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[0457]

[0458]

[0459]

[0460]

[0461]

[0462]

[0463]

[0464]

[0465]

[0466]

[0467]

[0468]

[0469]

[0470]

[0471]
[0472]

[0473]

[0474]
[0475]

[0476]

[0477]
[0478]

[0479]

3IHSd 10-2011-0126614
HEE AYgA7E 9l

(4) 4oz, &7 @A) e Ed7IoA U BdAEd Egetel AT Edes a5 9L

|

(5) 271 @A) FH == AV dA@) HF TFES A Al Zulx AolA dETo = HA st
st AA ZAE Axs= GA;

(6) deol=z, A7) dAl(5)Y HA ZolE Hl-7|5A AEEZ AE-I 53 WA,

shute] Fejol A, Z wtgo] w2 el F7|= 25 WA 800m, oAE E

a71=, dAY 223 A¥7](sonic sifter)E o]&3dlo], A BAS Ha) A=
9] 80FH% o1/, 0FH% o, e 95FH% ool Fo%

weba, hbe] FHjelA, E wgel wE oFA|Tt Y AES FEH Al FAHE A, 2.5meY &l
A1 40.3 WA 96.3mmol/ £ 9 Cue 2 283 WA 677nmol*h/ ¢ & AUCES YEFATE.

Shube] SFEfellA, E o] wpE kAt FAHELS FE AlgdA FoEE A, 2.5mge] &4 52.9
WA 66.6nmol/ ¢ &) 718t H1t Coae 2 394 WA 468nmol*h/ ¢ &) 718t H 1 AUCE eI,

Shite] FEjell A, & e wE oRA|E A RAELS FE AlA FoE = HS-, 5.0mge] &FFlA 123 U
A 230nmol/ € 9] Cpx = 1,000 WA 1,310nmolxh/ £ €] AUCy.in S FEFHTE.

shite] FHlAA, 2 Wgel wE kAT 2B FE AMAl FAHE A9, 10.0mge] SFlA 143
WA 796nmol/ £ 2 Cmdx 2 1,170 WA 3,190nmol*h/ ¢ &) AUCE v}epdic).

o] oA, B wge] w2 oFAsHY ZAES FE Al FolEe= A9, 10.0mge] &3 221
WA 372nmol/ £ o] 713} it Cue 2 1,690 WA 2,660nmol=*h/ ¢ o] 7 Ao AUCE YEAT,

o
ol
o

shube] FEjelA], 2 U] wE FATHE 2AAEL FE AlEdA Fode FS, 25.0mge] SZollA 334
WAl 1,030nmol/ € 2] Coax & 2,660 WA 7,640nmol*h/ ¢ & AUCES “EFATE.

shubel el M, ® wH RS BR NFAA RAGE 4, 2500l A 490
bz 6,

30mmol=h/ ¢ & 713} 4 AUCE YERATE.

;_A

Shube] FEjellA], 2 e wE kaﬂfi}ﬂ ZFAAELS FH AFAdA FAHE A, 50.0mge] &l 722
,100nmol#*h/ ¢ €] AUCE ‘jERTE,

=
)
N
O
N}
(=}
=1
=
@]
~
=~
lo
£
%
pue!
(e}
W
(o)
(e}
|
)
"“ 4

Shube] gelol A, B o] wE okAstY A B FH AlHd A FoEE A9, 50.0mge] &4 1,080
W] 1,140nmol/ ¢ &) 713} B 8,460nmol*h/ ¢ ¢ 718} B AUC, = FEFIIT},
slube] oFEfollA, ¥ wlio] wWE ASH FAHEL FE Al A FolEiE AS-,
a) 2.5mge] &l A,

i.40.3 WA 96.3mmol/ 0 9] Cpo 2

ii. 283 WA 677nmol*h/ ¢ ¢ AUCE YR/ ALY
b) 5.0mge] &l A,

i. 123 WA 230mmol/ € 2] Cpux 2

ii. 1,000 WA 1,310nmolxh/ ¢ ¢ AUCE WeER /WA
c) 10.0mge] &=FollA,

i. 143 ]’HX] 796nm01/£ ‘4 Cde L
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[0480] ii. 1,170 W] 3,190nmol*h/ £ & AUCE vFebfa/ AL

[0481] d) 25.0mge] &ellA,

[0482] i. 334 WX 1,030mmol/ £ 2] Cpp 2

[0483] ii. 2,660 WA 7,640nmol*h/ ¢ 9] AUCE YERM I/ WAL

[0484] e) 50.0mge] BFellA,

[0485] i. 722 WA 2,020nmol/ ¢ 9 Cpox 2

[0486] ii. 6,450 WA 14,100nmol*h/ ¢ ¢ AUCE yEliT},

[0487] shfe] Fejol A, ¥ W] e ATt 2ES FHY Algdd A FoxE A9,

[0488] a. 2.5mgo] 8ol A,

[0489] i. 52.9 WA 66.6nmol/ ¢ 2] 718} B Cpa 2

[0490] 1. 394 WA 468nmol+h/ £ €] 713} 4 AUCE WER /WA Y

[0491] b. 10.0mge] &l A,

[0492] i. 221 WX 372nmol/ ¢ &) 718 He Cppx 2

[0493] ii. 1,690 WA 2,660nmol=h/ ¢ ] 713} A AUC,E e /ALY

[0494] c. 25.0mge] &FolA,

[0495] i. 490 WA 709nmol/ £ & 718} Bt Cpa 2

[0496] ii. 3,750 WA 6,130nmol=h/ ¢ & 7138} F4 AUCE “ERH /A Y

[0497] d. 50.0mge] &l A,

[0498] i. 1,080 WA 1,140nmol/ ¢ &) 718} Hat Cppy 2

[0499] ii. 8,310 WA 8,460nmol*h/ ¢ ©] 713} H++ AUCE HERWATE.

[0500] shibel Fejol A, B wo] wE AT EH FAAES FH AlgoA FoEE A4S, 2.5mge] T &l A
42.8 WA 81.2nmol/ £ 9] Cpay 2 326 WA 631nmol#h/ £ 2] AUCo- ;S ERATE

[0501] shubel FejollA, B owo] wE oxEA 2AHES FEo A FojuE A, 2.5mge] @A gl A
52.9 WA 61.3nmol/ ¢ 9] 713 Bt Cpx 2 394 WA 468nmol*h/ ¢ 2] 718} HiF AUCy-i S YFERATE.

[0502] stute] FEfol A, 2 wge] wE FASHH 2AHES TR AMFAA FAHE A, 5.0mgo] @A EFFeA
123 WA 230nmol/ € 9] Cpe 2 1,000 WA 1,310nmol*h/ £ ] AUCo- ;S FEFATE.

[0503] shutel FElollA, B wde] mE okAlEd 2AES IR Al FAHE A4S, 10.0mge] T Gl
143 WA 796mnmol/ £ 9] Cpe 2 1,170 WA 3,190nmol#h/ £ 2] AUCo-in S FERATE.

[0504] shfe] ofejollA, B @] whE ofAsHY RAES FE Al A FYEHE A9, 10.0mge] T &M
221 WA 372nmol/ € ©] 718} B Cuae B 1,690 WA 2,660nmol=h/ ¢ 2] 713} 4 AUCo-inr s YEFATE.

[0505] stube]l Fefell A, 2 e wE oFAISHY 2AES FHo| AlgelA FoEE A, 25.0mge] @Y &l A
334 WA 1,030nmol/ € 2] Cux & 2,660 WA 7,170nmol*h/ ¢ &] AUCy-ini S YEFTE.

[0506] shfe] oFejollA, B @] whE ofA|SHY ZAES FE Al A FoEHE A9, 25.0mg2] T &M
490 WA 709nmol/ ¢ ] 718t B4t Cpoe B 3,750 WA 6,130nmol=h/ ¢ ©] 718t W+t AUCo-inE LHERATE.

[0507] st ofeEjollA, B wo] wpE ofA|sHY ZAES FE Al A FHEHE A9, 50.0mge] T SFolA
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[0508]

[0509]
[0510]

[0511]

[0512]

[0513]

[0514]

[0515]

[0516]

[0517]

[0518]

[0519]

[0520]

[0521]

[0522]

[0523]

[0524]

[0525]
[0526]

[0527]

[0528]

[0529]

[0530]

[0531]

[0532]

[0533]

[0534]

[0535]

[0536]

[0537]
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722 WA 2,020nmol/ £ 9 Cpx 2 6,450 WA 14,100nmol*h/ £ ©] AUCy ;= YEFAT}.

shuel dElolA, 2 o] wE oAty 2AES FH ALZA FAEE A, 50.0mge] ©d &=kl A
1,080 A 1,140nmol/ ¢ ©] 7138} 4t Cpae R 8,310 WA 8,460nmol*h/ ¢ 2] 7138} 4t AUCo-ins S WEFALE.

shupe] eol A, w o] wE opASy 2HES FHe| APl o B
a) 2.5mge] Wl gl A,

i.42.8 WA 81.2mmol/ 0 9] Cpoy 2
i1. 326 LHX] 63111[1101*}1/@ 94 AUC(an% L}‘E}‘LHEI/LH71L}‘

b) 5.0mg®] - &FolA,

i, 123 LHX] 230nm01/£ ‘04 Cmax Ui]
ii. 1,000 WA 1,310nmol*h/ ¢ &) AUCy-ins S YERHIL/ WA

c) 10.0mge] & §Foll A,

i. 143 WA 796mmol/ € ] Cpux 2
ii. 1,170 WA 3,190nmol*h/ ¢ &) AUCy-ins S YERH AL/ WA

d) 25.0mge] @ Bl A,

i. 334 WA 1,030mmol/ £ 9] Cpa 2
ii. 2,660 WA 7,170nmol*h/ ¢ &) AUCy-in S YERHIL/ WA

e) 50.0mge] @A 8ol A,

i. 722 LHX] 2,020nm01/£94 Cmax Ui]
1i. 6,450 A 14,100nmol*h/ ¢ 9] AUCy-ini & e

shbel apelel A, B wge] W opAlsty 24w

o
of{

p=R
=

1o
_|>L
o
=2
~
St
2
i
rlr
onl
Jo

a. 2.5mge @ &FolA,

i. 52.9 WA 61.3nmol/ ¢ 9 718} Bt Cox 2
1i. 394 WA 468nmol*h/ ¢ 2] 7|8} B3t AUCo- ;S VERN AL/ WAL

b. 10.0mge] @A 8ol A,

i. 221 WA 372nmol/ ¢ ¢ 718} Hat Coe 2
ii. 1,690 WA 2,660nmolxh/ ¢ ©] 713} WF AUCy S LFER /WAL

c. 25.0mg®] T BolA,

i. 490 WA 709nmol/ ¢ & 718} B Cpax 2
ii. 3,750 WA 6,130mmol=h/ ¢ o] 713} FF AUCy S VFER /WAL

d. 50.0mg®] ©d Bl A,

i. 1,080 A 1,140nmol/ ¢ ¢ 718} Bt Cpue 2

ii. 8,310 WA 8,460nmol*h/ ¢ o] 713} @t AUCyinE FERWATE.
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[0538]

[0539]

[0540]

[0541]

[0542]

[0543]
[0544]

[0545]

[0546]

[0547]

[0548]

[0549]

[0550]

[0551]

[0552]

[0553]
[0554]

[0555]

[0556]

[0557]

[0558]

[0559]

[0560]

[0561]

[0562]
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ahite] <keEfoll A, B o] wE okAEA xAES FE Al FouEE AL 2.5mgd] tE folA
40.3 WA 96.3nmol/ £ 9 Chaxss 2 283 WA 677nmol*h/ ¢ ¢ AUC, Z L}ERATE.

shuel FEjol A, B dgo] wE kAl HAES FE Al A FolEE A9 10.0mgd] thE &3kl A
166 WA 479nmol/ € 9] Charss 2 1,350 WA 2,600nmol*h/ ¢ & AUC, = vteEbATEH.

sluel FEjol A, B owgo] wE kA slE HAES FE Al A FolEE A9 10.0mg] ThE &3kl A
252 WA 272nmol/ ¢ &) 713} Bt Chaxss 2 1,850 WA 2,000nmol=h/ ¢ ¢ 718} Ht AUC, = eERJIT).

slube] FEfolA, E wgo] w2 ofA|gE 2AEL FE AlgA FoEE A$-, 25.0mge tE &3l A
443 WA 907nmol/ ¢ & Coaxss = 2,790 WA 7,640nmol=h/ ¢ & AUC, 4 (= YERJIT).

o

shubel Eleld, B el we ohAsh] 2AEe Fuel AgtlA Tdu: A9, 25.0m0 GF S5l
Al

622 W= 676nmol/ £ 2] 718t B Cpup oo 2 4,640 WA 4,890mmol*h/ ¢ o] 715} B
shubel ejold, B wmo] W opAEhH 2T TR Aol Folui H9,
a) 2.5mg®] TE EFelA,

i. 40.3 WA 96.30m01/ £ Y Chax.ss 2
ii. 283 WA 677nmol*h/ ¢ ¢ AUC, & WERHI/ WAL

b) 10.0mge] Ths &=l A,

i. 166 WA 4791mol/ € 9 Cpaxss 2
ii. 1,350 WA 2,600nmol=h/ ¢ ¢ AUC, = LFERH /WALt

c) 25.0mge] Tha &=l A,

i. 443 WA 907mmol/ € & Cpax.ss 2
ii. 2,790 WA 7,640nmol*h/ ¢ ¢ AUC, & YERATEH

stube] Fejol A, B gl whE ofAISH A= FH] Al Folus A,

¢

a. 10.0mge] vtz §FFellA,

i. 252 WA 272nmol/ £ 2] 718} Hat Cpayse 2

ii. 1,850 WA 2,000nmol=h/ ¢ ¢ 713t W+t AUC, & “HERHIL/WAY
b. 25.0mg¢] ohs &FolA,

i. 622 WA 676nmol/ ¢ 2] 718} B Chaxss 2

1i. 4,640 WA 4,890nmol*h/ ¢ ¢ 713} H4 AUC. & YFEFATE.

E e ueld, B ouwel we ohAst 248L TR ARIA FelHE A5, 13 WA somol/ ¢ /nge)
22275 E Cox. norn D 106 WX 306nmol*h/ ¢ /mge] £F-AF3E AUCoinr. roms LFEFATEH.  Shbe] ejol
A, A7) okAEld 2B @4 AR 2.5mg WA 50mge) & WMol Ax A7 £ AFE Co o D A
7] %-%]:—Xé ﬁﬁl‘% AUCO-inf, norm% L}'E}“ﬂ]:]'

shbe] kol A, B o] wE ket B FE| Al RojEi A9 A AR 5pg A 2Bng
o] &3 Helol 2 13 WA 80nmol/ £ /mg2e] &F-HTFEE Cou, nom 2 106 WA 306nmol=h/ ¢ /mg] &4
ﬁl‘% AUCO-inf, norm% L}'E}“ﬂ]:]'

st e, B el WE ohAsd 24ES FHel Alglsl FoIEt 49, 20 WA 37mol/ ¢ /ngo]



[0563]

[0564]

[0565]

[0566]

[0567]

[0568]

[0569]

[0570]

[0571]
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%%_Zé%ﬂ'% 7]—8} ‘g;ﬂ_ Cmax, norm Uﬁ] 150 ]’HX] 266nm01*h/£ /ngg %%_Zé%ﬂ'% 7]—8} “—’g;ﬂ_ AUCO*inf, normvg_ L}-E}'
G skl el M, AT oRAlsHe 2= &4 AL 2.5mg A S0mge] &% el A V] S
ﬂ'% 7]—8} “—%‘;ﬂ_ Cmax, norm Ui] /\0]‘7] %%_Zé%ﬂ'% 7]—8} “—’g;ﬂ_ AUCO*inf, normvg_ L}-E}JTHE}-

4

shibol FEfell A, 2 Il whe oAl 2AEES T At Fode e, 24 AE Smg WA 25mg
o] &% Wefel 2A 20 WA 37nmol/ ¢ /mge] &F-"g7t3HE 718k B Cou, norn R 150 A 266nmolh/ ¢ /mg]

%%_Zé%ﬂ'% 7]—8} “—’g;ﬂ_ AUCO*inf, normvg_ L}-E}JTHE}-

shpel epelel A, B wel mhE opASd 2HEE F¥el ARl Bl $Fo A Felst 4%, 13 WA
80nm01/£/ng-4 %]: Xé‘ﬁliﬂ'% Cmax, norm Uﬁ] 106 ]’HX] 287nm01*h/£/ ‘4 _g_Eo]: Zé‘?{“Q]—E’] AUCO*inf, normvg_ L}-E}JTHE}-
shhel A, A7 kA 2REE FRe) Aol B §FomA Foldi A%, B4 ¥ 2.5m
]’HX] 50H1g94 _g_Eo]: Bﬁ]‘ﬂoﬂ @ﬂ /\0]‘7] %%k_]é%ﬂ'% Cmax, norm Uﬁ] /\0]‘7] _g_%k Zé%ﬂ% AUCO inf, n()rmg L}-E}'LHE}-
shbel Qpelol, ¥ wgel We ohAlsd 24Be FEo Agel vel &
% 5mg WA 25mge] &% Wl ZA 13 WA 80mmol/ £ /mge] &-A3lE
L /ngg %%k_xé%ﬂ'% AUCO*inf, normvg_ L}-E}JTHE}-

ForA Folu= 4, 24 4
Cmax. norm 1:7% 106 LHX] 287nm01*h/

i

shte] oFEjellA], 2 o] w2 kAT RAEL FE Al dd o sA FoRE= A, 20 WA
37nmol/ € /mgel &H-A73tE 713t B Coax, non 2 150 WA 266nmol+h/ £ /mge] &4 3
AUCo-int, norns WFERHTE.  3HLFO] Fefoll A, 7] oFAISHY 2P Ee 359 Al 9 §FomA Folx:
5, &4 3% 2.5mg WA 50mge] & WSl AA F7] &
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(2) AxH S5 Ad 58.0mg
(3) 9= 50.0mg
(4) zHol2Aakmlau| % 2.0mg
160.0mg
A Z:
(DS ) A AstAZIg. o] AFES (2)¢F (4] ZFE AHsHA
FES He T4 Alol= 39 A At HER FAALIT
AN 5: &4 E2 2.5mg, Smg, 10mg, 25mg, 50mgS 3HH-dhe A A
2.5mg 5mg 10 mg 25mg 50 mg
a4 4
mg/AA 1AL mg/gA 1R mg/AA 1R maiAA 1AZ|MgRA 1%
& Hd3
g4 B9 2.5000 5.000 10.00 25.00 50.00
EQ X
dxsE 40.6250 81.250 162.50 113.00 226.00
HAZEFA
AEson 12.5000 25.000 50.00 40.00 80.00
Fo|=2xNTEY
F 1.8750 3.750 7.50 6.00 12.00
Sgstdees 1.2500 2.500 5.00 4.00 8.00
AR FEF FEF 23 FEF FEF
Az HtE
nAZ234 3.1250 6.250 12.50 10.00 20.00
AZzo A
2o
faliﬂ-ilﬁ‘k 0.3125 0.625 1.25 1.00 2.00
A ol23 w4 0.3125 0.625 1.25 1.00 2.00
AA 3] 62.5000 125.000 250.00 200.00 400.00
45 9%
¥s 9¥ zg-gx 2.5000 4.000 7.00 6.00 9.00
AAF 23 FEF FEF FEF FEF
%3 65.000 129.000 257.00 206.00 409.00
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A oS B8 BT E5-v5E dgNoR JEAA dE-vhE ZAE Axd
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1. 3}

L1 54 733

), ol RS AR A 71718 ARgske] db] saedeka, A i 9]/
= Al w7hA elnl-E et

- Z%o] 50 WA 90%(lE S, 80%) 2
- O}_O]EE/\]J—EJJ AZEZ QA
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- HELS T YA

HAZGE AERQ 2,

gt ow 7] AdudE FIASS dul-Ad glo] H3st mdw &317]/F sy 5 &4 Sdde £
=

gtdow 7] AdugdE FIASS dul-Ad glo] Agst mdw &317)/FHsr] e 4 Sdde
Hog F{sta, 7] Aud FIYAES oul-AFste] A mHw £37]/4HEr] e Z4F Sl
MEH oz Fisir}

ik EdoA EUYS 33 HAds, du-EddE AHES F4 AHslr] Ao nHdd 3]/
3}7]e Fi st}

2yA o oul-~38dS 9siAE, 50rpm WA 2,500rpm(dlE EW, 970rpm)elA] 0.5mm WA 1.5mm(< S
=1, 0.8m) AE 2= 237 US AR 4 ).

et oz 0.5mm WA 1.56m(dAS EW, 0.8m) AE Ze= =54 AS AE3

olF, ZIFIES Jdu-E3E FIFA FH 26 WA 35%w/w) WAL AAF(AE EW, 28%(w/w)el A E
FaA1ZI

ks
2
A
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P/ e e - e, teel 34 sehEES 488 4 9

3 WA 12.5% (dE &9, 5&

N
Y
>
N
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2y &5 AA: 0 WA 3,000rpm (S &9, 1,450rpm)
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et ow, Eak Bdirjel o] oH-E9S A, 5] ¥4 g ES A8 3
A& AR 5 WA 30
3 L&x 5 WA 30rpm
AHG EF7)/HAHEAA Y] F&S AdAE, o] T4 FErHES A8d & Atk
F& AH AL 2 WA 5% (dE 59, 2.5%)

S AA: 50 WA 600rpm (S E9, 114rpm)

& A 1,500 W=] 3,000rpm (& &%, 2,900rpm)
st A& A7k 2 WA 5% (& W, 2.5%)

28 $= A4 100 WA 600rpm (S £, 1l4rpm)

Z9 &% A4 1,500 WA 3,000rpm (]S W, 2,900rpm)

g BR 4% 45 04 007 (AF W, 607 )9 xS st mAW EFV/AAR] ol BRI
A, Bdon AFE nAw EG//AA) ool R

1.2. Az

8 U AW 453 A4 AN, AZE 45F AZE dul-stdse] S A
oz AUk glol FAeT

#5% dxrlNg dzE AAAE, teel 34 ARnHES 48T 5+ At

9 7] 2% 50 WA 75T (A& EWH, 70T)
TR ZAA: AAE L5740 WA 50C WY EaE uf
A7) FAEL AxA &4 FH F Aol o3 EYEHIIT.

Aeket Al &4 gk 0.5 WA 5.0% (|8 EH, < 1.5%).

AzE 3}HE 50rpm WA 2,500rpm(] S &, 970rpm)olA 0.5mm WA 2.0mm(d S &9, 1.0mm) AS zre
At 238y DS AFgste] 238de A, 0.5mm WA 1.5m(AS 59, 0.8m) AS ZE FE2 AS
Attt

AE 4 BACAN, 23R AE AL Trolny ¥4 Advkad W EE 254 A A7E
gate] oul-2zeldE) 2 MAAAY ABEoA(UA F)(x A

FRoltA B Agyt 2 uAqdgAd AERexd ~3#4YS Y, 50rpm WA 2,500rpm(S B9,
970rpm)°l Al 0.5mn WA 1.5mn(S &9, 0.8m) AES zt= 238d ES AL = k. figkHoRE
0.5mm WA 1.5m(el|S 59, 0.8m) AE 2t =52 A= A3},

ik Edno e EAYS faiAe, e 34 FErEES A8 & Atk

Ag 717k 5 WA 308 (oS 59, 158)

3 £%: 5 WA 30rpm (S =4, 10rpm)

gt oz, nAd E37|/AHEI A Y-S A=, e 34 e EES A8 F Uk

x4z 7|7} 3 YA 30+
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10. 4oz Al 2olE AF I 5Tt
. mg/ mg/ mg/ mg/ mg/
A A A A A
@4 24 25000 | 5.000 | 10.00 | 250 | 50.0
dEo~ AFHE 43.7500 | 87.500 | 175.00 | 74.0 | 148.0
mMAZARA Adg=e~ |125000| 25.000 | 50.00 | 80.0 | 160.0
E9d4 242 - - - 10.0 [ 20.0
Sz sidzex JeF | 12500 | 2500 | 500 | 80 | 160
ol=sAzzg Agzos | 18750 | 3.750 | 7.50 - -
Zzol=A ot 03125 | 0625 | 125 | 10 | 20
| ~H|o}2AL w14 0.3125 | 0.625 1.25 2.0 4.0
gE 9= 25000 | 4.000 | 7.00 | 6.00 | 9.00
RA% 223 | 23 | 323 | z23 | 223
P 65.000 |129.000 | 257.00 | 206.00 | 409.00
Ao 10: &4 &4 0.5mg, Smg, 25mg, 100mgS -Fsh= HA
0.5 mg 5mg 25 mg 100 mg
24 84
Mg/BA 1A mg/AA 1/4F|ma/AA 1AZMaR A 171
&% 393
a4 &4 25000 5.000 25.00 100.00
{
SEaz 60.00 55.00 42.00 168.00
Aaadz 20.00 20.00 38.00 152.00
FE g 5.00 5.00 7.50 30.00
gEgteses 4.00 4.00 6.00 24.00
A% 223 323 223 >2%
Az A7te
w4234
q3a33 10.00 10.00 30.00 120.00
2R3 - 0.50 0.75 3.00
Zelol=A st 0.50 0.50 0.75 3.00
P 100.00 100.00 150.00 600.00

=)
By
(NI
ox

ol
2
&
o,
)
X
K
i)
ot
e
i)

i)
ko
=
=)
'
>
oo
i,
=

Eedjo] o] MEAAT AXANY. ol F, HHsEe Eaa
}stol A7heha(0.5mse AL wE Ao =3
2A), EREC, Aozl i 6e BAE Gye duEgea, ted dusEs awo}z &3



[0816]

[0817]

[0818]
[0819]

[0820]

[0821]
[0822]

[0823]

3IHSd 10-2011-0126614

HE AA BAEE A ZUAE ARSste] AAR dEAT. FA2E AAE A7 &7 A FAE A

AAd 11: 84 &2 1mg, Smg, 25mgS &3t A

1mg 5mg 25 mg

o4 mg/AA AR mg/AA 18| mgiAA 14,

EEETE

@4 24 1.00 5.00 25.00

gEQx

dxse 63.00 59.00 39.00

n A2

44232 20.00 20.00 20.00

5 OVEEA 2y

REERA 3.00 3.00 3.00

Jegreees 2.00 2.00 2.00

A 383 383 383

Az A7te

WLEEE

PrEyyd 10.00 10.00 10.00

$5d52 0.50 0.50 0.50

2eor24t vt 0.50 0.50 0.50

% 100.00 100.00 100.00
24 B4, dg 59, 3 1.99 a3E, addsple 24 Fue SFE1.90S =3 AT,
By e add syl 7pdv. sloleFAzeEd AEReAs B AsATPIR s YEFS AFd
TIATIAL e =l Hrbsta T AU FE] vAEARY AEResE udT A7) delA
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Frol=A olitshtAaE Y vAAAY dERes dReh A dHe =

H
Dol A el EHAL F, e el nAAAY AB2esE BAY FASEY PV, sujclav)
Tdl4e BAE AR dulEdea, Urix Fhs8e Qe AT, EFAT. HE 44 BASE 4
A mesg Ageel AAR dEANT. FANE A ARD &7 9 FAS Aged EAU.
opAlstA AR W okAlety gatdel Ealto] et A9 HAd

2 USP31-NF26 S2, A|7017g (3ol 718 uiel o] ik, ol A2
F z27], T B FEA Alxd GAl i P Fel AR (S ) dEkdn. AA T 24 =2
spek2} 1.99] sheke, whEA A= oo A4 FEi(1.9X)o]t}.
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[0824]

[0825]
[0826]

[0827]

[0828]
[0829]

[0830]

[0831]

L1, AAle 10(AZ st Ao )] Aol B8

AA AT 84 32 B Bl Azt

mg ie

0.5 z7] 1:33
i 1:23
£33 1:20

5 z7] 1:38
3t 1:50
Z8A 1:09

25 27] 0:45
=7t 0:53
Z84 0:45

100 27] 1:15
i 1:15
Za3A 1:06

1.2. AAjd 11(AF s

Al )] Al gl

AA 142 84 =2 B BH Az
g »
1 %71 3:21
3t 2:58
Z 84 2:45
5 %27] 2:49
1zt 2:34
Z3A 2:36
5 z7] 2:18
2t 2:16
28X 1:65
25 %27] 2:11
=7 2:22
Z84 1:55
5 %z7] 3:33
=37 4:02
ZgA 3:56
5 z7] 2:35
=7k 2:30
Z84 2:30
25 27] 1:29
=3t 1:36
84 1:48
5 7] 3:18
Il 2:57
ZaA 3:01
5 %7] 1:35
=3t 2:28
=84 2:13
5 %z7] 2:16
Fodd 2:07
Z8A 2:12
25 27] 2:03
=7 1:57
284 2:00
2. &3 A¥
#EF & AP USP31-NF26 S2, A71178(&30)ol 715 o
2)& AHESIGITE. &3 miE2 2% 37T 0.06M AAHEHE
olskel Azt Foll A AATAT. HLCE B3 And
shits, vbEAsAIE ole 274 FE(1.9X) el

ARE & =7F 75rpmd]

AL ALsta= & 2,39 A A ¢ A
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[0832]

[0833]

[0834]
[0835]

[0836]

2.1. AAd 10(A33 AA e 3

=)o) ALl &3

| mg / AA al7] AR (E) M Hyt SHE %
0.5 108 74
20% 83
308 87
45%- 91
5 108 79
20 85
30 88
45%- 91
25 108 60
205 73
30+ 81
455 92
100 153 68
305 76
458 79

2.2, AAd 11(AH3} DA o g

el Aol &l

ng / AA 817] AH(E) A e AF L0 %
1 158 80
30% 91
458 96
5 158 92
308 102
458 102
5 158 92
308 102
455 106
25 158 66
308 83
458 91
5 158 90
30% 100
458 102
5 15 91
30% 101
45 103
25 15 78
308 92
45 96
5 158 97
30% 103
458 102
5 158 91
30% 99
45% 99
5 158 100
308 101
45% 102
25 158 86
308 94
458 97
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[0837]

[0838]
[0839]

[0840]

[0841]
[0842]
[0843]
[0844]
[0845]
[0846]
[0847]
[0848]
[0849]
[0850]
[0851]
[0852]
[0853]
[0854]
[0855]
[0856]

[0857]

[0858]
[0859]
[0860]

[0861]

2.3. AAel 5(AF st Al )] Ao Sl

3IHSd 10-2011-0126614

mg / AA 7] A (E)olM e HF &89 %
2.5mg 155 100
305 100
455 101
5mg 158 08
30% 99
455 99
10ng 158 98
308 99
45% 99
25mg 15% 100
308 101
458 101
50mg 1552 99
308 101
455 101

AR A7) Fx SALS, dddg F A e dolA 34 Tles T st g4 A7E 54835 9
g IS At A el o) dlolA Ed EaFAlel TFekith. A BHE olfel Al 7wt
A do]# 3|4 FFA Sympatec HELOS &= #417]

A= R31 (0.5/0.9um WA 175um)

As 4 #4H A2 BAk7] RODOS/M

A Nilfisk

Tu7] ASPTROS

T FE 60.00mn/s

A=} Qi+ 2.00bar

FU71 = s}t (mbar)2

xF 54 10x

F7] Az 100msec

S g Al P F= = 1% F 0.0 AMAZE &Y Fa23

P8t v ek 3 WA 12% B

7} HRLD

A& 27 e 100mg

=3 34 2 (o]%)

AzGAe] FHol upel R AZGA AlF 2ZEYE ALE
AR 8718 & E3sta EE9A dgx MZo

A BE ASPIROS fre] Hlo]dz AAM olF AREE AFd L,
Ta7lel ¥=u

ABF AL AU DA A FASE 29E P FASH §3Y) GEE AHES Bt
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A7) HPLC/MS/NS
HPLC/MS/MS ®Ae Al &4 = 1.11 WA 1,110nM =Y o 3l
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FaA 30

o

gel] B

A,

S

ok
2f

i<

4 YA 8TAA

Yz A&

it

43t A

=
:—_TX

3}

el 71=E Hhet
93}

&

AN 10(AF 3 A A4

AN d 10(AF 3 AA
AN 11(Ag 3 A

1500t

[}
RS

AN 10(AP3 AA 4

Foiet.

Aol A Folstitt.

Ao HEA 9 A7

OAZHE - 7hA] o4t

SRR

=3
T

AUCo-ins :
Tmax :

AT
AT 4
AT 5

o}

[0862]
[0863]
[0864]
[0865]
[0866]
[0867]
[0868]
[0869]

"

[0870]

10 swshA o] A7

=

SRR

Cmax,ss:
tmax,ss:

[0871]
[0872]

olo

™

[e]

BT

a

X
;o_l

1

)3

ol

5.1.

[0873]
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[0874]

[0875]
[0876]

[0877]

[0878]

ZIHSd 10-2011-0126614

EoOFEEE stebvle: 0A2RE FauAAe] 89 FE-AZE FAS WA

% aT AUC.int (nmol*h/L)

(mg) B}FE  SD  %CV 7% WF %gCV  Hzx  F7 A

2.5 A 396 43.4 11.0 394 11.2 336 398 448
2 476 89.4 18.8 468 19.6 326 501 631

5 5 1140 117 10.2 1140 10.2 1000 1150 1310

10 A 1730 377 21.8 1690 23.5 1170 1780 2180
5 2670 284 10.6 2660 10.3 2340 2640 3190
2 1910 290 15.1 1890 14.7 1600 1830 2400
4 1740 284 16.4 1720 15.9 1390 1730 2410

25 A 3830 825 215 3750 23.0 2660 3980 4910
5 6180 825 13.4 6130 13.8 5040 6340 7150
2 4900 1190 24.3 4780 23.7 3690 4640 6920
4 4340 1000 23.1 4240 22.0 2840 4270 7170

50 A 8580 1680 19.6 8460 18.2 7270 8290 11500
3/3% 8510 2060 24.2 8310 221 6450 7930 14100
3/4el A4 7590 1450 1941 7460 19.3 5060 7490 10800

2 FEetA gy Hd 97 555 (G

£F aF Chmax (nmol/L)

(mg) A SD  %CV 7|8 HdF %gCV Hi Eis A

2.5 A 53.2 6.23 11.7 52.9 12.3 42.8 55 60.8
2 62.4 12.3 19.8 61.3 20.5 43.3 62.6 81.2

5 .5 166 44.2 26.6 161 26.4 123 153 230

10 A 226 46.0 20.4 221 23.6 143 239 268
5 379 73.5 19.4 372 22.6 242 398 454
2 245 515 21.0 240 21.2 163 233 344
4 309 140 45.2 291 33.4 205 271 796

25 A 505 130 25.9 490 27.7 334 520 678
5 661 68.8 10.4 658 9.93 605 643 790
2 606 147 24.2 592 23.7 420 569 905
4 722 144 20.0 709 19.9 496 697 1030

50 A 1110 274 24.6 1080 26.9 722 1100 1450
335 1180 340 28.9 1140 26.1 878 1010 2020
3/40 2R 824 167 20.3 806 23.3 436 830 1070
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[0879] F: ke detvE: Ao @ wol =Eshr| bS] AR ()
53 a4+ tmax (h)
(mg) B SD %CV 7st8F %gCV Hzx 3 e
25 A 183 0684 374 1.72 38.9 0.983 1.75 2.98
2 141 0278 19.7 1.37 275 0.667 1.50 1.50
5 5 163 0586 36.1 1.51 46.4 0.750  2.00 2.00
10 A 142 0387 272 1.38 28.1  0.983 1.50 2.03
5 167 0753 452 1.54 441 1.00 1.50 3.00
2 150 0254 17.0 1.48 182 0.983 1.50 2.00
4 150 0.447 29.8 1.44 30.2 1.00 1.50 2.50
25 A 219 0.747 341 2.06 41.8 1.00 2.05 3.02
5 233 103 443 2.14 49.6 1.00 2.00 4.00
2 172 04872 507 1.60 38.5 0.983 1.50 4.00
4 139 0399 28.7 1.33 30.6 0.750 1.50 2.00
50 A1 175 0832 475 1.59 543 0.750 1.50 3.00
3/FE 1.53 100 658 1.29 622 0750 1.02 4.07
349 48| 2.46 118 48.0 2.18 57.4 1.00 2.48 4.00
[0880]
08811 5.2. °FEHA wewlE, 44 )
[0882] F: ke detuE: A AEjellAe] Fo] A A3 dF F=-ARb s |A AW, )
&% | 4% AUC. ., (nmol*h/L)
(mg) BF  SD  %CV 7@ uF %gCV Az 32 A
2.5 2 471 108 23 460 243 283 458 677
10 2 2030 362 17.8 2000 174 1640 1940 2580
4 1870 298 159 1850 158 1350 1840 2600
25 2 4990 1080 215 4890 215 3440 4560 6650
4 4740 1000 21.2 4640 20.8 2790 4480 7640
[0883]
0884]  E: okEErA swiE: A4 Aeeldel Aol 87 FE(Cu.)
&% a7 Cimaxss (nMol/L)
(mg) b E SD  %CV 7 %EE %gCV Hx I o
25 2 68.5 16.8 245 66.6 26.7 403 72 96.3
10 2 283 90.1 31.9 272 30.1 172 279 479
4 259 643 2438 252 25.7 166 251 367
25 2 630 106  16.8 622 17.4 443 603 793
4 687 126 18.4 676 18.7 481 671 907
[0885]
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[0886] FookEeA mpebvE s A Al Ho 8 sol =Ee7HA S AR )
3 AT tmax,ss (h)
(mg) ®7 SD  %CV 718 WF %gCV Hx 37 Ad
2.5 2 1.33 0.362 27.3 1.28 27.4 0.983 1.50 2.00
10 2 1.43 0.327 228 1.40 243 0.983 1.50 2.00
4 470 0731 425 161 367 0983 150  4.00
25 2 2.26 1.21 53.5 1.97 62.6 0.667 2.00 4.20
4 1.55 0.771 49.9 1.40 46.3 0.750 1.50 3.02
[0887]
[0888] 5.3. oFeehy sy, @ &%, &%-4r3)
[0889] F: et detvlE: oAl E FedizbA o] §-Aatstd I s =-ARE 248 WA (A ki, norn) B &
aok_xé ‘F{-ﬂ'% ‘iL] EH gxo]' %E(Cmax, n()rm)
% a7 AUC.infnorm (NMol*h/L/mg) Chmaxnorm (NMol/L/Mg)
(mg) 1% HEE Fx 3 Hy |71 HE Hx B A
2.5 A 158 134 159 179 21 17 22 24
2 187 130 200 252 25 17 25 32
5 5 228 200 230 262 32 25 31 46
10 A 169 117 178 218 22 14 24 27
.5 266 234 264 319 37 24 40 45
2 189 160 183 240 24 16 23 34
4 172 139 173 241 29 21 27 80
25 A 150 106 159 196 20 13 21 27
.5 245 202 254 286 26 24 26 32
2 191 148 186 277 24 17 23 36
4 170 114 171 287 28 20 28 41
50 A 169 145 166 230 22 14 22 29
3/E% 166 129 159 282 23 18 20 40
390 85| 149 101 150 216 | 16 9 17 21
[0890]
[0891] 5.4. °Fsst getulg, A4 AE
[0892] 3E: oFEeA meuE: A el A e Fof 1A A &R-Aarste 4 sR-ARE s A AC, .
norm) ‘gl Zé}g- }g_EH Oﬂ /\19] [} 0 -2 ﬁﬁl’% :ZL]EH %X‘:’]— %E(Cmax‘ss‘ norm)
£ AT AUC(,SS,nDI‘m (anI*hlleg) cmax,ss,norm (anIIleg)
(mg) 718 BE Ha F A (71 HE HAA i A
2.5 2 184 113 183 271 27 16 29 39
10 2 200 164 194 258 27 17 28 48
4 185 135 184 260 25 17 25 37
25 .2 196 138 182 266 25 18 24 32
4 186 112 179 306 27 19 27 36
[0893]
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