 27 2 3] @A EFdAe 4SS A=s] 9
gk o]F COX/LOX AIAl Ak-goll tigh 7hHeAds A48 (Church (2002) Clin. Exp. Allergy. 32(7):1013).

O

zxgFdd 2 FaeEgAe w3 A3, A (scald), AT 7Y, IHEYG 2 g2 @ gy @y 9 o
dEo AEEtA B WEEA fAdA Fad A4S gk, AAFA Folxl Afo] SR GAI A VoA B 2 FA]
Artorale] Sz A 4 wi dehd 3 Fo| AATA Aol E(cascade) ] TS F 7|FHo
Qom, I Fo doju= Ak S 2 53 A7) EdA(multiple organ failure)2 o718 4 A& WIV]5
Fofo] WA Fad 9SS Fh(Schwacha (2003) Burns 29(1):1; He (2001) J. Burn Care Rehabil.
22(1):58).

AT A EA &E o]Yolk, (X FAAE g = T FAA AT o] Az vk, 00X 3
H 2 oA 7EA] Q1T o FFelA FHENSH, 0K “Xﬂxﬂ—%% g5 Fds R 2 A5 ax
7F e Aem yEeikth. W, A8 7)1 ebds] osEo] g ] o), CoXe] #ade MEANES o
Asta FFFAPA AE Bl FE5A (invasiveness) S S7HA71E Ao 2 YERS T (Dempke et al. (2001) J

Can. Res. Clin. Oncol. 127:411-17; Moore and Simmons (2000) Current Med. Chem. 7:1131-1144). X% %
e C0X AYAHE HFo|Me] 3A Z+slE(actinic keratosis) @ BHAE UZF(squamous cell carcinoma)?
Al #AEE S ddk. (0XQ F7k= T3 DNA &40l o&) AAE Wl (lesion)olA ¥ W (Buckman et al.
(1998) Carcinogenesis 19:723). ujgbA, C0Xe] e & owld 75 2HEL A5 v 2 dAVle o
ol gtomel NHL AN Aow Helth AR, EHE (indomethacin) 2 4@ H.E) 2~ (Celebrex )t
e 00X dAAES W F=4 Fuk(erythema) 2 &9 FAFS Asmste=d axmpdolgte zlo] wax

(Fischer (1999) Mol. Carcinog. 25:231; Pentland (1999) Carcinogenesis 20:1939). Z o+, ZZAAY
obAlo] zure ek Abuletel v (Mulller (2002) Cancer Res. 62(16):4610) % Z-21%o] <3} 314 (Winer
(2002) Melanoma Res. 12(5):429)e] #HH o Y= Ao= YEelRTE. g FZAAUelA] HAEZ2HE AAE olg)
71=2E gAFE RS B EAIAGeA AR A7} kel M-S oist=dl &4l Ao gt AE dAEE,
FoF Ao BHHE AF AP (signal transduction)olr] F 23 HS 3t} (Cuendet (2000) Drug Metabol
Drug interact 17(4):109; Steele (2003) Mutat Res. 523-524:137). wa}A], o]Z COX/LOX A A& 714
= X349 ALg2 2] 3o ) (chemoprevention)ol] o & o] M-S A|¥3tt.

=& (acne)2 X (sebaceous glands), ¥4 EIE=(follicular epithelial desquamation), M4 Z
2w AZd o3k vxo] HEd S EFoR st BAIF w9 (pilosebaceous unit)e] TH Arg o]},
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% E7d, Al #E 2 9352 =g wue TdEd A7He 2 Adxo|tH(Toombs (2005) Dermatol .

. 23(3):575-581; Nishijima et al/. (2000) J. Dermatol. 27(5):318-323). @Céiﬂ deE 2@ XgE 9%k

894 ABAEL dE o =(retinoids) 9t 2 FASA, oA 2 TE2EAE L3 H(Leyden (2003) J.
Am. Acad. Dermatol. 49(3 Suppl):5200).

oEEd #EY Fo A FEL TEyeUvtele olavlX(propionibacterium acnes) 2 1 %Al AE)
A2 FA2 A Hn| v 2 (Staphylococcus epidermidis)©]th(Perry and Lambert (2006) Lett. Appl. Microbial.
42(3):185-183). H9] AmAES Wxd FEAols F GIAY W AEutolAdd e e FHAES X
g3tk (Fermandez et al. (2005) Expert Rev. Anti Infect Ther. 3(4):557-591). R ARE, T23]Q 1t
Hol% ofavls W 2gdEaAs dIuyutis BEio] tigh ofE uido] Haxo] Jrk(Nishijima et al.
(2000) J. Dermatol. 27(5):318-323).

mﬂ}o«'

HExzo]=Millikan (2003) J. Am. Acad. Dermatol. 4(2):75) % COX AIA] Arz]dAik(Lee (2003) Dermatol
Surg 29(12):1196)3 22 IFAFA S =4 A& 3 =g A x| Ry ks Xmeks Fo] ¢
Aoz FTHEJT. E=3, vz Rol=A 89S A(nonsteroidal antiinflammatory durgs; NSAIDs)E o=
5, A4, #A(sun burn), AEA F¥H(erythema nodosum), SWFZEHAHZ(cryoglobulinemia), A U
A ZFT4 535 (Sweet's syndrome), A4 H|TE AEF(systemic mastocytosis), F=#7|(urticarial),
Juldbd "33 (livedoid vasculitis) ¥ 22X 3 (nodular vasculitis)S F3sE Aubzel, dubdo)
A e gRHo F XaARA Ao g8 FEI] dS5HAH(Friedman (2002) J. Cutan Med. Surg.

ARe AR T WE Ao} AR PR(AF, AMEL, AF AY, A2 L g Ao} F
ol [e]
=

o
(SUB) % ATH(UE % M)e AT T T2 F

Oral Information)el wWZW, w= A<le]l 80 IAMEZF A Z7FX FH A
FAET. AFAZFS 9T (pellicle)o] 73T Xop(F) Aol F4E wf A&t o] A a7 13-
& /‘ﬂ%‘(aerobic gram-positive bacteria; 2 °}E]W:m|A|2~Z(actinomyces) % A AT (streptococe
))E Flst, A& FAdgh Xoto] Fadrt, Fd ol 3vo] FAYA L "ol A de Aldo] e
BT Zvletd, 714 $%A ¥(anaerobic motile rods) A3 28| EF(spirochetes)”t

(subgingival area)ollAl Z213}7] Al&gtth. 7] At 93] vlE&® =4 (endotoxins)+

2 7 2@ A Aol W] EAE ofr|gth. AFAERY WY F8 WA Erlel vErd A %LO] 54
< F Ak, AFAFoRRE o7|d A A MWW (microscopic lesions)o] BH 7FH=Ate] 7H

A HHRATE HolA XFAge] g ARl ke X A L A% 1 o] ol

AFdge 497

o a5

2% A5, BE, T2 dgk A 253

=1 s FE Eiﬁcloﬂ Yot x>=4d, g5 EvlE
— ZAWA AE(slight to moderate)/] =2

455 A5, FF, Z2d dig A2=d, ssd 2E, olFA
—— Alzbolk w =

AFAES A5slr] A dAe] YHES T8 5XA 7He JAR A H o] hth(Genco et al.(1990) in
Contenporary Periodontics, The C.V. Mosby Company, St. Louis, pp.361-370). Aukx el &tA] e 3
HaxE S22, EGFEZN, 28k EFF 0 285 (stannous fluoride), 2|2~#|f(listerine), ZAiHs)
T4, A3d gt Ye(cetylpyridinium chloride) ¥ AHAYH L7JtZo]|=(sanguinarine alkaloids)E X
U‘r. oAl MTtAl(anti-microbial mouth rinse), W33 (antiseptic chip), ¥A A/mlo]azvjo] L
AA-FA ol EF-E AW X AZS Azt A7) 93 vIAA/EEE Ao R npgA i

Z2HAE, d4s 2SS gAT # ol 4= B JAlskE Ve S o Bl AF FE2 gluh

S ok o
N O

olde) ukA AWt ahvle] AAF AW BFE wx oA doln Ay Aew oduolof & AHelw,
A7E AomA BuYe Ades AL ot
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gige] g

Boge 2eE 58 FeheToly 2o AdHow Fael A 8L WAL ¥ies 249 2
it 2AE, Az oy R ole] ook $RE AFSHE AL BHoR )

h=a 1‘3___}1310 Q ok

B oyge BeR B Py BeBo] Az or FEo QA & v LS xdslE B2 4l

T ZAES o3, o] B4 FAELS T3 EAoA UP2560.2 A3l oWl AAdeA, AV ZAE

2 F¥(luguminosae and papilipnaceae), U3} (Lauraceae) B E-#IF(Magnoliaceae)E ETSIA|TE o] 52
]

AT A= s AEE F(fanily) ZHE oA, ©E AAdoA, A7) 2AELS &dg|oH( Psoralea),
A EL A (Sassafras), "l o (Magnolia) 2 O} AEZE R E (Astractylodes) S ESHSFAITE o] 52 A3y
& gv AEEY HFo=28EH Addud AS(E)E25Y oKk, vt HAAldelA, 7] Aegd &gl
I EFoH(Psoralea corylifolia L. ; &%) H& &ggo} SWEZAN(Psoralea glandulosa L. ; 3)E
EAIRE o] ER AFHAE Fv voRFH MAudn. 2 dwo 2AES AA AEEFYH do4d 5 9
Ak, FTAH(seeds), E7|(stems), HZ(barks), F7FA|(twigs), BFol&7](tubers), ¥ (roots), e HA
(roots barks), ©]¥ <(young shoots), ®#]Z&7](rhixomes), & 2 o& AA7|#H, o = g A4 (aerial
parts)E& XEFSAIRE o]ERE ATEHAE v AEY St e 2 o] s FiRoERY dod

ATt

Aol uFAEe] F2 FE ¥W R 2FEwe A4 ARl #Ae-He oF 14 WX 100 S WL
T AT g Al M, 2] wFAEe] g 30% WA 100%e] Mol ThE AAld A,
B9 uFA L] G HojE 30%, Hol% 35%, HolE 40%, HolkE 456, HoIE 50%, Hol® 60%,
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Htgog 8 APl = FFe] 71%3F 0.001% WA 100%2]
200mg/kge] WARZHEH A= addoly, 548 YERYA
Sl FAAES A5E B4 "ol gt HHe] 55 AHT

ey
i
o rr
oty
o L
o 0
=
o
N
=

yo 1F

£ 02 42
o
v
e
T
)
ro
i)
o
o
)
o
\
m
[rt
>
>,
oo

4 o o

U2 Ades HAsA7Ia dek= Ay 24S

| UP2s6(Mk-Al2) 2 &4, 84, At 3 L

2 587bed FAe AR gE 24 9rtE 2EdY. 2 EHe 2A4ese 9
Hol oaf Fold 4= vk, Fofo] WS AW(AET) Fof, M

FFEARE o] 52 AFE = AL ofyn. B

25E Tod UP256(RHAE) & A5

= a .

2
N
e
ofi
ol
&
)
oX,
i
Ly
~
i,
A

£
=)

e

1

i

t

Ir

N
O
il
>,

o
Lo
of

M ol
oot 1o,
BN
oX,
o m{g
rlo
12
2
o
a2
WE,
~
t
ls
=

L o

T R Fo o A w A D S e N PR < A S > NV o 17

RN
0
rlr
UJ—(
N
By
fru
2
oft
Lo
i
o ¥
Horr o8 W

ole g A pAlel el== e
Apel=, gtebrld, AgRe 2~ 3, HEHE HSA
b s Aggder #dFd A8
golE B EdaeAe|net g2 v 2

AMEAERe A, ARHE B HAE 22 A AsAE Fhshe dedE 2@dn. ArHE
g EDTA, Tl&tl& DDTA, BHA, BHT, EUR Ale]E = +

tg SFFUE, AtF weutoldo]E, t-FE-sfo]=2F:=, SnCl,, H0, B 2,4,5-

[V o o
N
[kl
fetl
i)
B

( mu

AT

>
12

o U nigk
=

o
4 0,

KX
=
X
h

N

hu

T

C, HEl E 2 53X (isotonicity) ¥ 3}st4 <}
A7HE g 5 Jdd. AFY pIE A5 3 Ed9 d2s 4t
21

lo @ py F
fr
5
r
=
o
5

)
o

A

2 XS v, gulo dzi gu, o Ee
o

il O
s ARHE AL Ut EE AR TS 93 Al e

SE,
3
>,
o
o
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[0086]

[0087]

[0088]

[0089]

[0090]

[0091]
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A% AR 2e F gt A e 2 F Y £ Ak meb, ney AN FAAE giER
s,z @Y AR, PAl B¢ 2T £ Adu, 2ds Bt 4957 Rl A4 18+ 9o

i
r
[kl 2

C R fo
, 2

fll

AC)

X
b % m P
JAL s e

S} dojtt. A H
W EEE, Ze, e, A=, ofd, wkadle, FAlel 7wk
o g wlolgia vk g, D}E At 24 2ek JAEAE;S
Ejd > B ZA| (Hunter's Titermax adjuvant; Vaxcel. T.M., Inc. Norcross, Ga)® &2 £
¥ B ZA(Ribi adjuvant; Ribi ImmunoChem Research, Inc., Hamilton, Mont.ZFE <J+71s);
A(Superfos Biosector A/S, DemmarkZH-E 57Fs)oF 22 Alxd 9 T719] A& XEsHA
ghE = A2 otk wBAle d¥H R ARE FEACdAN Az 2HE WTE SIS
ok Aget gAe S8 ARE AP, AR AAE, Fgx2F, el vlolg s, 24, 9
YEFs AT o]EE A= AL oyt

o
An)

of
bl

L2

i M
o W
S

2L

Mm e
(3 O
o

rir
o
g I
L
2

By
H
ol

l
N

AN, ] RYES S8 Gl RUDS| SHEE AN B AU ABoRH Az,
2ol AHEE RoRA, AE AP AWE H|gZol| & I 2AES x3TT. ek Ay wlslE
& GUATAA # A A8 Ael. A% ABE A biodesradable,  bioerodible)l Ael vl
W stk

oX
I

g |
[ < S P L o 9
- )
L 92
£ e

2
)
o

olggk =& A& =4 A di e Gl wAaH e =
T AT AR B2AES Fo WRlel me} oferbA] &9 &% (unit dasage)o] FEiE FoAH ¢ du. oE
Aol 54 Wil diste], & e A8 2= B 2] WHE AdskE ¢ v, & 3Ee AR
A= el =8a, aEslE 2iew, U AkEss kbl Fold 4 vk Foje] 54 9y
& Amg Ao &g slojtk

g A, AR das dubHor SH A F Tl 71Eske] 0.001% WA 100%9] e, A4 =

zE giehae] 65% WA 100%(u} A= 750 WA 96%)4 H*H o shebwel 0% WA 15%9] W, % ghiE

dEE OAE Y seEel & xH 0% WA 7%(aFEAEHAIE 3% WA 7%) W EFE Aduse= 2340

m, 5A4S HeA & o uEHg FR9] UP256(HFAE) R o] FojA gtk E thE AAldelA, A7

Aare Zefdd-od sheha UHEQ*% 3 5 ol
ol

b Aol A, AFE AHLE ATlel AFI uke}d o] FAHIL/EAY TGl AE EE v AEEERH
el v g o] UP256(RHTAIE)H ] F3k Al=Flo g o]Rolx k. A7 fr3f A=Hle dF &
o 0.1 WA 1%°] NN'-®mg@:;B]=[N'-[3-(FFo] =FA W E)-2,5-1] & A-4-o]u|tkE 2 o] d | §-H o} | (A 73
Imidurea USNFoll gtate] Sl+7bs)o 22 skt E= O]”‘c}ﬂ A7HAl, 0.1 WA 199 &2 4-sto|=ZA %
o o] E(dlE E9°], A3F Nipastatol] 33t 47 dt £3E), 0.01 UX] 0.1%9] AUs FE 4-3fo|=F A4l
Zollo] E(FE Nipabutyl sodium®l] $+s}e] Nipa LaboratoriesZH-H U7Fsd), 2 0.1 WA 2% sH=A]

Al
gea A, u}ﬂﬂ%}ﬂl% 2 WA 10%e] EeSAlE M dE(AE 501, & Cetomacrogol TM10000] FFs}od
H7bedt £9E), 10 WA 25%e] 2Elobd &, 20 WA 60%e] A deka, %10 WA 65%2] =2 o] Fo]
e},

Aol A, AeEh AL gt Alagow o] fojx glon, Ao AAFL kel VluwAgtew Akl ¢
THY WE=Z XA Qb F&Eo] gtk AV dAGE dE Eo 0.1 A 209 HE 4-Slo]=FA MR o] E
(Megeiil) = Ao etE-Ed (differential ) ¥ 22 3l T 1 o]de] WEAY 4, dF Eo =
gAZE, Zgddgd %rﬂ% = Z2gdd Y9 e 0 WA 20%2 FE3Hd (vater-miscible) H7FA], #
g5 5o EgAN “—ﬁ%, 7]'?/}7]%, o7 B 414k e HdAEE e vEAER A B JHEAIEHH
gl (7E; Carbopol)JJr 2 34 Ee g4 SEHEY £ dE 0.1 WA 10%, v AE 0.5 WA 2%
&% A (thickening agent), } Agk o] UP256(MFEA&) 3 A 2= o]Fojd 4 . X o A3k 4
712 70 WA 90%e] EelAERl =elE (& Eo°l, v= AWHU.S. National Formulary: USNF)el E}E} A 2=
w 40%0] Zejelgd Zel= 3350 9 60%e] Zeldd =2l 4002 ¥dske ZEdEd =2 da), 5

] 20%9] &, 0.02 WA 0.25%2] SALSIA| (A S 5], FE3lE slo]|=EAIEFel) 2 0.005 WA 0.1%4 e

N



[0092]

[0093]

[0094]

[0095]

[0096]

[0097]
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O|EA(AE Eo], dEdioty]l B EgtobAEAL; EDTA) 9} 37 ubehAgh 9Fe] UP256(MF-A] &) &= o] Fo] X},

71 A bR A e go] AZE el M) AXE sebd 9 eghde] AZE siehds wo]s
@AY e das Y. A7) o 2hEdd A FEA(vool fat) B GAE FEAS EIIH E‘r
w99 FEAESS 53] RS9 294 Ee ey 5A4S WAs] flste] e or WA ShEdes X
gotr, Rl A TeE2 53 94 e wed stde 9 dhed diE o2 Aok 3 vjEdAel 4
A AL AR AL Sl EEES 2, AF 5] gl AR dZdod & dn

= 9;% shsele] shibel 4e Y FEEL Softisan 692 Leld 9 AIE Softisan o @shel 9

I3 OIE] M A AAFZ E (Dynamit Nobel Aktiengesellschaft)Z%E JF7ts
olZAk(isostearic acid) % o}t]ZEA(adipic acid)e =4l
4 OﬂiEﬂEOPﬂ, 13&«] 542 dExE2xd 9Fte] = AvH(H.Hermsdorf in Fette, Seifen,
Anstrichmittel, Issue No. 84, No.3(1982), pp.3-6).

[
&
—|—’

A Ada ke A9 o]z AEormA EddA Al dud o

rlru
m{n
|

4 9 IAEY B2 ¥+ #
3l PHF-(standard reference works), oS E9o] <Fd(pharmacopoeia)el] =2]% = AEv a2
1000(cetomacrogol 1000)2 2] CH;(CHy)m(OCH,CHy)nOHE 7}A ™, o3 7)o me 15 =+ 179 4 AL, ne 20
WA 249 = Q). HEstE So|EEAXAERAL 2,6-U-tert-FE-p-AHZ(2,6-di-tert-butyl-p-cresol)©]

o Yat2etENipastat)© WE, o€, e gl FE 4-slo| =5 Aol o] EO] EitEo|tt,

Wyl 2R WA A Jl%el o) A=W F Ak webd, dE B %A AR 2YBES
AYSAE £ 2%, HFASAE 60-0ATHA £XE sebn, W EAVTE o ety W g =
O REA EE Y $EEG @ EggoEM AxE + Atk 1%, Y] EFES FedA
NP1, meEasdzels @ ool e 4R @7 P20 upirocin)d FEE 244 269 3
e, FRE RS S48 Slste] muksheith

Fole] wpgel Awglol, 54 §3E Ul £exe] AFol uie AL, YYAEel o8 pAYZ W
A A7) AFE 4 AGe TS, ARE AT A4 TR Aqsiod Bad Addve F7b v
e =S 29 ¢lol, 53 welol 7AN §% Ax L A4ol ueh 5ol o8 wANE FAHE QT
9 el k. ol o A4s fa B9 4

A ] AHES St il et

Bole 7l Wy Qlztelo] & #ul ol spFe|w AMgE F glow, 7] fo] "F8&A(host)"E W
W Aels AR s ks Aol Fefstoiof dvh. ThS A8 Ao, FoF Wl w8
o AFE meste] Al 71AE viep ol 44" S )

wre] AAE wFAE 2AES A2 ESAAVoR (cyclooxygenase;  C0X), 2] F A AlLkolAl
(lipoxygenase; LOX), Vgt 5 ol 9 o7k Al 7ol o8 wizfs = of27bA] AW 5 oo o

2 Azl ZaAeln.

e 7tg3 4
=12 Eogol AEERE Ox FEE] HPLC ARMEIRS e Aot
L 25 FASVEF JMeRE vhe A(E 24) 2 (% 2B)Y E@gol FEE9 HPLC AEREINS e
Ao},
3 3199 HFEXER o] FolF UP256 AZ(MH-258-07-01)¢] HPLC A &EnlE13S vebd Zo|t},

H

47 4199 VAR o] Fo3 UP256 A& (MH-258-07-02)¢] HPLC AZrE 1S el Ao},
T 5% 99%9] vFFA &R o]Foxl UP256 A& (MH-258-12-08)¢] HPLC AZrE 1S el Aol

T 6L %A thET(NDGA; - M -)ol T3k UP256 FAE (#MH-258-12-08; - @ -)ol 93 &4 5-FZ A Ao}
A-LO)Y B4 A9 &3 vrg FHAS TEZE ekl Ao|t}.
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Wy A7 Hek FAF g

sh7]e] AAlds @A qAE FAHoE AleEe Aor 2 dge] MeE Adsr] fd AL ok

Lo

hsl

Al 1 HPLCO ]k mpgA&, Eefdll 3 o|afetdlo] AAE 9fsh W

stzlel 71| A Zo] AHE FEE, F8 H A9 2AEAAY FEAE, i 9 o)lAhETdlY FE
¥Etole= ofge] 7ZE7](PhotoDiode Array detector; HPLC/PDA) ¥ Fu #<-&2 Z(Luna Phenyl-
hexyl column; 250 mm x 4.6mm)E AF£3}e] utdA] mZvlE 1283 (high pressure liquid chromatography;
HPLC)ol 2)sl A=t 1280 ZA 36% WA 100%2] ANO.Z, 1 F 3837 100%2] ANS.E2 oA EUEZ
(acetonitrile; ACN)-& 7]&7]& AM&3ste] ARl omRE 54 s3ES &8st A&¥ A% HPLC =3
o X 1o ZIAET. HPLC 228l9 AZRvEIRS & 19 ZAET. AR XTo 24 A8 oF vA
, ol 9 ol a&aklS ARESte] AlF AIZF B UV 93 A A (peak area)ell 7|3t 534 eSS Qs

2
L Agsteilah. wbAE, Eok R o)aEeble] AR ARbE Z47h 18,19+, 7.33% # 7.95% 0.

M

WAL, ekl 2 olagdAe AFS Yo HPLC 24

A4 FU Ad-aa | 150 x 4.6mm
7147 0-8%- 36% ACN/E
8-20% 36% ACN/Z WA 100% ACN
20-23%- 100% ACN
23-28% 36% ACN/E

55 &% L./ %

A= 0-11% 246nm (&ghel 2 oA Ao djsle], 7-8%)
11-28% 260nm (WX 29 dlste], 18-19+4)

L 35C

i 5% A Lo tiate] mle2o] &8)A7] 0. Ing/mL
Zgtel 2 olA&#Ho ko] 0.025mg/mL

= FHE MeOHl £-3]A1Z1 0. 2mg/mL

A5 He 0.0lmg/mL. WA 0.15mg/mL

AAd 2 &Ele]ol AEREES HIFAE FEHS 93 bzl uiw

[
H
S
oo
=)
-
(e
(=]
=]
> Z
B
Ty
i)
O,
_|(.l
2
)
o,
i
O,
_|(.l
1o,
o\
_>|i
o
o
inj
-
(]
(<
Ll
Sing
K
ot
e
i
tlo
ox
rlo
K-
Y
—
>
)
offl
U

o F, A7) ERES BEA FAAYIL, el YA, AR g
& W] oldelg §A;, Gt HA FWAR BN AANAND, &

du o

NE B2A4S 379 g2 223190 ¢ g2 29 e (dichloromethane; DCM),
EtOAc, oFAIE, MeOH, A <H|Z(BP 35-6 Al Z(BP 60-90C). L ¥, AAJo 1] 7|AE A
Kel

)
o]l FEES HPLC 4o oa] 248, 2 232 % 20 7|As .
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[0110]

[0111]

[0112]

[0113]
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X2

et Eehelol mAYEL o} FEE B

A5 DCM EtOAc | oF#1® | MeOH A5 A
o el = dElz | oEz
(35-60C) (35-60T) | (60-90T)
FE=E9 0.5833 1.7535 | 1.6710 | 1.8932 | 1.8795 | 0.6457 0.9203
=% (g)
F=Lo|A vk 29.1% 14.2% 13.7% | 13.7% | 13.9% 25.6% 27.2%
FA20 %
A Zol| A n}F- 1.7% 2.5% 2.3% 2.6% 2.6% 2.6% 2.7%
A 29 %
L 3]A wwk7](100ml/10g 32A]) 35 (50ml/10g 1A

Ane] 3 : etelop 4BRYE wEASo] v &
2]

Eete]ol e EYobe] T H9-H(2kg) B 9TE e A4 EHEBP 60-90T)E 1At S8k F243 gkllA
0CE 3 S Axr] el 20L EEkaadl gl AAAZY. a1, Y] &S EA 8] dem &
KR

7o, &mE WE slolA ﬂlﬂﬂ“ﬁ? M2 SulE vlo]omx tog Hristal T
=519k, 21 %9 ulEAE 2 3 TH%e &Ed/oAE&gdS IR E 335g9 ZFEE(MH-258-01-01)=
A7) 9Jate] A7l FEES A7 FEA A

&

o =
= h
SeleEelole) FAREE Beln PANA BE B FEE
G WRE BANUG. 0w WY, MTALZRE Foheru
Qgroz, 717te Gul AR T A(
3]

lel7h A TLC BE BHSET. EF S92 Ags] P8 1RE AR AN 7
[e:

% A71ee W
gato] &ujelo}
s 04 274 A=wp

g Z3t7] 9g ==
1.3cm ID 2 20mL 4, Bio-RadAh)E M= ttE Ao =® A9, A= ¢}
Sz g3t A7) BE(EE 9 1mL)S Al RS, 20%2 EtOAc/AH ANElE2Z A5k
2 3] 54 g3t

F
o,
_E‘
U
N
—rfﬂ]}o

ﬁ

[€)
MR, Sebd 9 oladetdle HASRAY. 1 ARE & 39 JASA.
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Sotelol mReEYolY 2FEROIN Feheridony vExge Y 2

gutEHY o ek 89

Wd |29 /7% &4 & EE]
=l
A1203(ZF43) 2mL/25mg 1. A olel= A9 BYHA XS
(J.T.Baker) 2. EtOAc
3. MeOH
XAD-4 5mL/19mg 1002  EolAd  100% MeOH=YH-¥|E2 %A &g
(amerlite 20% 5713k MeOl/E9) 7127
polystyrene
resin)
XAD-7 8ml./16mg 1005 A5 dElEelAd  100%| vhA H2
(amerlite MeOHfhqnxj 20%
polyacrylate
resin) 100% Sl 100% MeOHZY-E]| A9 H2uA gL
20% Z7aHE MeOH/ % 7]27]
Z g olulo] = 5mL/50mg 1. A e = TeHA e
2 5% oFA=/A olEl=
. OA=E
LH-20 8nL/50mg "4% e A e
A7 A 5mL/50mg 1. A deEz= Z R
2. 15% EtOAc/A 5 dE =
CG-17md 5mLL/50mg 1. A% deE= FEHA &S
2. o}xﬂ
(G-161cd 5mL/50mg A4 oH= 2eHA &S
6mL/50mg MeOH/g A 71&7] 2 FEEvy AT

Aol 5 Eetejol AddelEeore] FARNE welH HF dEHE FEEC] kel

ARl 3¢l 7IAE AT o] &epelel ZEEEEote] FAREY ¥

0D 1.9 Fube Z&k2~3ol 500mLe] NaOH 8- (56.5mM) 2 3t 7] %@1‘
(heating mantel)ollAl ZFAIZATE. 7] &H9] dFES EH~IAZTE F7
B Az} o] HPLCO 98] ®A35}3itt.

A dE2 F5E(25g; MI-258-01-
2 17 B b A

Hakeol Al 1o 7] A

_Bi

HPLC &4 F Fabd whee &3 3 ojx&etale vart shdep Al S& vl 2 %, WiEf

36mg/mLe] A WEES 7HHE ofFE A £A(H-258-10-0D) &7] 918t W EFES Lol W

ZEA Z

o o F <kl 20mLe] ka8 (MH-258-10-01)5 DCM(20mL)ell H7Fsklvh.  EFES 1087 E50]F]

& 27 oWEP DOM 55 ¥ o9 nigo=iE A7, 20nLe] =g DN AH&dte] &

& @ o 55 AES FohA B 3190 HHFA S X 118mge] A= (M-
al

& st B S2vlel o &riE AATAT(E 3).

A 6 FetElol IFe]Eelole] FAEYE RuH We FEE e

AAle] 260 Z1AlE B o] &Etelol mPEEEote] FARNE EEE Ax vEhE FEE(MH-293-68-01)%
AR/ ZHolE Aol A 2Le] HA] 1L9] NaOH &9 (DI Bl &A1 44g] NaOl)# 7 EFskadct. 7]
S 2AF EoF FolWAl wkEllth. F K9E oF 1200mLE FAAZ]7] fEte] wAd E& HUME Ha
7b itk 2A1FF &, 7] 8BNS Aol A WZHAIZIAL, 1 & 600mLe] w9 oFRE o] F3A A olle =
(250mL) & 7Esla A7) EFES 1087 E50F], & Fa7bssiA stk A odHE %% ol o
o AREHRE AASIL, A2 &ulE ARESte] 3w wkEste] FESQIT. FEHeTuid 0AEES I
A ekl 51%9] v &S ¥ 2.25¢0] FAE(MH-293-74-01)S A7) 98kl #7] FEES ATATaL,
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[0130]

ZIHSd 10-2016-0055972

21 stell A 3 Sl oa] &ujE A

Ard 7 Eepejol mEle|Fejote] FAmNY Feld Mg oHE FEEO Jteis] & AY AmvtEILY

AAe] 3o ZAlE A 2 EEtEol mEEEYote] FTARNEH EEE A oHZ FEFE(25g; MI-258-01-
0D 1L Fube 3 EVEMW 500mL2] NaOH 8<% (56.5mM) 3} &7 %%ﬂiiﬂr. ool o
2 ZepaaR2RE FHsto] AAld 16 71AlE vkel o] HPLCOl ]3] #A8k3itt.  HPLC 2] ellA]
bl 937F 3 }E}%—JUHWM WSS AT, 1 %, oiEF 35mg/mL(MH-258-
ES 7HE o7 ZAe] &S Y] fste] whE E3ES Aol WA

150mLe] o] &M (MH-258-10-01)% w8] 8|9 (G-161cd ZAHol =dAHA. vlg] &v]d AH(5x13cm)S 4
Ay Pyl @ol24(DI water)E HIFS 2 300mLe CG-161cd RS Fg3th. = 4 (MI-258-10-
0DE 29 AF=E IFsta, A4S pl 79 o|2ExF 7] $Jste] 2500uL] BolE A&t &g F
2500mL2] 70% MeOH/E 2 4500mL2] 90% MeOH/E= wI#X] &8 §3IQltt. WFX o] Ay o2 RE] 3] &
w7t & (eluent)S TLCE #EQITE. v &L)RHS Fidhes w3

st7] $ste] WE pellA FLAIZTE. o] MRS AREElY], FH=Fuld S IR FS =2 &
2(2.3g; 99%°] %, MH-258-12-08 2 -09)E Art. Z%7] ¥ F7)9 upfx L wa £33
AF oA FEAZAT. o] BIEEEZNE FeheFud s ek @2 70%9] vEAES ¥
258-12-07 2 -10)& 2.5 go 2 A}, (G-16cd AR FHFL 18189 (G-161c
| AA R Edor F5HAY,. By T, (-161cd AHS E2F2(Clorox) & A2 e 3 MeOHS} 4 AH
Ha] o] go] 2R AlHste 3]getqltt. AR FUit QAT 5 9l

i

OO
o 4
o
o
=
N~—

o] W)

o
&
2
ot N
S
(e)
o
=]
-
o,

AAle 8 ¢ AAE npg A Eof] o]k C0X-1 5 COX-2¢] °{A]

COX-1 & COX-2& A= stEe] AHE fste], 7 &4 EF79 HFAthotA] &4 odAE o] &3t
3123 (high throughput), AEIW(in vitro) AL A/NEA T (Needleman et al. (1986) Annu Rev Biochem.
55:69). ztds] Fshd, AAME 2AAE BT 3ES 1AE 49 C0X-1 Z COX-2 &zl usle] A3},

BN A (cofactor) EA ofeb7| el EAs 2 Haol ANSA oA BHE AN Astel, 2
93 3% Abol= WA G (peroxide chromophore)E 77l @nw. AYHoZ, 96-90 FHAA AHE &
@ahoirh. 10069 DUSOS] 94171 long/nLe] A SoomRE HAG A7) AT o] Welo FEE A

f3alo] ALoA 3H HAESYT 0, 0.1, 1, 5, 10, 20, 50, 100 Z 500 u /mL 7‘7‘4 Ao Eg 2 %g
Aol BAAIZ1 10uLe] 22 uM slwkel, DMSOl 3AA1Z1 10pLe] JAA 2 25 F9 (0X-1 E&= (0X-2 &4

L ket @4 pH 7.5, 150l 100mM Tris-HC1S H7Eskick. A7 AEES 34 “ai:‘— Aol A 10%7F
=geta, WS AAE] 98kl 10ule] 2mM NN N'N'-HEzZHE p»ﬂéﬂﬂ olfl Tslo|ERF Rl
(N,N,N'N'-tetramethyl-p—phenylenediamine dihydrochloride; TMPD) & 20uL2] 1.1mM o}g}7]=4ks A7 bk
. FHlEE 1027 EEolT ¥, 570melA FFEE ¢7] A 5&7F vigstdtt. JAA] FE ol %
AA A dig ZHlS A3k, XF oA & 7MEAEN 52 (isotherm)S W} -] % (hal f-maximal
point)S HTOoZM 10y #tS AA3AT. 2 F 5k &9 Fod thete] 10y @S LAY, £ &%
(99%) 2] WAL AMZ(MH-258-08)3 COX-1 2 COX-2 Al EFo] thsle] BlAESAT. o A9E 79 &
4ol Q. oFs}gl T},

£ 4
w7 A Lol )@ cox @A e oA
RAIE COX-1(1Csp) COX-2(1Csp)
MH-258-08(99% W}-%] &) 2.34uM 5.78 uM

AAd 9 : AAE ¥R L (MH-258-12-08) 9l ¢ &+ 5-2] Z A AL tolA| o] A
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A7l At vhel o], A% whgdl Tt M Fo AR Fo shuE Slo|EEHFAl|E 5-, 12- ¥
15- HPETEE Agetz] flskel AASE e Aake] AbstE Fudt & FIEICR @%W]—E H]-3 (non-
heme), H-3Hf 2| ZA]AYokAl(5-L0X, 12-L0X % 15-LOX)ol olate] A ET. F/HE WHS AFRsle] g ZA)
ﬂ]blrol-zﬂ A HAAS SR (Carter et al. (1991) J. Pharmacol. Exp. Ther. M«9Z9‘937 Safayhi
et al. (2000) Planta Medica. 66:110-113). 5-LOXZ <17Fe] PBML AEZRE Egsgion, olely]=4ks 7]
Ag ALgsith. HZAE AF 2 % gERsS 199 DMSool &iAZtE.  wi 9E) o w A HBSS(Hank's
balanced salt solution)S ARESFATE. 37TolA 15&3F AuYg 9, TU =4 5&3F mgsiglet. o]
AARL EIA AZ3tE Agste] LIB4S JAS A&, & £ v &(99% vHEA&; #MH-258-12-
08)S 94 thEw - 574 Hx9] NDGAo #38ked 10uM, 1uM, 0.1puM 2 10nMe) HE& FH El2Esi).
S WS F4E & 69 LPEM Joh, BFEAZ(99% =)ol 2l 5-LOX Al thd 1Ce 3.41uM Tt

A6 10 : A whFA el g 24

T WS AFEE] Be RO uFAE AME(99%9] £ #MH-258-12-08)9] v BAHS Hrbsit
(Modugno et al. (1994) Antimicrobial Agents & Chemotherapy 38:2362-2368; Misiek et al. (1973)
Antimicrobial Agents & Chemotherapy 3:40-48). Zta3] deld, 2E|E23A~ oIyugx(ad FA4,
ATCC 12228)5 H-3E B =2 wjX(Mueller-Hinton broth medium)olA 20A1%F &<t 37°ColA wjdsldtt.
T2y o Uut| 8§ o} AU A(ATCC 6919)E F2~Egt]Lo] 73l¥ viA (Reinforced Clostridial medium)ell
Al 293 37TCAA e, HZE AR 2 A dFR2TS lo] WY FI2 1% DMSOOl &3iAI AT
B7F AIZEE 1deldeh. BEo 542 AFs Mo RA ARESIIth. e SO uEXE AE(99%; #MH-
258-12-08)& Z7 e =72~ ouyn|tze] tfete] 0.1pg/mL® ZEpute] A& Fi1, Z 23] 9 UHhe e
oAUl 2ol tidte] 0.1ug/mL2 FHHAAS F S dlFRwtel #Aste] 100ug/ml, 30ug/ml, 10ug/ml, 3u
g/mL, lpg/mL, 0.3pg/mL, 0.1ug/mL 2 0.03pg/mLe] TEZE FWH H2ESAJY. L2 IAH2~ o dyn
gz g 29 0 udhg g ofauls o] tiste] Lug/mLollA v & ogk dAg oJAE YERNAT.
T, we FE R vFAE AES 0pg/mLe FIF FRAA EmyE WElZZ3 E(Trichophyton
mentagrophytes; ATCC 9533)9] &AL JA A, A to 2 oy RyE Z =234 (Epidermophyton
floccosum; ATCC 18397), whol|A2AN¥ ] JlU2(Microsporum canis; ATCC 36299) 2 IE|Z2A¥F kg
(Pityrosporum ovale; ATCC 38593)¢] tjalAE oWl A x BFE = kotr).

A 11 2 AAE v S g4 54 Hob

T ek ] v A2 (UP256; oF 20% weel ME R 99% ke MF)S HAES %*é =4 ATE
ghableh. 149719 Aol dombe] o] 4-5F 4F IR Ph-2E5S ARSIt mhg-zel 4 H2E AF
st @ Sl thsle] oF 2g/kgo 2 Wi 100mLe] 4 H-&F(acute dose)S FoIdlrt. 7}‘ﬂL7"H 10wtz €]

mhg ol 20,740 MRS e 2HRES F 0w, FAA 2§ 100k vh9ol 99%e) whEA S

2 ot 2HBS FAT. P26 2ATE Bol ARAA FAIE Bok] Felddnh dxzomA, 20

vhele] vh9sge] B Felstdth, J1Ed, o) Fd L LS TPsel RE mheaEe AFS 24

shglh. ®@, RE I§ Ao @ B 2nE #AHh. Qelo MARH A of¥ Ei BB 273

| AR 1SS, RE vhease $Pe ULl $Ratn, BeE Aade fEs] dste] BE IF

omRE Pe W FPsdrh. EW, 4 aFomNH oz vl nheaE Be 249 4AE
T E

s 23 RE aFd datd Axbe Fr AFE 259 AT vtk AA AL Fobekink. Ase 3
A5 HolE me2ES Qlolon, Aol/E Ay BE IFdA Fdsidth. ATzl g F44(5,
=7]) 2 Mzl W FAL(S, AolA WolM e M) A tizatol Hls) A&t Abole] gl Art dA
g afols B, oA @A TEEQ] dERAS Tl vhe-2oA dqFd £ gle ol EE v
25 e F-3e ol" FUloAE F o] e Wt gles RAFnh. do Hibe ARdo] R
of tiate] Y-S BAFAT. IR vkl g &id, g4 3 o] 2w g4 el e dsld. &
7oA o] of| S WskE FAshy] fstel ARSIl A 2 7 24S Bylon, AN E 2 W
s7F GepA] F9kar zhell digk 2HMIAE @l (hepatocyte nuclei) PRS-zl @Hale] A dlel 9SS BNk
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