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g2 AAsHA, 44 Fe(1.90+ % 19 7]AE vie} 22 20 Z4%(10.1% 20)0A 9 9AES XF3hE,
CuK,y WAMAE ARgste] 2Add X-A B 314 e s &lent. 20 o) Aad 4= 1/ Z=
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[0364]

[0365]

[0366]

v AEe] 53 el
[ 1]
274 FH1.9%09 -4 £2 34 H-H(30° 207449 A ET dAL):
20 d- @& 2= o
[ [A] [%]
4.46 19.80 8
9.83 8.99 4
11.68 7.57 4
13.35 6.63 14
14.69 6.03 42
15.73 5.63 16
16.20 5.47 8
17.95 4.94 30
18.31 4.84 22
18.43 4.81 23
18.84 4.71 100
19.16 4.63 42
19.50 4.55 31
20.36 4.36 74
20.55 4.32 13
21.18 4.19 11
21.46 4.14 13
22.09 4.02 19
22.22 4.00 4
22.71 3.91 28
23.44 3.79 27
23.72 3.75 3
24.09 3.69 3
24.33 3.66 7
24.81 3.59 24
25.21 3.53 46
25.65 3.47 23
26.40 3.37 2
26.85 3.32 8
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[0367]
[0369]

[0370]

[0371]

[0372]

[0373]

[0374]

[0375]

[0376]

[0377]

[0378]

S5S0ol 10-1921934

27.26 3.27 17

27.89 3.20 2

28.24 3.16 3

29.01 3.08 4

29.41 3.03 18
535 o B, 24 FH100E £ Lo BAE ukeh 2L 20 AR(+0.1E 20)004¢] JAES £Fs}
B, Gl BAS AMgStel 44E -4 B 54 sheel oja)] Hold

1.9+ oF 149C£3T9] §HDMSCE Tl 54 MA-2=2A4 H7h; 7Fd S5 10K/8)l <

& el 5% DSC Aol ® 20 =AFo] Q.
-4 2 sd sde, 2 odwe] He oA, YA-1A HAS71(0ED) 7 €9 dE Ao STOE-STADI P-3]4
Ao, X-A FEFLo2A Cu-N==(Cuky; HAM, A=1,54056A, 40kV, 40mA)S AM&3le] 7|=3ch,. A7) &
194, 20 1" & 3H
< 9ujgit. & 14 3]

(R B)E SJulsha, d[A] &S A% W Aole] BA® AR A)

S 1
Al HAEe cps(RE AT S ZE AFHE.

ki

AYA A= &7l fall, de=d 20 w2 £0.1% 20, 53] +0.05% 207k A& Ao w FhFE oo
ek, thA] EEl, 3Ek 1.99] SgEC] Folxl AR Alsrh B dye] mE 24 JEIAE HIke o, A
Fol &) dgdHow #EE 20 ol 54 %9 +0.1% 26 ol 3l AF, 53] 54 e £0.05% 26
ollel Sl A5, ole A7 54 @3 v Ao hFE ook gt

§72 DSC 821(Mettler Toledo)& AF&3Fe] DSC(AIAF AL Al o8 SAET.

shite] FEfel A, 2 “Ltﬂoﬂ e ofAISHY 2w e §FHS 84 1.99 stESs x§sta, 974 3
g2 1,99 3R] 5058 o] Ay Hold nle} 7& olo AA HE(1.9X)E ztitl. wlEAsHA, A
7] 2w E= ﬁa?ﬁoﬂ/ﬂ 5}6“' [.9¢9] stgt&e] 805%% o, tls nteEAstAs 905 o2 471 A

oFl s} e ole] Aq FE(1.9X)E Zth,

4 oFA|BHA A Kol

EEEES ‘%}Ud 4% 2 A ohlety 4% o

[OR=4
=73 3—! Oloﬂ w}% Aol gEel otgFe vAT. ofefol nigAZ AA A7) Fxe] WHTE V]

upEbA, shel SHelM, & el we ofAlSHH xAdw R oRAlSHH EFd] oM, shet 19] 25y
- gke WAl freAl, 53] ke 1.99] shaE, wEAsAle oo dA FE(19.X) = whEAsA= 7
B4 oFASHA AEe] 90% ol’Fel 200m WIREE] A A7E ZES Sz, S X90 < 200, WREASHAE X90
= 1507k H =5 sk Ak 7] w2 (8 V) E et ds ahAEl, 94k 271 23 X90 < 100
m, 53]t vPASAE X900 < 907t HEF @k EY, 44 A7) EEE aHEAEARE X0 = 1m, o
% whEAEAE X0 > 5em, 53] o vbAEAE X900 = 10m7t HES dvh. webA, vk g 94 A7)

BEYXE Ium < X90 < 200mm, E3] Iim < X90 < 150im, ©l% vl SHAIE= 5m < X90 < 150mm, E3] ¢l wv}
FAE A= 5mm < X90 < 100pm, © ¥FFHASHAIE 10mm < X90 < 1007} HE=E 3to|t}. npgrA g o &= X90
< 75me]tl. T & vuEAS o= 20m < X90 < 50mmolth. E dhgo] wE E e YA} I7]E 10m <

X90 < 75mmelt}. E UHd wE X o2 Y4} 271 60m < X90 < 150mo]th.

rﬂ

Fhm, B owgel wE epshd 24E L kst $FYAA, sty 19 SFmuehe-A8E WA &
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[0380]

[0381]
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[0384]

[0385]

[0386]
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HA A= oo A4 FE(19.X)=, v SHAE X50 < 90um, ©S whgh
A= X50 < 50im, 7HE BERASHAE X50 < 40m7h HEE S PR
T ZA. 3, Ak 77 B¥E AlEFEAE X50 = I, S A AE X650 =
9 utgAs A= X560 = m7F W= b whebAd, wpekA gk A A7) £E= Im < X50 < 90
m, 3] Ium < X50 < 75um, 1% AFEAEAIE 5um < X50 < 75m, 53] ©] wpEAEAE S5um < X50 < 50
w7t FEE gk, vk A S o= 8 < X50 < 40mo] T,

e kAT A 2AdE D A S A, A 19 SFII S A-X3E WA f
1.99] s}3tE, v siAE o9 24 JE(19.X)+, vEAsA= X10 > =]
0 >

5
=
n
ol
<
=
S
Y
Ny
=]
N
-~
)
n
fu
ol
o
N rir

upEpA], 2 el wE ofAlSH RS Hw ofASH §REE 7] BAE 9Ab A7) 2 X90, X50 B/E
[e]

X90 <200 ym

1 ym < X90 <150 ym

5 pum < X90 <150 pym

10 um £X90 <100 ym
X90 <150 ym

1T Pm < X850 <75 pm

6 X90 < 150 pm

5 pm < X50 <50 ym

7 X90 <150 ym

1 um <X50 <75 ym
X1020.1 ym

8 X90 <150 ym

5 pm < X50 <50 ym
X10=20.5ym

o B Wl N =

X90 #ke d#olA FAAE A-&st
we &8 RIS VFoE AR
X50 #-& #olA 3H ,
F, X80 gk 84 BXE VFoR Ak 50%7) ol ot AT At AVIE owdth. wRbA
2, X10 g dolA IAAZS Algste] A3 &4 B¥x 10% S vebdth. s, B oo sy
X10 32 83 BXE 7|Fo2 AR 1097} ol9] ot B E dxF 275 2w},

H
92 3l7]e] BE X90, X50, X10 gEL &4 7|50

v A3 Al =, A7 W, dolA IH W, 53 @ 7El
dolA 3 A, = e s 9 34 (Fraunhofer diffraction)el 2&) A, HlEZ3 gL 23 o
Zlz=Eo] dvk. oA A e dxpe] Ao ws, "WE AT AS FE-HT YA A 5
g &4-t YA AVIE ATt A gy Vs ojd A AV wE FF AU, d7d B
A Age] o AFA UIEA, T & VIEERFEHO A A¥dd F dve AS g o
et o okA g4 , 53] Az d@vjd e FAF dA

e EE §30AY Q4 A7) REE Av7
[e]
X
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[0387]

[0388]

[0389]

[0390]

[0391]

[0392]
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oin

Boatge] e A3e AA(FHAAGLE BEe)E, oF 5, gEe A 53 gEA dFsE AER
o2 9 F2A, dAY, B2y AEZox nAAAA AEZox T 73tE uAdRFA dAEZos Al
ERQ oMAHE, AP E FuA, A, dAZEs AE, S84 AR, U AR, 2 AR, fgA AR
it S5, GSUER, g, A, 53] 29714 R, R, el Ev
Ickabzr, wbeb v, Abskeladle, B R FEAL oddd, A AY, TFRESA, FIAReA P
EdolE, d2EY, D-A=HE HAIRHHE B-AlO]FRUYAEY, YrERQx FPUIERQ A EY
gRor TESA WEHE WE TEYAED AZHE, okbd, FAHE, JdYEIE, o|ATE JL
g g g Eo|th. ulgAd AAAE FE A d5stE 2 nAdAN SR ot}

2 dye e A FalAE, 98 E¥W, UsE AERe s AZANH|E, J22AFPHZ 0o~ UER,
LFAClE YERF, A-X39 slo|lm2Azed Ao s Ak AFuyE ntauds, uAZAR AR~
389 Z2E, YEF AE S FUE, AE, 53] Adz5Es AE 9 55 dEoltk. v s &3
A= A227PAE 0~ YEFo|t)

A 8t7 FA B EAE
EW, ofFtAlo}, SHH, L4k, JtEH, FpdlEQ A

E <
BEUo}, JEM, A A, ZEWE, EHE, AAF, G2EdelE, HrEy
==

O:
o
lo
fu
>
ofo
i)
rlr
el
lo
lo
y,
o
2
rlr

SlAEH O] E ZGHo|E | A

2o UEUXEY LEQA HMEZ QA W o9 FRA, dY, "AEAAL AEZoA, WEHAEZS
2, AEAERO A, Flo|lEFAdE AER e~ Slo|EEAdY HEMAER O~ Slo|luEA xR AEZQ
2, FHEANYAZRZ e~ Slo]TRAMR O A(AERO A Go|lE=2Az e HE oHZ), AR 9 o5 fi-
A, dAd, dAZEs dE, sfelmdEAZad HdE, S54 i, AmE, 24" wEhlolE,
EUtE,  Folx,  Fast AEAR, olEd, EEAW, ZgiRg, ZgdEd gxlox,
ZEn|daEe =, N-Hda S =T v)d ol g ol Ee FF5EA, EEveiaddelE, Eeddd =F, ¢
AAAGEFY 2 4315, Agel, Faze s, dnfEbr]f, A ek ofye} o5 frA 9 E3E=ER
B AEE dd A i e 4 34 SFEAeIT. aAe AfA vAEARE AERe A H

, AT 2AAE e 5] AXE 8 vA A A7E e AFAE Ao EA
ZHe QiAbEe A4S AN wEbA, shue] dEjelA, B dde w2 2A4E Fo AgAE vAl gt
A7E e AFAela, B Ay gehA] 9o FF I g eAd-Xgy Al A, 53] 354 1.99 s§E
EE ol 24 FE(1.9X) B "A 4A A7E ZE AAE 23ee ATy 2AES AlFe. s
el A, Al PRk 99%(FH 71F) o4 250im olstoltk,  shube] oA, AghAl PRk 99.5% o]
2 250im olsteltt. oW, E @l W ZAE Fo APAE selEEAZ2d AEZ 22 Klucel EXFO

o}, Ze A 715 Zhe= A2gAe] = U2 o= Copovidone Kollidon VA 64 fineo]t}.

shuel S E, $e ARE zhe Ffoju=EAErd AEz oAyl B owhgo AlgET. oA 80,000,
95,000, 140,000, 370,000, 850,000 % 1,150,0002] “Foldt EA=F 3h& 2E S/ 359 sfo|=FAz=d

WERO AT ol87bE T 4 At ARAF SolEFAZRE ABRost W JEE 23, AEAY sl
cEArEd ABEoAt & HEES FE@T. B el okstd 24T £t 8399 it AHE

=0 5
3w T L . 6H
gkel sfol=sAzZE Agzo vt uiAsith. webd, shiel FelelAE, 370,000 olshe] BATe 2
SdolEBATRY AERos Sio] B owwel okAsd xAE wi S2¥d Ag®d.  ® o
FElol A, 140,000 oldte] HAEE 2 So|EFALRY AFLO £ =
= 4390 AR E OE F

Q2 Sgo] B oultwo] okAsky 2AE T 3o ALgET}

il

W owrgo] uE oAet 2ARS E@ sn) olael 4EAS TeW 4 otk ¥ wwe) o 3]

= ooEolal 9 o] @, oAn), WA, AHlEER, Aol sHlol2itoldd, Hjol2abv
vlg, Friasgeldues, RmsgolziFelAd, 53 2HolZsviadly, Zdddd 2, £3)
SF 4,400 WA °F 9,000 WY EAEHS zte= ZHddd 29 F, 43 Iuixlf, AU, o FE EW, FEv)
22k, 2 A9k, 53] o589 ZEY, vtadlEd, UEEY e ZEYE, d8 54, WAkbtE, 2Hol=
Ay FuLEANAHOFRIUER e AHolEA 1Y H(dE 9, HyQual®, Mallinckrodt), wl@XZE] A
3 2o Zal Aol =(Compritol® 888), Dynasan® 118 T Boeson® VPO]T}.
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[0393]

[0394]

[0395]
[0396]

[0397]

[0398]
[0399]

[0400]

[0401]
[0402]

[0403]

[0404]

[0405]

[0406]

[0407]

SS90 10-1921934

2 ool e opAs 2AEe Ed S o) FUAS EFT 4+ ATk dye] g A% FuA
= o) abebtA, B3] 2ot o AshFA(dE W, Aerosil', Cab-0-Sil"), ZEHolZA T o]S¢] o o
5 W, ZHolEANESR, ZHolEMAE, ZyHolEbold, AHolZAavE, HAbelavle, A,
Al D Aol W d duAle TzonA oislits W BA ot
= e FHolA, B oude] me ohsd x4Ee Bes ¥ian,
oF
(Z2)

EREL 0.5 - 25

stk ool FAA 65 - 93

shl olxte] @ohA 1-5

it olxtel Bafa] 1-4

SEEESSIE L 100%7F &= <

shiel Sdola, B4 B B8 19 S%E, 48 59 a5t 1.99 SFE ®E oo A4 FuH(1.9X)
ojt}.
Eovhe gEeA, B ddel ue okt 248e Uge TaAT
&
(5 %)
EXEL 0.5 - 25
sl ol atel 344 65 - 90
&1} olatel Agta] 1-9
shu ol akel BslAl 1-3
Aoz Z71e] H7HA 100%7) H= o
shtel SwolA, #4 AR S84 19 SR, dF =W H844 1.99 HPE wE oo AF FE(1.9N)
ojt}.
Eovhe gEeA, B ddel ute okt 248e vge TaAT
%
(F %)
EREE 0.5 - 17
st olatel 324 70 = 90
sl ol atel AFA 1-5
3l ol4tel R A 1-4
oleolz F7tel kA 100%7} == %
g AR 38 19 SEE, odE EW 3EA 1.99 sekE e ole] ZA FE(1.9X) o]t}
E ohe FuHldA, B oyl uhe okdsty z4Re tee T
&
(F%%)
EXEr 1-25
sh} olate] A A 69 - 93
s} olako]l AgtA 1-3
gt o) akel BajAl 1-3
Aoz F719 A 100%7} &= %
shbel SulelAl, B4 R 8t 9] B3R, oF SW skt 1.99 S E old AW Fu(1.9X)
ojt}.
U geEjol A, B el W bty 2B Tt Tdt
001:
(CZ%%)
agx AE 0.5 - 25
2E gé £T§}‘E 28 - 70
DMI@ qd AERo A 20 - 50
tol E%Mﬂi% AEFOX 1-5
AzAsdEor JEF 1-4
ololZ ZErle] #H kAl 10067} =& %
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[0409]

[0410]

[0411]

[0412]

[0413]

[0414]

[0415]

[0416]

[0417]

[0418]

[0419]

[0420]

[0421]

[0422]

SS90l 10-1921934

Fibel
=3

E e GEolA, B oude] e opsd 24Be Bes .

ol
e

[}

%

(Z5%)
EXEls 0.5 - 25
FEOA UFIE 35 - 90
AARE AEZQA 0 - 30
FolEEATZEY AEIXL 1-5
deasdRox YER 1-3
oloja Z7te] HIiA 100%7} == oF

ol A, B AR e 19 sgtE, A8 Y 3 1.99 sekE e ole A4 dE(1.9X)

el SwelA, B4 ARE B4 [ BFE, B 59 o4 .99 $FF = ol A4 FE\(1.90)

ol

U gElolA, ¥ owe] whE ohAsts x4Be tes m@w

ool:
(Z %)
g HE 0.5 =25
| 2HEQ X UFIE 35 - 70
MAAAA AEZ QA 20 -40
Slo|l=EA ey MEZOA 1-5
Jzasldzos JEF 1-3
DEEELNERY 100%7F == ok

shupe] SHelA, &4 A4

ol

EThE o)A, ¥ owe] M2 ooty xARe e EIa,

A

&
(Z%%)
2 K 0.5 - 17
BES X JSE 28 - 60
oA dAg AE2O N 30 -50
slolEEATEY AES QX 1-5
Fzxldzo~ JEF 1 -4
dolz Frtel Hrial 10027k =& ¢

& 3aA 19 FHFE, oS 59 318 1.9¢9 FFE = oo AR FE(I1.9X)

ahubel ZuolA, B4 ARe HeA 19 SFE, A8 59 Se44 1,99 S8 ® oo 24 Fe(1.90

olc},

E e EelA, B Ryl e oplsh 2YBE thed TgE.

oF

(ZZ%)
g AR 1-25
FEIX A58 39 - 63
AR AEZOA 20 - 40
sloj=EXTEg AET QXA 1-5
gzxstdB0~ UES 1-3
ololg Z7te] HtAl 100%7} =& oF

(

shubel Svlold, B4 ARe Seb 1o SR, dE SW 84 1,99 HEE Ei ol 44 P19

o|t}.
oPLH 4
)yoltt.
shube] ZWolA, e 19 ZF 3T
%EH(I.()X o

jL l
o) @y RS B B AANAG UL YUTOZM AN JFL WAL RS U

Bfoll A, 2 o] ofAlehd A=A A7l SeliAl o 7] Ao vE2 1.5:3.5 WA 11 1(SFH
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SRS
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o
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vie)
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5 WA
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|9 ke
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SHA|
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L
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=
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[0454]

[0455]

[0456]
[0457]
[0458]
[0459]
[0460]

[0461]

[0462]

[0463]

[0464]

[0465]

[0466]

[0467]

[0468]

[0469]

[0470]

[0471]

[0472]

[0473]

[0474]

[0475]

[0476]

SSS0ol 10-1921934

(3) A7) BAD) EE (2)9] dH-EFES EGVNA, A2 A PIAEL EFR Wkstn A%
gerozn, Egehe W

@ A7) G A EFES AFE A Zals olN EFozM AAlskste Al molE Az
ek

() Qel=, A7) AAWS AA TAF vl-7154 NBER BE-I R B

wolge w9 37 el od 59 5 ols kst 24Re ATt

opAletA 2B A7) 98 B wwel e uEA A4 A PEe ool wASS LI

(5) 471 A9 #4 = A7) AW AT EF=s ADT AA Zes Zold gEFezA GAs

(6) o=, 7] dAG)e A :oE Hl-7154 VHEE d5-d5se d.

shube] FEjel A, 2 dde w2 Ao Z7]= 25 WA 800m, & W 40mm WA 500mm WAt HHe
A7=, oAHd 253 A7 (sonic sifter)E ©]g3ted, A FAS F3 SAHE 5 Ak, s FElelA,
9] 80D o/, 90FH% o, BE 95%%H% oldo]l Foz WY o E3tE,

shubel cpejold, ¥ Wl ut g SY FEE v gol, thaAels) %
A #

e ¥, 53
wpehd | hube] QFEfol A, B wiie)] ulE ofA|std ZAELS TE AP A FoEE 49, 2.5mge] &3
A 40.3 WA 96.3nmol/ ¢ 9 Cpx 2 283 WA] 677nmol*h/ £ ¢ AUCE YelITE.

22 TR AMgolA Folu= A, 2.5mge] &M 52.9

shute] FejollA, 2 o] wE kAHE x4
E 68nmol*h/ ¢ & 7|8} I AUCS Liebdith.

WA 66.6nmol/ ¢ 2] 7138F H1t Cpa

w
Ne)
g
=
)
,,po_u

shtel el B

u} OFA| S A 2 BL FHo Ao A] FAHE AL 5.0mge] £3FA 123 Ul
=] 230mmol/ £ 2] Cpax 2

s =
1, WA 1,310nmol=*h/ ¢ & AUCyini = YERATE.

o u}
000
slupel koA, B o] wE okA|etz HAEL FTE AlFA FolEE 9, 10.0mge] &Fo)A 143
WA 796nmol/ € 9] Cux 2 1,170 WA 3,190nmol*h/ ¢ ¢] AUCE vte}lT).

slupel Skefoll A, B dtdo] wE okA|etz A EL FEY AlFA A FolEE 9, 10.0mge] &M 221
W= 372nmol/ 0 9] 718F H1t Coe 2 1,690 WA 2,660nmol*h/ ¢ &) 7)8F 1t AUCE eERdTH

H

slupel koA, B o] wE okA|ez 2AELS FE AlgA FodEE S, 25.0mge] &3olA 334
Y= 1,030nmol/ € ) Coe 2 2,660 WX 7,640nmol*h/ ¢ &) AUCE ERTEH

lube] Efjoll A, E owlio] wE A sty 2AHEL FHo AlgA FoEHE A9, 25.0mge] &ollA 490
WA 709nmol/ ¢ 9] 718F B Come 2 3,750 WA 6,130nmolxh/ ¢ &) 718} H AUCE vte}T).

Lo

lube] Efjol A, E o] wE Aty 2AHELE FHo AlH A FoEHE A9, 50.0mge] &l 722
WA 2,020nmol/ ¢ 9] Cpx 2 6,450 WA 14,100nmol=xh/ ¢ ¢ AUCE e} AT},

shubo] <FEfell A, B el wE oFAIEA 2AELS FH9 AlgdA FoEE A, 50.0mge] &l A 1,080
WA 1,140nmol/ ¢ ¢ 718k Ha Coax 2D 8,310 WA 8,460nmol=h/ ¢ ¢ 718} B AUC,-in S YFEFITE.

S5O Aol A FolE = A

i
rlo

shupel opepelA, B o

o

o we opglets x4

_34_



[0477]

[0478]

[0479]
[0480]

[0481]

[0482]
[0483]

[0484]

[0485]
[0486]

[0487]

[0488]
[0489]

[0490]

[0491]
[0492]
[0493]

[0494]

[0495]
[0496]

[0497]

[0498]

[0499]

[0500]

[0501]
[0502]

[0503]

[0504]

[0505]

[0506]

[0507]

a) 2.5mg2] ol A,

i. 40.3 WA 96.3mmol/ £ 9 Cpox 2

ii. 283 WA 677nmol*h/ ¢ 2] AUCE “JERJ /WAL
b) 5.0mg®] &wFlA,
i. 123 WA 230mmol/ € 2] Cpuy 2
ii. 1,000 WA 1,310nmol*h/ ¢ ©] AUCE YFER /A
¢) 10.0mg®] &wFllA,
i. 143 WA 796mnmol/ ¢ &) Cpox 2
ii. 1,170 W= 3,190nmol*h/ ¢ ¢ AUCE vFebuar/vj AL}
d) 25.0mg®] &FFlA,

i. 334 YA 1,030nmol/ £ &) Cpe 2

ii. 2,660 WA 7,640nmol*h/ ¢ ¢ AUCE YeERH /WAL
e) 50.0mg2] &7FollA,

i, 722 WA 2,020nm01/ £ 9] Cpae 2

ii. 6,450 WA 14,100nmol*h/ ¢ ¢ AUCE i}elbdict,

shibel ool A, B owne] me oAy 2YBS FHe) At ezt B,

a. 2.5mge] &N,

i. 52.9 WA 66.6nmol/ 09 718} Hit Cpax 2

ii. 394 WA 468nmol*h/ ¢ 2] 7|8} B+ AUCE YE /AU
b. 10.0mge] &3l A,
i. 221 WA 372nmol/ ¢ &) 7]38} At Cpy 2

ii. 1,690 WA 2,660nmol*h/ ¢ 9] 713} @<t AUC,E vERar/ WAL

c. 25.0mg2] &7FollA,

i. 490 WA 709nmol/ ¢ &) 7]8} At Cpy 2

ii. 3,750 WA 6,130nmol*h/ ¢ 9] 718} H AUCE YERNIZ/ AL
d. 50.0mge] &3olA,

i. 1,080 WA 1,140nmol/ ¢ 9 718} H1t Cpoe 2

ii. 8,310 WA 8,460nmol=h/ ¢ ¢] 713} H AUCE teElWlT).

shte] FefellA, 2 dge] wE kARt 2AHES FEo] ARA FoHE
42.8 WA 81.2mmol/ ¢ 9] Coae = 326 WA 631nmol*h/ € ¢ AUCy ;S YFERATH

SSS0ol 10-1921934

85, 2.5mge Y &FelA

il G, el WE SR SR Tl Aol Fol A%, 2owsl B g9l

52.9 WA 61.3nmol/ £ 9 713} Bt Cux = 394 WA 468nmol*h/ ¢ ¢ 713} Ho AUCy i S YERATE.
s

shube] FElAl A, B E@e] w2 FAISHY 2AdES T A FoHE
123 WA 230nmol/ € 9] Cux 2 1,000 WA 1,310nmol*h/ ¢ ¢ AUCy ;.S LFEFATE.
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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]

shube] FEjoll A, ¥ e wE FAISHH ZAFELS FHR| AFA FoEE A4,

[l
143 WA 796mmol/ € 9] Cupe 2 1,170 WA 3,190nmol*h/ ¢ 2] AUCy. ;S LFEFATE.

shubel oFEfol A, E o] npE ofA
221 WA 372nmol/ L

g el

bl

k

stube] Fefell M, 2 el wE SfAISHH 2AFES o] AMEA FoHE AE,

o] 718} Hat Cux 2 1,690 WA 2,660nmol*h/ ¢ 2] 718}

P 2AES BB AgA FolEE 39,

S=54d 10-1921934

10.0mge] ©+d &-3Fo A

10.0mge] & 8-l A

Tt AUC)-inE LHERATE

334 WA 1,030nmol/ ¢ 9] Cpe 2 2,660 WA 7,170nmolxh/ £ ¢ AUCe-in S LFEFATE.

1

1o
)

e

of

shupe] pejol A,

2 drgo] mE ofA
490 WA 709nmol/ ¢

Z_I
9] 7]6_}‘ 'Tio:]ﬂ_ Cmax % 3,

)

shibel ol A, ® we] we ohAstd 2B BH Al FojEE A%

o] Ao Al FoAEE A4S,
750 WA 6,130nmol=h/ ¢ ¢ 7]3} =

25.0mge] T 8Tl A

25.0mge] T 85l A

Tt AUC)-inE HHERAT

722 WA 2,020mmol/ € 9] Coae = 6,450 WA 14,100nmol=h/ ¢ & AUC, S YFEFATE.

slbe] el A, H we] w

i
[}
3

2
o

_|>ﬁ

BN
X,

o

flo

TR AgolA FolEs A5,

50.0mge] © &l A

50.0mge] ©d ol A

o}
1,080 WA 1,140nmol/ ¢ ©] 718} He Cpy 2 8,310 WA 8,460nmol*h/ £ ¢ 718} Het AUC- i, S LHERATE.

shvbe) opejol A, W W] W opAlg A 2YEe FEe| AgelA FolEs 3

a) 2.5mg] @ 8ol A,
i. 42.8 WA 81.2nmol/ £ 9] Cpy 2
ii. 326 WA 63lnmol=*h/ £ o] AUCo & YERIL/ WAL
b) 5.0mge] T &l A,
i. 123 WA 230nmol/ £ 9] Cpy 2
ii. 1,000 WA 1,310nmol*h/ ¢ 2] AUCy-inE YFERN /WAL

¢) 10.0mge] & &3l A,

i. 143 WA 796nmol/ € 9] Cppe 2
ii. 1,170 W= 3,190nmol*h/ ¢ &) AUCy-inr S YFEF IL/U ALt

d) 25.0mge] © EFol A,

i. 334 LHX] 1,0301’1[1101/@5;] Cmax 1:7!1
ii. 2,660 W= 7,170nmol*h/ £ &) AUCy-ins S VFEFU IL/U) AL}

e) 50.0mge] © Sl A,

i. 722 WA 2,020nmol/ ¢ 9 Cpox 2
ii. 6,450 WA 14,100nmol*h/ £ &) AUCy-inS LFEFWITE.
shube] Fefoll A, 2 wrgol] whE okA|EA 2AHEL FE AlF A Folx

a. 2.5mge] 9 &olA,

als

i.52.9 WA 61.3nmol/ L9 718F Hit Cpx 2
ii. 394 WA 468nmol*h/ ¢ &) 718t Ho AUCoin S YFERHIL/ WAL

b. 10.0mge © Sl A,

i. 221 WA 372nmol/ ¢ & 718 B Coe 2
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S=54d 10-1921934

[0536] ii. 1,690 WA 2,660nmol=h/ ¢ ©] 713} W+t AUC-inE LFERH /WA

[0537] c. 25.0mge] ©U B A,

[0538] i. 490 WX 709nmol/ ¢ &) 713 He Cpox 2

[0539] ii. 3,750 WA 6,130nmol*h/ ¢ o] 718} Bt AUCo-in s YHERW I/ WAL

[0540] d. 50.0mge] T &=l A,

[0541] i. 1,080 WA 1,140nmol/ ¢ 2] 718} H Cpa 2

[0542] ii. 8,310 WA 8,460nmol*h/ ¢ & 718} He AUCy-inr S YERATE.

[0543] shibel FEjol A, B wde] w2 AT A HAHES FH AFA FAEE A9, 2.5me9] the &l A

40.3 WA 96.3nmol/ £ 2] Cpaxss 2 283 WA 677nmol*h/ £ 9] AUC, & }ERWATE.

[0544] Shibel FEfol A, ¥ wtgo] wE oA FAHELS FE Alg Al FoHE A9, 10.0mge the £l A
166 WA 479nmol/ € €] Chaxss 2 1,350 WAl 2,600nmol*h/ ¢ 2] AUC, = YERAT.

[0545] shbe] el A, B o] mE oA ZAEL T AlddA FoEiE= 44, 10.0mge] U S3olA
252 WA 272nmol/ 0 &) 718} HF Cuarss 2 1,850 WA 2,000nmol*h/ ¢ & 7]8F H AUC, & YERATEH
[0546] shbel Fejol A, B o] mE oA ZAHEL TR AlddA Foui= 4$-, 25.0mge] UF §3FolA

443 WA 907mmol/ £ 9 Coaxss 2 2,790 WA 7,640mmol*h/ ¢ & AUC, ¢ ;= LFERATEH

[0547] shte] Fejol A, B o] wE oFAStH AELS FHO Algd A Folw= g, 25.0mge] tF &elA
622 WA 676nmol/ ¢ 9] 718} B Coaxss 2 4,640 U1A] 4,890nmol*h/ ¢ 2] 718} Hat AUC, & YEFATE

[0548] shte] oFEjoll A, 2 o] mE oFASHY RAEL FH A FAEE A9,

[0549] a) 2.5mge] T BFollA,

[0550] i. 40.3 WA 96.30m0l/ £ 9 Cpaxss 2

[0551] ii. 283 UlA] 677nmol=h/ ¢ 9] AUC. & YFERNIL/HAY

[0552] b) 10.0mge] t}F &FolA],

[0553] i. 166 WA 479nmol/ £ 9] Cpax.ss 2

[0554] ii. 1,350 WA 2,600nmol*h/ ¢ 2] AUC, & YERNIL/ ALY

[0555] c) 25.0mge] thE &l A,

[0556] i. 443 WA 907nmol/ £ 9] Cpaxss 2

[0557] ii. 2,790 WA 7,640mmol*h/ ¢ ] AUC, = }E}ATE.

[0558] shbel FeEfellA], & el wE oFAsH 2AEL FE] Al A FolEE A9

[0559] a. 10.0mg2) t}5 &l A,

[0560] i. 252 WA 272nmol/ € 2] 718} B Cpaxss 2

[0561] ii. 1,850 WA 2,000nmol=h/ ¢ o] 713} @+ AUC, & YERHIL/UIAY

[0562] b. 25.0mge] T}F &FolA,

[0563] i. 622 WA 676nmol/ ¢ 2] 718} B Cpaxss 2
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[0564]

[0565]

[0566]

[0567]

[0568]

[0569]

[0570]

[0571]

[0572]

[0573]

[0574]

SE54d 10-1921934

ii. 4,640 WA 4,890nmol*h/ ¢ 9] 713} 3t AUC, & YEFTE.
EHE FANA, & e GE o 2AEE T A FoIE A%, 1 A somol/ o/
%‘%]:_xéﬁﬂ% Cmax, norm ‘;’l 106 1HX] 306nmo *h/z /mgg] -3 ﬁﬁl‘% AUCO*inf‘ norm'g‘ L}-E}-‘fﬂﬁ]— 6‘}']/}'9] OO]:F/HOﬂ
/\1, /\01—7] Q}Zﬂ‘é_‘}‘&i }_/K(—)]%_Q_ ﬁ-/H /K _" 2.5mg WX] 50mg’] %‘%]: H-ﬂ‘?’]oﬂ Zjii% /\01—7] %_%]:—Xéﬁﬁl—% Cmax, norm 2’2 /\o]'
7] %'%]:_Xéﬁﬁl‘% AUCO*inf, norm'g‘ L}-E}-‘fﬂﬁ]—
shbel gpelel ), 3 wHel e opAed z4Ee el Al FANE 49, B4 A S WA 25mg
9] %‘%]: H-ﬂ‘?’]oﬂ 742:1 13 1HX1 80nmo1 /ﬂ/mggl aok Xéﬁﬁ}?l Cmax, norm 7% 106 LHX] 306nmol*h/€ /mg*/] Q_a]: X—]‘lv:lL
ﬂ‘% AUCO*inf, norm'g‘ ‘/lrE]r‘ﬂE]'
sfube] GFefell A, ¥ W] whE ofAlehA A= TE AbglAl Fol¥= A5, 20 WA 37mmol/ £ /mge]
%%E_xéﬁﬂ% 718t B+ Chax. norn 9 150 WA 266nmol=h/ ¢ /mgo] %%E—Xéﬁj.% 718t B+ AUCo-int, norn S LhE}
Sk she) delolA, A7) ohAleh 2ABEe B4 AR 2.5m5 WA 50mee) S Wl A A7) SF-4
:ﬁLﬂ'% 7]6‘}' Tlgﬂ- Cmax, norm ‘;l }6}7] %%E_Xé%j'% 7]6‘}' 'ﬁo:]ﬂ_ AUC()*inf, normg‘ L}'E}“ﬂ_q
shtel opejelal, B el WE ohlsd 2yEe Tl AgelA FolHE A%, B4 A sns UX 25me
of &% Rl AA 20 WA 37nmol/ £ /mg] &F-AT3tE 718 H Coax, norm 2 150 WA 266nmol=h/ £ /mge]
%%_;g%ﬂ% 7]6‘]' 'Tio:]ﬂ_ AUC()*inf, norm%" L}'F/}%E}’
apupel FelelA, ¥ wwel We ohe 2B 3R] Aol wa gHozn TAHE A9, 13 UA
80nm01/€/mg9] %%k—%éﬂ—ﬁ}% Cmax, norm gl 106 LHX] 287nm01*h/€/m ‘/] %‘%]: ;(6] ﬂ'ﬂ AUCO inf, normg 1’}]—4—‘443}’
shukel FEfell A, A7) oFAlsh 2AEE2 e Aol @Y &FomA Fold= A9, 24 AHE 2.5mg
LHX] 50mg‘o’] %‘%E H-ﬂ‘?’]oﬂ 7—]/:(:1 }:31—7] %—%E—Xoﬁﬂ-% max, norm gl }:31—7] %‘%E Xé:ﬁLp‘}% AUCO*inf, normﬁ b}E}‘ﬂr/}

i

il

shpel apelelA], B owwel mE opAsd 2ARE BRe ARl W BRoRA FolHi A%, B4 A
T"i‘ 5mg LHX] 25mgf~l] %}: Hﬁ]'ﬂoﬂ éﬁ 13 LHX] SOnmol/Q/mgQ] %‘%}: :ﬁLﬂ' Cmax norm 7! 106 LHX] 2871’1[1101*1’1/

L /mg‘o/] %—%}:—X&}ﬁﬂ% AUCO*inf, norm% 1’}‘&%@

shibe] FeEfell A, E drgo] whE ofAlTHA AES o AbgtelAdl 9l 8HowA FojEE g, 20 WA
37nm01/€/mg"] %}: Xé%ﬂ'% 7]6} %:'L% Cmax, norm 1:7!; 150 LHX] 266nm01*h/€/mg9] %—%E—Xé flé
AUCo-ins, nome WFEFRITE.  ShLbe] FEfol A, 7] SFAISHE A= 59 AHdlA & §FomA Foju=
35, &4 A% 2.5mg WA S0mge] &% Wl A 7] &F-FarstE 718k B G nom R 7] EF-A
:ﬁLﬁ'% 7]6‘]' rg:'\___'_L AUCO*inf, norm% Iz}‘E]—‘ﬂiT;}—

spbe] peleld, B wel mE oRASHd 2ARL BARe ARl B SFonA FolHi A%, B A
5mg LHX] 25mgg %EO}: H-ﬂvﬂoﬂ éﬂ 20 LHX] 37nm01/€/mgg %%_;gﬁﬂ% 7]8} éiL Cmax, norm t%] 150 LHX]
2661’1[1101*1’1/@ /mgg %%_;gﬁﬂ% ]O]— Jﬂ:'__'L AUC() inf, norm= q‘E]'qu;}'

A

utel FelolA, ¥ el we ohsd xHBL Fue ARdA BF §FezA FoH AS, 16 WA
48nm01/ Q /ng«] %‘ ;(é —ﬁLg}- ] Cmax,ss, norm fl 112 LHX] 306nm01*h/ 2 /mg‘g] %‘%_;g ﬁi}'% AUC‘[ ,SS, norm%

uebdth, skl FElell A, 7] ofAlSH 2AEL TEO] AlA e §¥oRAM FoHE A, 24
/‘Cq)% 25mg LHX] 25mg‘9] %aok ‘jﬁ]’ﬂoﬂ 7224 }23]—7] %aok A —HL:Q}'?J_ Cmax,ss, norm Uﬁ] }\01—7] %%_;gﬁg}'% AUC‘E,SS, norln€

Uhebaict
Shbel rElolN, B o] we okt zAES guo AR UF sFond Rui 4%, 25 A
27nm01/€/mgg %%_;gﬁi}-% 7]_8]— jéiL Cmax,ss, norm Ux] 184 LHX] 200nm01*h/£/mg4 'Q_E}: qﬁg}-% 7]_8]' j(i

AUC: s, norm® WFEFHITE.  BhL}o] SFEjoll A, 7] FAISHE] =2 359 At b5 §FomA Foy=

h=]
o=
45, 24 4% 2.5mg WA 25mge] & Wl 2A 7] EF-ArskE 718 FE Cuavss, o B 7] S

hal
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el
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[0575]

olo

M= A-53tA A
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1841 ]

-
X
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kg

L
L

2

= O
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] 2 dge] SGLT2 o AlAl 2
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[0576]

| wjdse] AT S77F doubAl @AY Aol Al

3]

SGLT2 A &Ade] #HAA, o o
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I

L AF FE E7159

gsAl=
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T
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3
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s

g
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[0714]

[0715]

[0716]
[0717]
[0718]
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[0720]
[0721]
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[0725]

[0726]
[0727]
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[0736]
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[0741]

[0742]

oAul-xZeYE Zrolmy P
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Qut=glo] & 9-(opadry yellow)

.\QE_T E%]_ 2 7]

A solE =5 FAE57eA BE-
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1. 253}

1.1. &4 33}

Bl & gge 9rES g
7] e A Bl g

- %9
- O}_O]EE}\]JEJJ AZEZ QA
- ARAERO A YEF
- HEex T YA

nAZEE AERQ 2,

de7t 9 mA A

2H o2 aES Bz

AERoxE Tyl WAstn A4 Af et 2a

A ¥, AT A% deh At AE LAY 5y

02B381909] =4 SEN (PR degd)S HA|gol Eakr]it,

9% delon FRAA Be-vud GAE Az

50 WX 90%(dlE &1, 80%) <

gitdow 7] Adud FIASS du-Ad glo] H3s mdw £317]/7 sy 5 4 Sdded £
=

gitdow 7] Adud FIASS du-Ad glo] Hgs mdw 317/ s &4 S9de
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ik B EUYS 33 HAfds, du-EddE AHES F4 AHslr] Ao A" 3]/
3}7]e Fi st

2 A du-23849dS i E, 50rpm WA 2,500rpm(elE £, 970rpm)olA 0.5mm WA 1.5mm(
Sd, 0.8m) AE Ze 238y LS AHEE 5 ).

ek o®  0.5mm WA 1.5m(S 59, 0.8m) AS Z2E F£%5424] AS ALg3c}

o] ZTIES ou|-E3E HAA E=Fo 26 WA 35%(w/w) HYe AAF(AE =9, 28%(w/w)e AAF)
oA

IHTE E3H7] /B EE 7oA 9] oul-E3S e, Y 4 dHHEHES 48T F U
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SSS0dl 10-1921934

selrEEe 489 5 ek

2,900rpm)

derd o b Ediviel Ao dul-E3ts 9 E, thae &
A& AR 5 WA 30
I &= 5 WA 30rpm
A Z37)/HEse Ao F&E HEiAE, e 34
AERin A& AIZE 2 WA 52 (dlE =9, 2.5%
& AR 50 WA 600rpm (S E9, 114rpm)
&£ A 1,500 WHA] 3,000rpm (A S 59,
Tk & AR 2 WA 5% (& 59, 2.58)

1.2. A=z

HFa AHE AT F5F Ax27A AxANY. AxRE fE
o Z= dul-7td flo] sttt

FrEs Ax7ldAY dxE e, oY T4 FevEES
7] &4 100 WA 5,000m' /h

F9 F7] &% 50 WA 75T (& E¥, 700)

F40 TAH: AEE RE7F 40 WX 50T HElol xgE o

Age AxA &4 Zk: 0.5 WA 5.0% (A& SH, < 1.5%)

1.3. A2 27384

AxE B}YS 50rpm WA 2,500rpm(lE £, 970rpm)ol A 0.5mn WA 2.0m(dS 59, 1.0mm) AS 2=
Z2esl ~g8d LS AR 23893, 0.5mm WA 1.5m(dE 9, 0.8m) AS ZtE S5 A2
A-8-3he},

2. HF EEEY Az

2.1. 8 &3 A

Agkel gk BErgdA, 23gdE Adx e FRoEA 4 AyyHx=agd 2 Ee 54 A 77E
ARSE dul-~38dE) 2 vAAgY AERA(UHA] F)(=AEY E Ee 54 A 71715 AHEEH
ofu]-~=2d¥) et 33

gzeluy ¥4 et @ AAgy Aszese
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ddS AsiA =,

A& 717k 5 WA 308 (8 5H,

i

ik oA <]
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terzlow uAY &3
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[0815]
[0816]

[0817]

[0818]
[0819]

[0820]

[0821]

[0822]

[0823]

9. A3 B Zelx Ao HAF BA=S AASEY
10. eI HA 0|8 BE I B,

Qe mg/ mg/ mg/ mg/ mg/

A AA A A AA

g4 23 2.5000 | 5.000 10.00 25.0 50.0
GEO~ AFIE 43.7500( 87.500 [ 175.00 | 74.0 | 148.0
HWAARAy dg=ex~ |12.5000] 25.000 | 50.00 | 80.0 | 160.0
Zyddd 29F - - - 10.0 20.0
gexsldzex JEF | 1.2500 | 2500 | 5.00 8.0 16.0
[z zza Agzcex | 1.8750 | 3.750 | 7.50 - -
gzol=y oiaTa 03125 | 0625 | 125 1.0 2.0

| ~H|o}2AL w14 0.3125 | 0.625 1.25 2.0 4.0
(gg mz 2.5000 | 4.000 7.00 6.00 9.00
BAF TEF | 2% | 3T | FEF | 2T
2% 65.000 |129.000| 257.00 | 206.00 | 409.00

AAe 10: A4

=2 0.5mg, 5mg, 25mg, 100mge Sake AA

s=s4

10-1921934

0.5 mg 5mg 25 mg 100 mg
24 84
mg/AA 1A my/AA 1AF|mg/AA 1AF Mg A 1%

& Jdst

24 24 25000 5.000 25.00 100.00

]

I==5 60.00 55.00 42.00 168.00

| =T =

BREEE

ey 8 20.00 20.00 38.00 152.00

go|=sxxzy

Sazed 5.00 5.00 7.50 30.00

AZ2AZ o X

S 4.00 4.00 6.00 24.00

RA% 223 223 = =

Az A7te

BREEE

Py 10.00 10.00 30.00 120.00

2R3 - 0.50 0.75 3.00

ERTISEPTRTET PN 0.50 0.50 0.75 3.00

e 100.00 100.00 150.00 600.00
249 =4, s =9, 3 1.99] 3ste, e A4 FHe FEE(1.9X), sfol=sAzRE AE
2es g AR e s YEFS SdHdAN 3. o] duEgted HELS dedte B vAEA
A AR A A £, 5" SAEE A 3 Adsidt. ded we, A" WA
271 % A mek, N A wAE 9 Hele] HiE s es AEd 5 A
HestES 2] BEde] Aol wiEA7IA A o]F, HYsES . umA vAEge As
Zexs € FustEel H7ISEAL(0.5mgS ALF BE o] tiE] FRo|=A okt Aete] onEdE
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HT A eRES

o

AA ZelaE AbEste] AR
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25 mg
25.00
39.00
20.00
3.00
2.00
10.00
0.50
0.50
100.00

my/AA 1ARMg/AA 1AZ|mg/RA 113

5mg
5.00
59.00
20.00
3.00
2.00
10.00
0.50
0.50
100.00

21 1.99] 3}

1
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[0831]

[0832]
[0833]

[0834]

[0835]
[0836]

[0837]

[0838]

s=59 10-1921934
1.1. AAlef 10(AF 3} Ao &) Ao 53
AA AT 84 32 B Bl Azt
ng 7
0.5 z7] 1:33
=7k 1:23
£33 1:20
5 7] 1:38
2t 1:50
Z8A 1:09
25 27] 0:45
3t 0:53
Z24 0:45
100 27] 1:15
=7 1:15
Za3A 1:06
1.2. Ao 11(AZB S AAlol )] GA|e] 53
AA NG g4 24 BE B Azt
mg —?‘
1 %71 3:21
Z3r 2:58
Z38A 2:45
5 %27] 2:49
=37 2:34
Z8 A 2:36
5 %7] 2:18
3t 2:16
ZgA 1:55
25 %7] 2:11
=7} 2:22
224 1:55
5 z7] 3:33
=37 4:02
Z84A 3:56
5 Z7] 2:35
=7k 2:30
Z3 A 2:30
25 27| 1:29
=7t 1:36
284 1:48
5 %7 3:18
=7t 2:57
Zg A 3:01
5 %7] 1:35
e 2:28
=84 2:13
5 =7] 2:16
3k 2:07
284 2:12
25 z7] 2:03
=21 1:57
284 2:00
2. &3 AIE
7 &3 AFS USP3I-NF26 S2, A71178(&3h)ol 71&=e] Ak, 50rpme] wwk £E&5 zk= s WA
2)& AHgssih. g8 miEe 2% 37T 0.09M UAHZE T AMUER SE5A(pl 6.8) 900meATh. 454
olstel ARk Fol AmE AHSAT. HLCE B ARES BAsith A Fo 24 BAe s 1.99
33, wrEAsHAlE ole] A% FE(1.9X)o|r}.
WU SE7b TBrpnel A ASSLE 3% 2,39 AneoAe FAT PR LSS
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[0839]

[0840]

[0841]
[0842]

[0843]

2.1. AAd 10(A33 AA e 3

=)o) AAel &3

| mg / AA al7] AR (E) M Hyt SHE %
0.5 108 74
20% 83
308 87
45%- 91
5 108 79
208 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

=)ol AAlo) g3

| mg / AA st7] AFE)M e HE L58 %
1 158 80
308 91
458 9
5 158 92
308 102
455 102
5 1658 92
308 102
451 106
25 1558 66
308 83
458 91
5 158 90
308 100
45% 102
5 15 91
308 101
45 103
25 15 78
308 92
45 96
5 158 97
305 103
455 102
5 15% 91
308 99
458 99
5 155 100
308 101
458 102
25 158 86
308 94
458 97
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[0844]

[0845]
[0846]

[0847]

[0848]
[0849]
[0850]
[0851]
[0852]
[0853]
[0854]
[0855]
[0856]
[0857]
[0858]
[0859]
[0860]
[0861]
[0862]
[0863]

[0864]

[0865]
[0866]
[0867]

[0868]

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

mg / AA 7] A (E)olM e HF &89 %
2.5mg 155 100
30%- 100
455 101
5mg 158 08
30% 99
455 99
10ng 158 98
308 99
458 99
25mg 15% 100
305 101
458 101
50mg 158 99
30% 101
45E 101
3. #eolA Fdo o A 27 FE A4
AR 37 B SAHL, dAY # 2 == o)A IH V&S T 3
3 S oA B4 el oF) #elA 3 3l FEskdth. AlE
A oA 34 B34 Sympatec HELOS ¥= EA17]
A= R31 (0.5/0.9m WA 175um)
Alm B2 Y 714 #4F7] RODOS/M
A Nilfisk
37 ASPIROS
>ag = 60.00mm/s
A=} oFH 2.00bar
TH97 4E 3} (mbar)2
i+ 54 10%
F7] A7+ 100msec
S x4 I3t 3 > 1% T 0.0% WAV A fas
B FE < 1% 5.0% F EE 30% HAZE Fo FX
B8 T= e 3 WA 12% B
A7} HRLD
Alg A7) 2F 100mg
54 34 2 (o]F)
AzZGAe] FH-ol wat 2 ARAA AT 2ZEYE AEst] FXxE A
g 8715 & Egsta EE5o4 Ui AZe] AdHe= S BASY
A|25 ASPIROS 8] Hlol€R AA o5 ARE A=xsta, vlo]d& wlij
TRl €t
4, A AE L ujEx

Ak YA ANE

S=50d 10-1921934
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W& obel dAs 7

AA AE L nkEx AJE-e USPSI-NF26 S2, A12173 (A sbete)oll 71& upel o] 3kt
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Foict.

o

oA o]

=
=
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HPLC/MS/MS #2418 Aleh &% 3 1.11 WA 1,110nM HL] o oh
OA|ZH-E Fai7=] 24t

T A RE Al FEAA A

AUCy-ins
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AT 4
9.5

o}

[0869]
[0870]
[0871]
[0872]
[0873]
[0874]
[0875]
[0876]

"

[0877]

Bjoll A oAl RE Hu F=7bA] o] AJRE

tmax,ss:

[0879]
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&

[e]

B
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X
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1o

ol

1
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[0881]

[0882]
[0883]

[0884]

[0885]

Eo RS stebvle: 0A2RE FauAAe] @9 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

F: FEetA gy Hd 9 55 (Cr)

£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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[0886] F: ke detvE: Ao @ w0l =Eshr|7hA e 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
[0887]
[0888]  5.2. °FEHA WewlE, 44 )
[0889] F: e detuE: A AEjellAe] Fo] A A3 dF F=-ARt 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
[0890]
0891]  E: okEErA sewlE: A4 geeldel Aol 8% 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
[0892]
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[0893] F okEeA mebvlE s A Al Ho 88 sol =Ee1 A AR )
3 AT tmax,ss (h)
(mg) ®# SD  %CV 7S BF %gCV Ha  Fg Ay
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
4 172 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
[0894]
[0895] 5.3. oFeety sy, @ &%, &4t
[0896] F: ofFEetA detvE: oA Y FIdizbA o] §-Aatstd I s =-ARE A8 WA (A ki, norn) B &
%]:—Xé ‘F{’ﬂ'% ‘iL] EH gxo]' lL‘D:E:—(Cmax, n()rm)
% a7 AUC.infnorm (NMol*h/L/mg) Chmaxnorm (NMol/L/Mg)
(mg) 7188 Ha 2 Hy |78 B A2 R Ehe
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
335 166 129 159 282 23 18 20 40
3/me wa| 149 101 150 216 | 16 9 17 21
[0897]
[0898] 5.4. °Fsst getulg, A4 AE
[0899] 3E: oFEeA meulE: A el A e Fof 1A AR &R-Aarste 4 sR-ARF s A AIC, .
norm) ‘gl ;{é}g_ }g_EH Oﬂ }\19] [} 0 - ﬁ@]‘% :ZL]EH %Xc]— %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
[0900]
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