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Atali 1 m g / k gti 	c 	c. 

[>48]>4 8 1, 4111=18,t .01:93tAtkAalk#9:4 Lk-VA-at:80.Z, )sME)1,7i 
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[ 1 ] MAlittAnigeflOYEIMEll 	71V Ott 
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0191,:.-i, 	Current Drug Safety, 	(2009), 	vol 4, 	pp 123-1260)Table26:Eg, 

:St, tc Aqt, RAJ'S, tAttN, tAgAli, ti-i3O. 04111,ALI, tiV, -DP], t-AWA 

Ali, ti-i, L Z 51  Z JAli, th`,75 ') 7A1J, A TI8*AIJ, OUIWA, ibitaC8*AIJ 

, f MALI, AltitaflAIJ, 4-r5-1=i-( Kftt-r-imaAli, YOMIALI, 	1,) 
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r,7 	)1/, 	)< 	11/*It — i-ezc. 	t-r-Lo.04-LA,ALIL LT.  1,, 	t/l//7-ff 

E', 	7 i) /11/E51 -11/eZ. tiV) -DAUL 1,-C6, 	7Z 	I) .7° 	I) 

, 	77 *itEezc. timm-PiLL/Zt, 	-7/1/1, 	-( 17J- `js 

—)1/ 75Z. #nL 	'91-Z Al_IL 1,-Ct, 	11=i7i=7:-Z, :')7iL 

K7Zezc. t-r-L77 1)7AULL/Z6, 	1=11=1*, *=ezc. 

rATIU8*ALI L I., -c (,, , x7i=i7i=iezc. oulwAL 1,--Ct, 	1=1 

)I/7°1=17, /\Q'') K—)1,ez. ibitaC8*AUL 1,--Ct, 	t 7° H7° 

D1/, 	1=17 4 17-1eZc. f MAU L 1,-C6, 	71=I-tZ K, 7-t51`i 

7 Z Kezc. atl[1:18*ALIL 1,--Ct, 	'') 	7 Z K, 	HI/151Z 

KiJz.:. 4-r5-1=i-r Kftti--imaPiL 1,--C6, 	-( 	K)< 51 i J. 	-f 17°1=I 
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7' J7VZc. YOMIALIL 1,--C a, 8-MOP(*It 	I- I-*:> J), 7 7j- 	t 

77') 5 5 .c. 	1, 	7 4 K L LT.  a, 	7 	I- 1, 	, 	i I- 1, 

— H -f V I- 1, 	i -f J 	eZc. 11$60fEft8VAIJ L I., --C.  a, IN A. a EA. 

7i= Kezc. *ftliA6:.-..8o-c, lit:=PT 	L < a, 	x°11.7 == K --c,  

Z. *50)]6:.=.80-C10Elltq'tZ EA/7 i= K L L ---c a, . t . aylziaelit-c_FR 
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a)IA 01g-e)in A_ 641.Z t a)ellTh3stt.Z. PCfOlJa, MALIV741174ft 	AY) z tc 

673, 	8,:trie/7-c_- alEN;IVC1ExIt -tztz-_- 673t:.-..51)Arlig-ez. It-D-c-, 

PA):FOIJ L 1_, -C a, 71<mgitot a)ePT 	L oe, Z L < pla -z t ® a*21 	

AlJottN±PT 	L < tso. PCfOIJ a, t1r441gt:.:3tft--e 	(,), /3N-DZfIl' 

1.04-Utelt471-1/43stt.z ta)CEI10-ctao. etc, 7.1<ghti-,C,110Z z: 

L t --e, 	EML L--c--.3stt.zta)--ett.alit:.-..Fit/f -1/4354-Ltsoc. ®1 n: 

a, 	1,41, 	1 P,74,1, 	n4, 	1-1,/\1=1—, 	)18,1fsEa)8,1ffi. 	i I) 	I) I- — 

)1/, 	7J= I--ll., 	̀l/1.E I- —)1/fsEa)8,17)1. 	—)1/ffi, 	52 	• 7 ° 	ffi, 	*lies 

-t/1/1=1—, 	)( 	)1.-t)1/ 1=1—, 	L KI=1*:>7c1=1E)1.-t)1/ 1=1—, 	I 	K 1=1* 

:>7°1=1E)1.)<)1.-t)1/ 1=1—, 	t)1.)<1=1—J-  I-') ¶,1A, 	7°)I/7, 	- 7  

P) J, 	77E7111, 	9.LT, 	-ff7, 	I- 7)1 	I-, 	7')1, 	- I-') 7 

IA, 	7J11) E=)1/E1=1 ') 	%, 	711 1) E=)1/ 77)1.—)1/44:E0DA3711I) 7 — ffi 

, 	T7") inn 	a)IIMOgMzoa-t.a)±1, 7 'y 	ffi. KOtZtli/ 	r, ix, 

'OR t)i..LA, 	,9')1/, RIE ,9' 	, $IN,:,:u10-40'esECE110-ctao 

o 	t.,:- , 	a.'41.6e632.tR-1/43stt.z 1 fEJ-;t_tiLASL-Va.)--al--)-t --cElloZ a.' Lt-e 

Z. *RP] t:.-..8o-cPT 	LoPCfOlJa, „Affi, 8,17)1.—)1/ffi, F,%3 	t 

I) 7 —M 	8,tr1egRtli/r711.13`6 7̀ sZEVJN  6311tR:stt.z 1 J-;t_ET 	t'), 

AWL L -c a, .L8,t,tcanx,f,etcT 	L <, 8,17)1/ —)1/ffiL L -c• a, 	i I) 

I) I`—ll., 	v)i/E I`—)I., 	t'L- 6 	7= 1.—)1,epTij<, 	n5] 	t') 7 
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— ffiL L-C 	, 	t)1/)< 1=1 —t)1.:>,,IA, 	7c)1/7 	, 	t') E=)1/E1=1 I) K 

, 	tc_- a)< 	)1.-t)1/ 1=i—ePT 	Loc. lit:.-.LowTMALla, 	7 i,8,f,tc6 

i,) ,) 1--)1.--ez. 

[0013] 	[3] #111* 

*RIE1)1(z8o-c, #E114Ka, MAL18,trfPC:FAL4-a14K (4CLR) UM -z 

Lt:.-_,t(,) xu-)ItIALI#R4 --ea)MAIJa)3M1i<'L At:.-_, 	#R4Hit::_a, 	4111$ 

PRAIIPJL LT', 	PE0175thSi-,46-hztcobt:=4C,-zo 1i6:.-_, 	,t,V,Raji$ 

ogfillAlYgL LtcPRA4,CEllottaAtafFoligt::_a, nuolo,:stpiL,,ths 

A < 3AtE L, -t.  MiiiM, 4441t0R0175-̀ thSi-,46-hztcobt:4 ,11zo DPIVIVR 

it6ztE114C,11 -zlig6 , MALlet 7°-t)i/tca52/ 4 	/3\ 6f4-41::_affl -,3s 

41., #E117tKiJ\ 6 A of4V-CAlt e3A1E-1/43s tt.z z: Le-M 	L < , -HAES L 

--c-l'IALINgt5057zo #121*010Ellt:EL-ca, ,TIALIVAItttck•cf 

4441t3Moli, #R4'itenfiloU,  le*5(,:_-_tszo L'otHAbN 6, *ftql 

6:.-..8o-c#E114K6 xilt--ez a-  L ePT 	L 00 	-1/43s 6 t:.-_, #E114KolatRait L L 

-C-rAtAbtillE*-Vg ---Zttat, t 6 A,a) a' L. /\ J F' I) 	‘101EaY-g-AttAb 

1iFkhterplbt1.Z0 	a.' O 3p111,A 	I) 77-/<< , It -t.aYktfttfei-L -1/43541. 

, 	ifitt-eaZ,hteiPts < AbAblErgi-t 	z.'Lx0,1,Vb'< oAt:.-.1-3o--ME11--et,) 

, 	DPI JEllOt1112tKLI., --CVEllitefrgEtql,--C1,\Z 	[Int. 	J. 	Pharm. 	(1998) 	172 

, 	179-188]0  *RHA6:.-.1-30-C1C11 L 1141  Z #E11* L L -C , 	.L8,f,a)it,, 	I 	., 

Mit E, ., 	401-3,trf5* 	1-7 	ffia)4,ffi, ii) 	i) I- —)k., 	v)i/E 

1--)1., 7J= I- — A41: E08,1711/ 	—MA, KRt)i.:>,,IA, gRt)i.:> 

r,11., 	'91 /1/, 	RIE ,9' 	1g)—f120/gtsPC:FOLIttizz:Le-- , 	lit:FR 

tl-ztaYeatsoo PTL,N#E117tKa, 8,f,ffitca8,f,77)1.—)1/ffi-ev,), 

ct ) PTA LotE114Ka, 	.1,gt, 	tc a =') 	I) I- — )1/ -C 	(,), 	!tit:PT 	L < tVL 

74,1TZ.:. 

*RIE1A0E34444[MtePRACE110-c#R4-,3_41.zff01--eztgat:.-_a, #EI 

14K a, 	'43 %,)]*-4/gt:.-_,E-74- -,3stt.zt,11 -ztayezo 1417Migiz6 , #E11* 

a)WAIlla 1 0 -- 2 0 0 gmoD# -C 	Z0 
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#E11* L I., -c• a),744.'ALINIUMEll -1 /43s -ft tc olit--U:.-. (,, 	-t. oAllliK 	< 	-41. a 

kj  \ a' L  e% 641;c kJ \  z e• 	inHit:ta 	< 	- 4-LtstE1 12tKtvoug- z 0 i, 

njigt:.-_ -ciaza- Ltitmow-A---ez. It-Dz. tE112tKi12tKttlr4-4/gt:gi• 

--c3t,ht--ezto)o), 11U.-.VeY113 -Zo)V<"e-M 	Lovi'-at, 	-t.  

o) WW a iPts < Lt 1 0 il,m1-;t_h6:.-. - tt.6 raflts0 . -1/43s 6 I,: a A a) A- ft 

3R6i)Zta-a6:.-_6tAIJ L ',gfri I., tcPC:FOIJ L oiLA-aft 	thitl Lk-  -') A_ ---e o)„ 

Uilt.tRe-M 	tt.z e, lit: 	is Pal et,26/) 6 tt. ts 0 FR (,J 6al0fOLI LP100) 

UNO#E114Kilt.tR -  Z a' L 131 T 	L, 00  

[0014] [ 4 ] MAIlltYatigajta)ITIMEll 	71VAlt L PC:FOLI VAR • x1-)Ifthbifl 

*RIE910)PRA&641,110D 1-)1tIALIotai 6, 	T, MAIlltAtZIRW-101791J ,W 

PI 	71 -3A,It 8 ck rfliMAIJ VAR • xi-hithb VI 	A-Vo x121f4u, IN A_ tS, Iii0f 

Alit ct tgfAllltAtritago)rilifrill 	Ott 	=%,)3*Yg"ifthil'it:.-_„t -D --c 

',gfri L PI Hi t:.-_"ff 1-)tt.z 0 *ftlE91o)xitIAIJotIIMItVtit:.-.FitZ -1 /43s tt.z t a) 

--etV-s <, 	413qCi.g1C, 	- Z513Z_AS I' 1C, 	- Z a Le-  - c' 	Z 0  oTtt. 

o)5111,-zi3\t, MALI8ctrfPC:FOLIVEffi, AVOigtsto)_ -1 /435 

t::_ct 'D -CLASTAtl Z ' Le---e 	Z0 tataAiniteLITIZtt • 3m,tt 

otavtifttorAz a-  Le* < , -ti-t.a*ifiT.-. 8 kivz 613 	I., < tVflt 

oz_i,±15131..ttR -z,< --ezo 4E1 l„ MAIlltAtZIRW-101791JMEll 	71 

Aqt t:: E)I/ 7  i = K 	• FitfOLI t: 1  ') 	') I--)I. 	1,11 	Z via t:: 8 ki \ -C.  

, 	E)I/ 7 1 = K 	o)40-16/) --ci-C\AialEr=iittt:.-_,,t (,), 	oTtLo)iflift.tR LT' 

t APP`sxighlgfrtV4z z: Le--e 	Z 0 

[0015] *HUM Siti, ±Ao)TfiT.-. ct (,) 14' 6 t.tc 3ktt 8 ct rfPC:FOIJ 	-•A--Zt`L 

,ifn•fEt'LL af,s c, 

*ft 13)1 t:.-. 8 ki \ -C, 	MAI] 8 ct rfPCfOlJa0-)Ighbt:.-_t —fRO'gtstVIAX')Ifthb 	1E11 0z 

L effiz e, lit:::43%)]*-4V-)Ifthill,11 - Z z: L ePT 	I., 00 Ai* lYg 

t:.-- (, —Wig tstVIAxifthb' L I., --c, 	.-A-v-k-JEN:.-.K$AAbt —)1,z)1,/pi5)j 

soigt:.-.i)whb -zimemEH:stt.--cozo 	t —)1,z)i,L t., --ctfimiit —'L'z)i, 

. Aibt —)1,z)k tacit —)I,z)k it.mt —)1,z)i.e%641.--c8t,), 	z: tt. 
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66 *fthb • 111fi • tafii • 01-StsEow,±1-eTi-)IfthblE -3z: Leffiz . T 

P1L L-c6 P112MR14- Mz)1/, 	1-431111fii*Vhb • §i-Sz)i., 	%i'J 1- z)i/ts Ea) 

iiia)E4,45-Migt::_xifthb -zz:LHOigLLt-cime*oc. 1-431111fi*Vhb 

z)14:.-..a, 	52 4 	z)i., 	1=1-7—z)i.et,), 	1-431111fii-E-Sz)14::_at v 

,9i — z)i. (f-( 7 ZJIA , /\J7--Z)1/ (7 17-11f —) , 	EZJI., 

I) — 	Z)1/111figi-St:11:1A., 	)]I,: ct -D --C. tXighb - ') t a)e#11 -Z 

o  :')i v HZ JI/at t::_gi-St:.-_ -CX3ii- 	-3 t 0 7V*0 e, -t•OMAL t., --ca 

At A-- v K v 	7‘,:atL 	• tLIMI- 5qM-1, t'L 	• i-E-5M11-5V2, 	i X)1430,\ 

3Ai-M (PV_ffli„) Me 	z. lit:.-_, 	i‘yi-z)1.--ex-,-)Whb ,"ff -,0/31Tt., 

li\ c, 

*R13)110,Ik<uAIJ t:.-.. 8 o --C, MAIRtYankiMaa)AlifF111 	71 -44!tt L PC:FOLI L 

OVEELa, 	1 : 5 0 0 0— 1 0 : 1 ®L,oo a.' a)a# 

ct (,) t MAU/34' <tsZ LA- liti=J —ftt:IMetl; zuiRttet,), PAffOue 

*<tszLzfEa)MAIJ--etvAict ,hta)5110Tatt.eZ 0 MAIRtYatige 

fl-oiTIME1171VOttLPC:FOIJLowEitha, ct (,J PTA I., < a, 	1 : 1 0 0 

— 5 : 	1 ---eV), 	-,3_ 61,:t7T1,< a, 	1 	: 	1 0-2 : 	1 ---eV,), 	A't)PT 	I., 

<a, 	3 : 2 -eZo 

L'oxu-)Ifthbiflt:.-..ct 'D -C. MAIllt Yatigajt a) iTili MEll 	7I 	Mt taCfOLI L 

tj— t:.-3,g RI -1/435 41., 	-t.a)WWL•11e 2 0 µm1;CFVUMIEt 	(,:.-. ts Z ct 	I,: xighb 

-1/43stt,Z0 	a- orLaL - za- LT', &6446::#1±12tKiJN 6 3AtE l„ %V, 	•\b11$a) 

IA Oiga)311311C --c1113 -Z z: L e--e _Zo 1UMIE 1a)Wh 1•116 , 	PT 	1,< 

a, 	1 0 µ,n1J-;CFT 	t') , 	ck t,JPT 	1, < a, 	1 —9,u,rn-eV•J, 	A'tt7T 	1,< 

a, 3-8gm--eZ. 

[0016] [ 5 ] #E114KLMMIEta)MfriTfl 

±02f11 • xifthbifi'--(141 64-LtclUmiEta, Zi\ --e#E114KLMRIL, &64 

Hiv-e----/fts4-a14KUM -zct -) t:.-.1-zo *HMO*, 4-aptKa, 3Alta) 

3134$H ,fiFillt::_ct z 11E,NMgt:.:ct (,), Mt /J3001_18 ct rftE114KL NM I., 

---Ct 1.;Z3 -a12tK  	0 #E112tKL1UMIErLVER6 , 	—flalg6:.-_%641.--C 
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ozMal*CEllozz:LeffiZo tt:.-..1113•ALIVIP,A75W), 1113•At:.-_a 

-1/435 61,:111WIL 	-/fM-1 10=f2e#1± -zo 111fiMiza7.KFTAM-M-alt vM-,  

maw =*PittEM-Mal*, i-Li4Km-im-almet,), 	-z3:1(,:.-_al) a — 

M-1  (CI, 7.K) maw 	CI ,) a -m-im-a*, 	i)tm-i (c-4, 7.1K 

) 	i.g-al*ev/I -zo ite,AtAbat,J111fi32L .-/fma)mt:.-.3/31-L, Lifi 

mu4Kwimmimalm, 7rnittEmimalm, -t.l,-c -/fM-It:.-_a ,) a —M-1  

(CI, 7.K) ma*, i)tm-i (c-4, 7.K) maw 111fiFTWITLaA 

e%64-L -cozo 	'Lott:, P112#II'MZ)1/, 	1-431111fil2fthb • 01-Sz)i., 

i v i- z )1/aY43%)]*-41gx-1-)Ifthifill,11 1, tegf 1:151-\b, 	J--( 1=1 	2k4u, 	t I) 

1 	1, 	tk41-1  . 	t.,1- a- - 413:.-..itTZ,htNi3\67`sZb'sZfill,111.„ 	tI 	- Z a.' L 

t:.-.. ct (,J V=J — ts'A-atkuAIJ ,fiFZz:LeUi g--e 	Z . 

inViLt 	L#  121* OVEEL a , 	1 : 1 0 0-1 0: 1 a3 t# L - Z a' Le 

PT 	I., 00 	a' 0)0, # ct (,) t lUlfIlLte*'< tsZ LA-itl=J—tt:.-..13$et l; 

zU, R,htet,), #E114K/34'<fsZ L 	Z f 20MM --e aMil3t,hta)511a)Tat1. 

ezo 1U1111ErLL#E114KoWitha, ct t,J PTA 1_,< a, 	1 : 5 0— 1 : 1 

TV'), 	-1/43s66:PT 	1,< a, 	1 	: 2 0— 1 	: 5 TV'), A't)PT 	1,< a, 	1 

: 	1 0 ---eZo  

VaMliEtL#E112tKOW=JrLIIODEL$a, 	1 : 1 — 1 : 5 0 a)0,# /31T 	I., 

<, 1 : 5 — 1 : 2003ntecOMLAN0 

[0017] [6] p)30i 

±Eifl Vi'41  6 tt.tc_- *R13/1 	IROOR'41110)X31-Ik4u  Ali L L -M64 	Z ta -a a 

, 4111$4'4, 4144'41-sE041MliCR'4t:.-..ct (,), VIC2tK6:&64 - Z a' L eT 

Z 0 1414KlYg I,: a , tr'4411M.e4111$&64-  e 	Ztli a , 	•TT," - C q111:35 4- LZ 0 

TtLiJNIDIRO' 	11,111_, ---M64 -z z: L e--C'Zo 

pkAi L i „--c a, 	E'j,N7—, 4 —,N7—, FlovvCaps, :'Ji v HN7— 

, 52 4 	iN7—, 	1=1-51 -1N-7—, 4 	i'-r-A-7-4—, 4 	/\[,- 

-\'D-ZEYTIMIZ11,11 -z 	eT i-f I- 	0p1 	 a-  L 

Ze, L'41.61,:.:FITiftql.Zta)TatS00 
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AMIJ 1 

[0018] 	( 1 ) 	A&I Alit:.:1110 UtHeiErLODOMI  

E/1/7 i= K Alia (e9 6 0 mg) t:.=-Dkivr, 	fEWTOTOLI (eg 4 0 mg) L ig 

flil 1, tc_-1, 	:') s' I- Z M.: ck .D --C MU IL 	T7 -D --C , NW Et 	Vit],t'l, tc: . 

PCfOIJL LT.  (,, 	I') 	') I- —)1/ 	(E1):FlEM , 	1,"A 	(DMV) , 	t)1.)< 1=1 

—t)l.:>r,./A (Y4 -t)1/1E*T) , 	.7°)1/7 	(*E.) , 	711 1) E=A/E1=1 

') K J (BASF) , 	)< 	)1.-t)1/ 1=1— Z (1WILl1E*T) , 	V )I. E I- —)1/ ( 

rEI) , 	'OR t )1/1.1. (rAviE*) , 	t..,:t1E18,1 (E#1,‘,,,) cMotto 

(XifthbA-it) 

4CEIIINI  : 	A-0-Jet Mill 	(-t 4 :> Ji') 

Mr4ittei51 : 	A-- I- 7 -I — Y- 

1ttel i7 —at : 	6.0 kg/cm2G 

' fthbi7 —at : 	6.5 kg/cm2G 

ZS51 : 	7r, I- i'v I- 	(7J1')Il, ) 

115($6 -t. tt.T.11.)ZOIUJ -e -Dtc.:. 

VONHEt 	1 	(PCfOIJ : I') 	') I--)L.) 	 75. 8% 

VONHEt 	2 	(PC:0J : .1,8,1) 	 61. 0% 

VONHErL 	3 	(PC:0J : t )1.)< 1=1— 	t I-I) r,/,.) 	59.9% 

MU i E t 	4 (PCfOIJ : 7°)I/7 	) 	 74.6% 

lia•fLt 	5 	(PC:0J : t') E=)l. Ei=i I) K 	) 	68.5% 

VaNitt 	6 	(PC:0J : ) 	)1.-t)1/ 1=1—) 	71.3% 

VONHEt 	7 	(PC:0J : VA/ E I- — )1/) 	 88.3% 

VONHErL 	8 (PC:0J : 7 	= F -A.) 	 68.4% 

VONHEt 	9 	(PCfOLI : gOgrOJ)l.r, IA) 	 72.9% 

NVIErL 	10 (PC:0J : ni) 	 60. 8% 

( 2 ) 	al AtalioDgFilk 

( 1 ) --(141  tc_IUM IL t 	L #E11* L L t t:.-.. t') 1 	1, 	2iIO)STAT-3S Wal.li 

iL 	(20x30 cm, 	3-445BrI 	A-R#) 	t:Att., 	9'2 tk, 	A tz-_-  I., tcAt:.= 	V 1., 
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, 	eg 3 3•134 --etaz z_.-  L VAR L, 	1 6:.-.71 -2IALI 1 /3\ 6 2 0 	.,1 3S Lk-. 

Mfra, IISt: 5 tpff75\ 6t-  J 7°') 	l„ -A-3ktril 	UPLC/ESI-MS (Z. ck 

-D --C.  Ali if L , A-Rietl=J---ezzi• LVV,R.Ltc. 	zi•oHi, #EI14KL l, -ct, 	i 

,) 	i) I- —)1. (H ff,fE, WAIII : 2 0— 3 0 g m ) 	7-z-_-  tv1,8,f, ( D m v 

, 	tAtLa : 5 0-6 0 ii• rn) CEII 1,\ tc: . etc, laMiHiEt 	L #EI12tK L a) WE  

ELt 	1 	: 	1 	0 --C-D AL-. 

AlAffg 2 

[0019] ' 	cAtaliotg_33•;141.1Z 

1LIMMiErL 	L#E11* L VE-alt 	tiM i, — If —111#fiff (Lms-300, -t 4 

1./) t:--z- ofdt LtcL z.: 6, 	0. 	2MPa 0)11)]-FTOT41,0-T''-g-At:i 

7 Ni — /VIE L, tco 	>4 1 t1LIMMiEt'L 	1 LKYME112tKL VE-alt (1) ot`L 

g.3•t--eze, t6:.:2 --DottsE-711_,, WAL117 gm a)E— 

eln•fErL 	t: FLA, -t.  L -cW=ML•11 6 0µm a) E — 	1,#E114Kt:.-..FIEA -  z . 

ita)1.,Alit:.-_ -DkiN - c tIUMIEtt, W=J 1t 	3 	0 — 8 . 	0 µ m a)e,# T 

-D tc: . 	PRAIii, 	#E114Kttalit:.-.. L Ls 	t) , 	1LIMMiErLtvRAHit:.-_,t,V,R 

tv$t:YIBIL -')zLA.641.z. 34fi6:.-..ct (,)141  64-Lk- tali 1 /3\ 6 2 o t:.-J-30* 

z lUMEt 	a) WA`L•11   1 t:.-_71 -. 

t.,:- , -A-Irdz#E114K (7.7  I- —) t:ALIMMiLt 	(PC:FOIA-3,tve EA/7 i= 

K AI'L) ova iE L tc: a 	Val t: L tc S E NA IV* 	7j -  ( >4 2) c, :) iv 

HZ )11,:ct "D -C Z 	1=1 iE tql, *-03=itaA1L tcl: -D tc EA/7 i= K AI'L 
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[V] 

Aiit ff.Ali gl. f* MUHL II li- 0-) V,a-
(rro 

1I ,t. ) A  ) F_//„. IL Vit 7.0 
741.1 2 li.,* .FILPf, 5.6 

N-Ali 3 93)1,7z 1-_`)' 1- 9 	-2,, Rt:fh 7.1 
VAIJ 4 -iii,-,- ✓ Alt 6.4 
NM 5 419 t 	71/ L'12 9 	F-:-/ %1T.Y. 6.5 
-NM 6 2? 1-  ik-til,1:2 - ,A RO-: 7.3 
NM 7 1/I. .ff.  b -iir RV, 3.7 

1 8 --e ":"/ :_-:. 	], - .A., Re 6.2 
U4- 11 9 )- .Fifl't A.,✓ 	.A ni* 7.8 
V_g Pl i 0 'f, 'AM-  4.6 
NM 1 1 -.1 9 -A 9 	I- -ii- •:--E-  V -A) 	f' .--- /I,  5.3 
NM 1 2 'At* x) 7, 11 1- -A 7.6 

1.1 1 3 ;f7 /v)4 ri - 	t 1, ) i 2,  =z) 	5 	1-, --/k 3.8 
R,P] 1 4 7' 4,  •-- :.---' z) 	9 1- --ii 5.6 
NAII 1 5 .tz J 	-L.--  -._.- A..,  L-:* IT 	9 	Fz• :, =. 9 „A J F. - it.,  4.1 

A•11 1 6 2? T-  /v -t 	t2 - •x. 9 ."A 9 	1- -/L- 3.9 
NAa 1 7 Y it,  t' 1-- -il,  s 9 A l) 1- -/1- 7.4 

AI' 1 8 -.7 ." -7:- 1' - yl, r.1)1)9 	l'• - it,  4.8 
NAli 1 9 E.-)--,': 	)3 ik-',/ I' ./A --9-. 9 I--/L 6.2 
T4411 2 0 nfs -- 9 A) 	1`---/L 3.6 

[0020] Y611.9."[VitR8ctrfAk-ZhntR 

AMU 3 

z._-.0)77 'y -t-( l, . 

- - - e 	(,J, 	* -t ) 	7 

-, 	8 -)( I- 

Z a L e% 6 

EA/7i= Ick 0-)T75\t:.-_*' 

(A) 	(,, 	EA/7 i= 10))1 177-Mhtslitl- ZAL- 6731,:.-_T7 -D 

OS, 4 AJS-ffiTAngM8 ctrie_i_7J-* 

Z tzt95 t:.-.. r34 ft -1 /43s tt., 	R 0 S eitattatODY11MtaAMLI-sZo 

LetANZ. 

L'.0ck -31'sY611MhtLY6318MttLfc-A- ZL, 

L'.0):.L75\6, 

tz-_- aZtt 

AI,E1 #1,1101L-

Ka)ftt 

•7°  CEllotcrAgi 

I) 

*Ni 7l, 	( 

iLatb`60)R 

(ROS) 7v -t-foem-ez. 

t)31:4'.0 VP  RIINK -  

(2 5 OW/m 2 ) 6::_cLD -TROSaffil,":4:1,No 

6, Afitt 8 ct tie AlSktlEalt-e 

6:.-..7T - L8(,), 	8 -NAO Pt, 

8 -MOP8ckVeE/1/ 7 i= 

I) ')'J4, 

ViNiA, )1 177,M."htetclniNa.' 

S 	t - Z7V. 

L'.L75%75\Zo 

>4 3 

RAM 

=51-  

trgy 

MOP) 

(A) 

tt.--C 0 Z 0 	>4  3 

KA, Ltt:.-..Y171MhteZ 

< R 0 

EA/7i= 
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Kl, )'6-k-/ftt:.-_rill'AeZLgiA.Z. 

T, 	EA/ 7 i = KI:113tAtk4.'llit, II 'ICE, Al2MAIJ 8 ck *0 tVgA 12111  

Al_175A. 641.Z. -t. a." -C, 	1, TtLeiftt)J75NVNIC:.-_ - Ztc_- 673, Akifft VA 

CJ/L-0 	T, 	EJl/ 7 i = IJ Xu)i. 	, 	1=1 7 	7 7 4 — t:.= ck t')3•$h l., AL- 

L a.' 6, 	2 5 °CT 1 HinollY6T-et3Aq'tt7i:35tS,13\ -D tc. 	4 3 	( B) t: 

7 -L8t'J, 	EA/7 i= K 	7.1<44y(,, OgiticaY6 (2 5 OW/m 2) t::_ck t') 

0. 	3 1 ± 0. 	0 3 HirA1-1-Ctql.ZR,75\0•0) 1 ;a1it.3311.-C3•11q Lk-. — 

, HOVEM411-dt-FT E/1/7 ± = K .i„ 	,t .0 EA /7 i= K .ix!.31pRA 

tlAIRMatS3Aq'ht7i -  a L tcl', < -k7f-C-D AL-. —NI:, gArl=r-etY60) 

M'htei-4 <, Y617 ..,ht1Ealt T (, )'60ild3 	8 ct rfaZtt1E*120gtyht 

ete,1,4u -zttab, 	17tKct t') tY63 74'hte0,0. 	a'0) z:L8ctrie< 3 	( B) 	(,:.= 

77 1, tc_liiiM 	1)11A-  Z L, 	E )1/7 i= K 	i]E(A,S4.uALItt, 	,i-y,f4c,s4.upi ct tjt, 	ti 

Igkx311.1 A1_1751TL, 00  

AJAR 4 

[0021] t 	i)-- K-( 	51 —(Z. ck ZW)11:934ANAIJ (NALI 1) ITfit 

x3112tKayY2%)]*-Vgtat:=134L,--c17"ff-3 tc 673, AT%,318 ck Vell$52)1. 

---eZtiT - K-1 J/0 '9' —1,:::"-C$C1- "ff-Dtco *12tKt8.FA'a)5--:)L 

AV7 4 )l.'91—ffitatz-_- ta)Tt'), 	z.:413:5A31,1fLPRI77°K[a)--al--) 

-ft/L- tay-ez0 a*Oigts511, USP 2000 " Physical. Tests and Determina 

tions/Aerosols" 	iti" Multistage Cascade Impactor Apparatus" gag,051 

011L/-c=0 1412tKrygts51(, )Zoi&t'JTZO 

( 	a) 

IM : 7 J ,9r--t J1J- 	7°7 — (AN-200, JAIEIEHE*11 ) 

t 	7°5A,j1  : 28.3 L/m i n 

1 1115/-1 	: 	i'Y HN7— ( ( 	) a=7-'''Y 	-tl) 

$t12tK : 	( i ) 	1.1 	Ali 1 Xu)11:934 Al' 	AU 

ORMEL, 	:')i ,y i- Z )1/TX31f4.1_,ALIUMIEt 	1 	: #E112tK= 1 	: 1 0) 

( i i ) NW E t 	1 
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(:')I V HZ/1/TX3ii-Ltz"_"tae. tEl12tKLMM L.-CW::0) 

W4K 	(I).. 	( i 	i ) 	't. tt.T.11.1E1E2 1-41 t7°--t)11,::_ifra',±74l.„ 	52 /-r 

t:.-..NE Lk-. 

Aqt7f21 51 : 	(UPLC-MS 5• *J 

1 	t71x : 	Acuity UPLC BEH C 18 )J711. 	(Waters) 

$ffl4r : 	 SQ Detector (Waters) 

t/7°: 	 Binary Solvent Manager 	(Waters) 

AM 	: 	0.25 mL/m i n 

47MiJM : 	 A: 	100 % 7-t I`= F. ') )1., 	B: 5 mM EMT' 	=,,.L.\ 

0-1 	3•: A 20% 

1 —3 	i.: A 20-95% 

3-43`: A 95% 

t 7 A 5.'01 I. : 	40°C 

(, iiM) th--  K-1 	/051 —*12tK6:.-.1-30-Z5--_hoDE)1.7i= K 

111 >4 4 6:.-..71.:. 	>4 4 	(A) 	1771,:.:71 -L8t'), 	$tf4K 	( i ) 	01, ALI 1 

W-)1PRA,Ik4.'ll_U, 	t 	i)--  K-1 	51  —1,:.= ct Z'43%)]*0101110),W115/3\ 6 

, 	i)i. PRA-TkIALI (2''AI] 1 ) 	6t6:.-..5-- 	0 LT-  — 	2 — 4 t:.-..3 1.,z0 

Z a'  L el-ANZ. 	T — 	0 t:.-..3 -  Zt`LIIVAI 1.,-Col-SolUMEt 	L 

#1±12tKO)V-a14“::_g V-LZ EA/7i= IJ T 	Z L liALI tql. Z . tatE I., tc_10111 

1Ett6:.-..5--:'J 2 —4 t:.-..3 	1., --CoZ a.' L7V71-,Lq-Ltc_-. 	z5—:') 2— 

7 t:.-..3 -Zt`Lt:.3-,1--Zi--t 	I- 2 1, , 	FlUMIEVLIAIZOTNIATZ 

%V, 	R1,41$1,:.:7-c_-  Et,) --D < mai 	L 1,Z RF 411-etrz,-, tt,z,, **-1,,IN t:.= 8 

0. z RF 41164 5%kL37LZt OTV,), 	L'Oa.' L75\ 6.191111Et8ctrf#E1  

12tK a) *al* T 	Z *PR AtkIALI 1, , %,31f J6:.= L 	t'),E 	val2tK75\ 6 IWAIE I., ALIA 

V1ErLOW)-7Y, frAig 311E131ICT 	Z %V, 	R1,41$6:.:.+36:.-..Y113Z t 0 L 	A. 

641.Z. 

e tc, 	t 7°-t )I. 75\ 6 ON ffl t:.= --D 0 --C t , IIAIJ 0 9 8 . 	6 %et .7.-t)1,75\ 6 



WO 2013/039167 	 19 	 PCT/JP2012/073514 

44 ft :35 tt:r 0 Z a L ef4 U. -1/435 41., -t.  OA 0 MR ft • 3M ft t 7i -1/435 tato  

—, 	#E112tK11,11 L --C ots0t12tK ( i 	i ) Tip 	MIEt 	1 	3•$h L tclig, 	>4 

4 	(B) 0)771,:.:71 -L8t'). e99 9%755--:')08,tVe5--:')1 (,:.= 

t'). 	R F 1Fit 	1 % ---e -Dtcc. #E112WA:KoltlikTt -Hts3Vhtel'41  

6 tt.ts 0 z: L, 8 ct rflUMEt 	e;Y.M UM 	Z z: L t:.-.. ct 'D --C.  amitto 

la-Ft::_tge-DtctoLA.z. 

1,;l±/\ 6, SOTNIATZ%V,R1,41$1,:.:1UMEtLYIJA-:5 -t. Z 6::_6 #E1  

1* 	PI 0 tc: PR AT'21-Ik4.'AIJ ePT 	1, 00  

AJAR 5 

[0022] (1) §PIEIFIEAovalbumin (OVA) 8452)1/Ilita)4/048,trf% 	1:1)1A tail 

(t4 1.1 1 ) a) %II i 	tk4 

YV:Ilig tsITA,'2, • Itht ri-1 a ft 11$ A •_,, 	52  )I. ---e 	z OVA 64/Ftlit52/1/CE110 

-MALI 1 OW-)1PRAIIAIJOM5- iiTiff4 L tco *)1/6, 11U.-.1-3o-CPTiti3 

ttM-18,tvePTR3±16,ma 	Ida -ti-VW, LtsZ OVA --eSqF L tctit t:.-_ -4 L, 

OV A"    -)/PRAtk.11i 	,t,31N#R'4 -Z z: L T, nfoR41:.-.8 0-  z E, pThygtsmt 

-,V,E,-,5 -t. Z 	52)1.---eZc. 	1-;t-Ft:.:52)1/4lF14-3,trfIlAIJ 1 a)X3/PRAtklAli 

0)%3LIN4'40)412tKIY9fSa7i -c. 

( 	a) 

Miit: Sprague-Davvley rat 	(8- 1 	1 	Eltt) 

FAM: 	4[91EIFIEI 	ovalbumin 	(SIGMA), 	7.KR1E77 /1/Z =',./Ait/l. 	(SIGMA) 

LIN#R'4'14: DP-4 ( 	A-R-#-ft I) It — 	) 

0, 	7, 	1 4 El IA (,:.= 8 livt, 	OVA ga (OVA: 	0. 	3 3m g/k g, 7E 

4E7)1/Z=`,11.: 	1 6. 	6 m 9/k 9 	at,`) CIRK°N#R'4 L, A„ 	1' a) 

2 4 Hingoz, OVA X3/PRA-IklAli 6 m 9 	(OVA 'EL L-C 1 0 0 µ g ) 	,t,31 

NtR'4 L tco ZLINtR'41, , 	I-/ 	.E'.9' —)1/agb-F, DP-4 	%If t:.=.4 

AL, an 911  %, 	1 Z a.' L ---Cff -D tc: 0 ts 8, 	ai I- 1=1—)1,gt:.3-4L -ct, '''L 

. CE11 0 -CAM' L tc_- X31PRAIIAIJ CE11 0 tco  

tklAIJ 1 	( 1 m g / k g) 0)44#9:46, OVA ' 	A2kIALIOD#9:4 1 Hirimmt: 
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"ff tc. 

[2] 

[0023] 

TIIT ik 4- 	 A WPS lir 2 4 HKl 

OVA r* 	 4-4Ltt-DPI 	 OVA-DPI 

-..." 1.-. 'LI -'1, 	rf 	ILA--DPI 	 -L -DPI 

tali 1 tt 	 NAI1 1 	 OVA-DPI 

( 2 ) %Uji$A349-A (BALF) ts-'14R, BALF *„ENS 

BALF tVITIWMta)Etkfit:A111--eZ L -1/43s 41., **-1-01J --et BALF *NM 

IINNa) ItN 	-3 a.' LIZ. ck t') Aft • KAM .V. a),Wifi -  -D AL-. OVA #9:4 2 4 

Hirct:.-. 	1,9' —)1,a 	-F, Jimmiiiict t,) IlUa:s -ft tc,l, %It:: t = a 

— L' 	4A L, ±1.11% it* 5 mL (,:.= -C 5 	549- 471,\, 	BALF 	i-s"'Efx Lit. 	i-s- Efy L it B 

ALF l, 	1 0 0 0 rpm T 5 3•rmitib t:.-.. 75\ o._hz,* 	it ,, 	PBS 1 mL -erfSIN L 

tc. BALF **cfocEnNotiqw, 	mijita3,1,-[N'CE11 ki \ --CAWF--Cff -D tc. 

>4 5 6:.-..tali 1 	(1 mg/k g) V: ck Z -A1R r1191]Lt • Ittrilattli$At 	52  

AAA t:.-. 8 6J* Z AfIttaiN3 AIYALI3tttAl_lt L, tc*IiM 	7i -c. NM (,, BAL 

F iti aMaliNN 	7i -c. ts 8, KnEiNtW, t L 1„ --C*38,t vePTI=1:13--ea 

-.3s tvc o zo 

AVISqF 2 4 Hiralo o V AUt, aJ 11=1-JI/gt:.:EL/<, MeiNtWeg 

6. 	5 IgtiMin L Az-. —, tali 1 g---et, 	a J 1, 1=1 —)1,g L ELV ij, 	BALF iti 

0)*iMiN N eeg 9 0 °/c4,1 ,P L tco 

ts8, 	i,A,Aj-It, 	taLl 1 044Zat:.-..ct -D -c, 	JEll ii4P4O'gt:.-.1,1,P L 	(0. 

1 -3. 	33mg/k g) , 	3. 	33mg/k g -eZIML,ittga6:.-.1-30. ZBAL 

F itionaiNtW, 1 mg/k g-eZiMottgaLaapm--e-Dtc_-. 

a-  tt, 6 a) 52  —9' iJ\ 6 , TzIALI 1 t41$60fEftAbri-'9 	t:.-.. 8 ki \ --c gob 6 tt.Z11$E,  

Pff-e0Aft741,:tfl]$1_1 -- Z a.' L71[1R L.-C. 0Z. 

(3) BALF rool$Aftilivii-r A- 7 — t — vorz 

_tau 1 0)m±15-thmct t,),40:.-AM--Ztc_- 673, BALF iti0A42/4 7J-7-t 
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— ,l_lt Lk-. 11$13$ .a)/ 4 	7—t —L 1_,Z. KRIIMKAN„ (L D I-1) 

. PTI=MAft0/ 4 7j-  7—t —L i j -c z i 1=1 / . )1,7j-*:> y---ff (mP 0) 

-t. tt.T'tilltR Lk-. talo)Aft8cktMilEt:.:80---Ct, PT11:13/7 	i=i -, 

7— 	/3` 6 314 -1/435 tt. Z NA P 0 eilMatt)< 52 -1 I-51  L LT.  IN <c. Ott.(1) A. 

M P 0 oFFIA3t,htt, PT11:130/ 4 t 7—t — L L-C#48 -  Z. 

L D H3tft8ctrieM P 0 3tta)Altem 	6 6:=71 -... 

AVIS4if 2 4 Hirago) o v AM:80- Z L DI-13tft8ctrieM P 0 3t,[tt, 

a J I- 1=1 — )1/U L ELV 1, kiNTtt.t, Mili L, tc_-. —, tkIALI 1 UT 6, AVIS 

ff 2 4 Him a) 0 V A UL ELCI L, 	-/-f 7J-  7 — t — anfiPP 	p26--e5 tc. 414K 

IY9 t: (,. 	tali 1 #R4t::_c .D --C, 	OVA FaMF (,:: ct (,J 	/ 	4 7J-  7 — t -713 	I. D 

—)1/EVJN6±11)iliz ,v,ii-a. 	L D H3tftTeg52%, 	M P 0 3tftT eg67%, 	-- 

tt,T.'tt,ffiIii l_, tc c, 	Lk- 75-D Z_TIAIJ 1 tt, 	PTitiLlttAa-\)D-113:1* -3 NA 	.10 

4 	7tfl]$1A-Z06:.-A5LOT-CZ LEA_ 641.2. 

a.' 1052  —9' (,, 	BA L F t:.= 8 tJ'z AattNiNa) Ej A t:.-. 8 0.  Z 13E..V. 	L — 

14' 1, --C 8 t') , T'AIJ 1 X31PRATz'AIJORPHR41,::_ct Zji$a)Aft8ct rftNEILA 

01_1 1 

[0024] °)L'7== K 	1g)g1=IYA'4(,:.:80•ZY-FittaitAUR 

7'v 1-1017iv)t 	•-C3i7.013 	<O_It'), 	EA/7i= K 	7 v 1-6:.:,411=1 

#R4 (1 6 Om g/k g 	Zki\63 Om g/k g) 	ij, 17 , 741,--ey6 

PgAl Lk-. 	ON11-114•10) t-OttZg-r-eiTifi Lk-. -t-  OtliiM 	3 1,:.:71 

-c, 	I- 1=1 —)i/g t:.-_EL,‹ -c, 	E A/7 i= IJ 1 6 Om g/k g #R4g--et 

t::/SM-..ta)kfEEL673tc_- 7Y, 	3 0 m g / k g -el,7,41:4;k1E,2673,-s713\ 

-D it . 
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[3] 

S'i.A.' IL Ong@ 
UV 

L* 	a* 	b* 	ZE 

:it.- Fl 

	

VII d 	54.91 	1.26 	7.19 
- 	 1.11:17.0.34 

	

-P.M it 	-65.98 	133 	7.07 
-A- 

	

na 	71.22 	1.30 	2.29 
x_26±.0.19 

	

Z fa & 	69:23 	1.92 	3.03 

4)340i[a 	70,59 	0,09 	3.67 
169 ± 0.24. 

L'1l,m---1:› 	 Ztta 	71.04 	-1_04 	4_88. 
(160mg/kg) 	 UNE 	71.05 	0.89 	561 

3...97 L'.-.05g 
Zaik 	7235 	2.06. 	9127 

UM ti 	n 16 	1.19- 	-0.18 
.47.-02 

E'/1.7.T.-7-1-=:..d. 	Md.& 	71.50. 	1.54 	-036 
(30mg/kg) 	 VJAili 	72.90 	1.274.14 

2401- 020 
Z Ka 	7226 	281. 	=',-:.” 	. 

AlAffg 

[0025] NM 1 

6 

0%3LINtk4Hi6:.-..8 0. z EA/7 i= K 	12TKNIIiit ( 1 ) 

Xu)11:93tAtkIAIJILt:.-_,t (,) 05L -,3_ ttZE )I. 7 i= K 	)11 ji to;11=14-4LEL$51 

I., -C, 	ffil,-.P 1, tc. 	1,75\ l„ AnittVIO I) 	ifil/-.Pa)Un1Httii)]W ---e tv's 0 

. 443LR0 L 8 (,), —Nt:.-..t, AztE,7344tAtZliMa6, ),A. 8 ck tie/ 	tc_- 6 

IA t:TRA-LZtceb, 	48,ttie/tz-_- tVAt:.-..80- Z,A1t3VtiZaeY6 

6CIRMTIO I) 	Vt!,4 -  Mit LtSZ . -- z: T , 14.'11 J 1 a)YhtVIC,, 

ztz-_- 6/3, Azil*-V76:.-A5-VsJEWE (1 m g/k g) t:.-..80- Z,11A1J1 	tk3LIN#9: 

41.„ 	3A)]*-`14:"ff-Dtc_-. MA. --c, 	41m#9:46:.-..8o-c6, 	3ATI1 	E1171 

JEWE --e.D -cAtrittt7iJEWE (1 6orn g/k g) 8,trfAzil1'F1Ell 

7i -%- "'SA \ JEll ii --e 	-D --066CIRMa 	7J %_ ts ki \ JEWE (3 0 m g/k g) 7Y%6 

tt.--CoZ a.' L /3\6, g1=a46:.-..8 ki\ --C 	JEWE 	7 v I- 1,:.-A64 l„ A,)]**N 

3R6-e5tcc. ZL1N 8 ct vegl=a4t::_ct (,) ETA, 1SM, 11$8,t velA 6:.-..80. z u 

PLC/ES I -MS 3$fi''ff1,N, 21.-  Hi rm m*AV41 tc. E)1/7 i= K 

01341tA-ZA,)]**N (Cm., 	T1/2.. 	A uC0-., 	MR T) 	z1-1,:.-..L61) 

Z. 
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E)1/ 7 ==Ka)411=a4,1, 	E)1/7 ==Kaita4.18,trfli$S'1.(, , 	5 

3J-;it:.-.C,,, a ,,t:.-.3! i.„ 	#Mjjeeg o . 	3 — 0. 	8 HirAl -et* O'g t31,P 1., tc_-. 

Z,Victriefflt:.-.80- Z21.t:.-_ -Do-ct#R4Wg0. 	5 HirAITA'Ml71 L, 

V., <:11 	t:.-. 8 o -c (, #A14JJ eeg 0. 	7 — 1 . 	1 HirAL ts-D tc. 	a.' a) a.-  L /3\ 

6, 	ctrflAbN6a)511WfaOrrit:.-.EL,<A.<, A6:.-.52:3stt.WiAti () 

irVictrieffl) 6:.-.8o-ct, iltht#R4--CM-11.„ 	ct (,)Y66C1Mfla) ,)eic 

kiN*IiMLfsZz: L e 	.1 _1:5 tt.Z . — 	, tali 1 a)%31i#R446:.-.80. Zt'i' 

Q, 	E)1,7==Koitnik-8,tvemansift6, 	oTtt.t 53•J-;tit:.-.Cmax t:.-. 

L, 	0,o-c, 	L.'41.6a)MItl, 	1. 	5HilEbli-;ti6:.-_*316:.-_ffifiRWL;t-F6:.-.511 

Lk-. 

IIAIJ 1 0)%31i#R4 (1 m g/k g) t:.-_ -Do-ct, 4111=a46:.-.80•ZYM 

itaftfoRiEwai 	(1 60m g/k g) 6:.-_ -41., -C, ih5ift, 	ZritctziTll,:.-_to 

-c, 	C max e-t. tt.T'tt.eg 4 4 03•0)1, 	eg 903`01 8,t rf 1 3 03•a) 1 6:.-_*1 

,P Lk-. etc, 	A u CiPt. tt.T1-Leg 1 8 0 0 3•a) 1 , eg 3 7 0 3•0) 1 8 ct rf 

4 9 030) 1 (,:.-.A,P Lk-. a.' 41,6 a) a-  L /3\ 6 t tali#R4 Ltctsa, g1=IYA 

41.,tctsaLEL$511.,-c, 	E)1/7 == K 	1g)glgi_74,Wifil,-Z a.' L eftlre 

tc. 

66:.-_, AniKiMaftIR. 1, tsolEHRT.-.80- Z411=MAIJ (3 0 rn g /k g 

) 	LPRAIIAIJ 1 	(1 mg/k g) 6, 	1LIA6:.:81,vrt, 	AUC(Z-t- tt.T.' 

41.6 3, 7 Olga)ZeZ. a.'41.6a)A,)]**Na)=, gi=a46:.-.80. Z 

E)1/ 7 ==1 ,:.3-41,, 	P1 A--e0)11Elle1 1VictrflA6:.-.80. zE)1/ 7 =K 

a)-#,*--18,trieg1520A-t- t:.-.A/P-.3s -tz a.' L711.,-ckiNZ. gml,:.-_,tZ 

YOMIRMaftIR.I.,tsolEWELEL/<--Ct, IIAIJ 1 PRA•laitarri21.1,MC:.= 

1E0411711., ---c- 8 (,), 	a.' a)z._.' Lt*I(..uAl_li-Alird- a)3LAJEll t:.-_,t -D -c*ALla)11$EPff-e 

O)5'JMI-46/), -:s 6t:ETEiliMEIITZYMigaftftfla) I) ZfJ 	-L<111 

-ftza-Leuigt::_tsza.-L7Trot.,--cozo 



0 

, 7 I` i: -6'.  0-  6 V-6. n ,t--3 1 TY % it FIR4-1,7_ 1 	t°,1- 7 .- -7= 1--  •:, oD X -J..) '4--N tc W _i. 
,,, 
= ,,, ,., 
c, 

cmax 	 Auco_ 
A* OM-, Rg/mL; 	t112 MN41) 	Gin It , h • vtg/mL; 	MRT (h) 

kl*, 1,tgig ;:_idt) Mi is , h • vtg/g Ea) 
J/10 

PFD-RP (1 	mg/kg, i.t.) 0.307±0.039 	0.17 ± 0.02 	0.0835+0.011 	0.261±0.011 
PFD (30 mg/kg, p.o.) 19.7±0.93 	0.33±0.02 	14.1±0.92 	0.667±0.094 
PFD (160 mg/kg, p.o.) 135+11 	0.53±0.03 	 152±10 	 1.05±0.075 

PFD-RP (1 	mg/kg, i.t.) 0.369±0.014 	0.24±0.02 	0.183±0.029 	0.427+0.0051 
PFD (30 mg/kg, p.o.) 8.16±0.47 	1.07±0.28 	11.5+0.51 	 1.14±0.12 
PFD (160 mg/kg, p.o.) 32.9+2.6 	1.06±0.24 	68.0±1.4 	 1.70+0.043 N.) 

41,  
§ti 

PFD-RP (1 	mg/kg, i.t.) 0.271±0.035 	0.2761-  0.077 	0.136 ± 0.039 	0.421 ±0.0080 
PFD (30 mg/kg, p.o.) 6.46+0.69 	0.799170.24 	6.45 --± 0.43 	0.787 ± 0.16 
PFD (160 mg/kg, p.o.) 37.6±5.7 	0.766 --1--  0.16 	52.1 -±. 1.0 	1.32±0.041 

PFD-RP (1 	mg/kg, 	i.t.) 0.202 --..L--  0.019 	0.266 -__.t. 0.059 	0.120 ± 0.030 	0.554 ± 0.0084 
PFD (30 mg/kg, p.o.) 3.95 ± 0.30 	0.668 -± 0.18 	8.33 ± 0.39 	1.06±0.13 
PFD (160 mg/kg, p.o.) 26.0 --±- 2.6 	1.06±0.27 	58.8 --_L--  1.3 	1.93 ± 0.051 

1-d 
n 
1-i 

P F D — R P 	: 	t°;1.-- 7 :vc.-=- 

M1..t, 	---- )rt,-ii,z1 — 8 

v 
E 

, 

s% n *.! 3A.A.wpi, 	PFD 	: 	t°11,7 .:.L. ------- 	1-:—>', 	i.t.: 	PA.AR 'I-, 	p.o.: 	ig 
(iiii) 	i,7-30--%5,[flirtiAltor-)31%*`,:j-l-mtfig-A*---1--,, 

P #.4-, .) 
la t..) 
O' -4 W 
u, 
.6. 
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[0026] NM 1 0%3LINtk4Hi6:.-.80- Z E)1/ 7  i= K J12TKNSIEtk (2) 

-AWN 5 L Ha, 7 v I- I,: EA. 7 i = K J a)gi=i 8 ct tiMAIJ 1 a) PRA t:.-. ct 

Z*111#9:4470, 	EA/7 i= K JOA-KLPRO)47 4i- liUPLC/ESI-MS(,:.-_,:t .D 

--C=51 ') 	I., tc. 	7t:.-111iM7i -c. #n 	1,H 	- Z111 RI 	( 1 6 0 

mg/k g) 6:=80-CELVLtctlia, 4'41 Hingo,:.-.80. z EA/7i= K 

0))1,447,17i6, PRA ( 1 mg/k g) 6::_80-C6eg 5 0 n g / g NaPre 

-D tc 0) t:31 L , 41Q (1 60m g/k g) 6:.:80-Cteg 2 0 g g / g KAT 

Z. a.' Oa L /3\ 6, Rouz 8 tJ•zA,IttR'42 tgi=1 ots-ao 1 6 (:)3•10 1 

--eZa)t:3-4 L, PRAt:.:80•447"ffit, gptal_10) 4 0 030) 1 t:g 

'- 	Z. a' oct -)fsE )1 / 7  i= K 	op)sM4,/fflia)Orttsg,Pt, *RH)] t:.-. 

ct Z ETEMEll 0 	iiiiltst,P5-A71[1k L, *ft 13/10) a A-TkIAIRIE tt. tc 5th M T 	Z . 

[0027] NM 1 0)%3IN&6413i6:.-_ttIZ E)1/ 7  i= K 	17tcNtiilk (3) 

g1=18,trfPRAt::_ct ZalM41,:.-.80. Z E11/ 7  i= K 	0))sM47,/ffii 

=3 1) 	't,7-,*,im. 	8 t:.-.7j -c, 	1 2Hintiloa4M4t:80-ct E11/ 7  

i= 	%4 	(30, 	160 mg/kg) t:.=,:t .D ---c —HintsbMiti E)1,7 i= K 

21. a) ±71 	MI 673 tc 7V, kiN T tt. t #9:4'1 6 HilVf11.-e511 	I., tc: . 	etc, alk 

#R-'4t-,:80-c EA/7 i= K .il, -,#*--litAI-6A7T -,3_1.s75N.Dtc_-,, 	etc, _IA 1 oa 

Allit-,:tAgnitaft7J -,3_7`skiNJEE (3 Om g/k g) 	.4$11=14-'41_,tcligct 

z: t') tit-  L < 1E0)SM47 4Tht VEY), PI L; < StlitAP;A71:35 tsbN -D tco z: O) 

Lb\ 6, 	PRAIIALI< (,) 3E. L --C.  1111 L tc to a I,: 8 0 --C.  t 	gl,htoiETEIMJEll l, 	El 

EU,  WC Z L 	A. zo 

faX_Lofiffl illgilt 

[0028] *RIEIJIt, MAIlltAnigaga)ETEMEll 	71V,CttODIETIMJEll I) 	1E-F :5 

-ft, 	%.x*5- 1-,46-e5zw-)ItklAIA-3,tve-t.otkli_MIt'lltt -zo b's'-gt:.:177  

V—)1/1E--ez a-  L --ePRAW51U,  Rt: L, li$EPff-e0A,±15-LOAIT16-eZ a' 

Lb\ 6, tR'412A,P-:s -tz z:LeUiRLI-sZo 	t•CiiVtiAlYglAt-Alirdt::ct 

'D ---C.  IMEMIta))SM-M- 	tfl]$1_1 L, ETEMEIITZYMiliMatf11$1_1 -Z a' L 

effiZo 
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iii5ROCKI 

[1,4**1] 	MAIlltAtZ1M-10EfF1,1171 -A,It 8 ct rfPFLMALI -A--zW=J 

V-Lae 2 0 gm1-;CFOARVIEt, Attiet:WWLIle 1 0— 2 0 0µm 

OD#E112tK -.A--  Z a' Llii`liL 	- Z, 	Xu-)11zI AIJ. 

Citi**2] 	MAIRtYatigagoDETEME1171VOtte, ti-EttN, ti-Lapi, ti-L6f 

ott.A,Au, 	t-r-L --)-DALL 	t-r-LwA-Au. 	t-r-LL ,9izAii, 	th',77 1) 7A1J, 	A 

TC8*ALI, OiMFIEA, ibitaC8*M, f illgALI, Altitafl*AIJ, 4 

5 1=1 -f Kfttr-LATIALI, YOMIALI, 	i, 	) -f K 8 ct veliVi7M-1AIJ 

/3\ 6 tszEV3\ 631t.tR:stt.z 1 	t,L-i, 	2 i-;t_t --ez, 1,4** 1 Eaoxi 

,1z' 	ALI. 

[1,4**3] 	MAIlltAtZ1M-10ETEME117ivotte, 11$1i7Ma8VAIJ--ez, 

113RIR 	 1 Eaa)Xitalic. 

[ii3VALl] 	MAlittYatigagODITIMEll 	71V7Ctte Ell/7 i= K --ez, ,14 

3RIA 1 	 Ea0DW-hlI Alic. 

[1,4**5] 	lUMIEtLL#E114K0V-a14K):M I., -c oz, 1,4** 1 /3`6 4 a)k,\ T 

tt.b\ 1 lAt:ENGOTI-hli Alic. 

[ii**6] 	MU 1 E t 	Ota e tE1 14K a) W=J t a ct t) d \ :5 0, gii3RIA 5 ENCOW-h 

-1z1 	Ali . 

[1$3RIA7] 	FitfOL18,t rie/tc6#E114Ke8,1ffi-eZ, 1,43RIA 1 13`x, 6 Oki\ Ttt. 

/3\ 1 TAt:.-laecoxi-hl'AIJ. 

[1,4**8] 	gtiffiiLgti-eZ, gi$3RIA 7 Ea00-)111 ALI. 

[1$3RIA9] 	Fitf04-3,t rf/ 	t-ct#E114Ke8,177 )1. 	—)1/ffiT 	Z. gii3RIA 1 /3`6 

6 a)o T 41.13\ 1 mt:.-_,EAMT12111 ALI. 

[gt3Rmi oi 	4, 7)1,—)1,ffiei I) 	I) 1--)1,--ez, gii3RIA 9 EgcaY 	-1I Ali 

0 

[gt**1 1 ] 	FitfOLI ei-,437J1 1) 7 — ffi-C' 	Z, gii3RIA 1 /3 \  6 6 Oki\ Ttt,b` 1 * 

(Z. gailCoTi-h 	,lz')LIc. 

[gt**12] 	FitfOLlei i) 	i) 1- — )1/T 	('), #E1 12tKIL .--ez, 1,4** 1 /3`6 
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6 0 kiN Ttt.13\ 1 lAt:.--ENGO /31-Ik4.111_10 

[114**13] AZ Mt Yatigajt a) ITILI MEll 	7i 	Mt L PC:FOLI L a) EL$effi 	EL --e 

1 	: 5 o o o --- 1 0: 1 0)0,# -ez, 1,4** 1 75\6 1 2 ooTtt.75\ 

1 TAt::_,Egca)xitIALlo 

[i,4**14] lUMIEtLL#E114KL a)EL$effi i'EL--e 1 : 1 0 o — 1 0: 1 a) e# 

---ez, go$3RIA 1 75\ 6 1 3 ok,\Ttt.75\ 1 mt::_gaik,a0711A0 

[1,4**15] IUMIEta)WWL'fle 1 — 9µm0)g, # --ez, 1,4** 1 ip 6 1 

4 a) 0 Ttt.13\ 1 lAt:.-_,Iaaa)xitlAIJo 

[i,4**16] gjimAtoi----ez, go$3RIA 1 75\ 6 1 5 op o Ttt.75\ 1 mt::_gaik,a071 

,Ik4.'Al_lo 

[1,4**17] EA.-, i= F J a)A,AilltY66CIRMTIegn#R'4,IkIALI L ELV L C 

tt.tc, ,IVRIA 4 Ekca)x3121A1J0 

[i,4**18] MAIlltAtZIRW-10)1791JMEll 	71 -A,!tt 8 ct rfPC:FOIJ 	-•A--ZW=J 

-Lfle 2 0 m,m1-;CFOARVIEV-L, 	1 0-2 0 0 m.m0A111 -Z 

#E11* L M fill 	Z a' L!tilliL - Z , 11* *1 13`x, 1 7\51* 

t:.-_,ENC0IIAIJ01z1 510 

[1,4**19] MAIlltY66CM-10)1791JMEll 	71V,flt LPC:FOLI'Afri L, 	s'' I- 

z )14:.-.. ct 'D Z* 	IMIL - Z a' L t::_ct (') lUMIEtV,IM-  Z, 1,4** 1 

8 Ego0-11 510 

[i,43RIA2oi lUMIEtLL#E114K 	t 4 1=1 	_lz, 	t.,1- 1,7J1' ,) i 	i, 	_l, a)-7es'Zi j -clA 

fo-z, go$3VA 1 9 EN,011510 

[i,4**21] lUMIEt 	L#E114K0k-a14KUM -  Z, 113RIA 1 8/iN 6 2 0 a) 0 T 

tt.b\ 1 lA6:.-_,ENC011 510 

[,1**22] go$3RIA 1 8 ii\ 6 2 1 a) kiN Ttt.75\ 1 lAt:.--ENG021516:.-- ct (,) 14' 641.z, 

PR AIIAIL 


