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(2) 271 @A(D o] EFES AT =2 GFA7] oA dFA7I= B

(3) 271 9AI(2) Etel 5% &S A T4 B Ad DAl o8 FHoR HES WP Al
(4) 4oz, B2 SAB)9 Hde ER7INA UmA BEAES Egstel AT EdES F5= 9L

(5) 471 @A) #Y = A7) AW AT EF=s ADT AA Zes oM gEFe=A GAs
atel GAl solE Axshs 9l
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Abgl @akel A X]—’F" L= BMIMY] &of= AT (E9: k)& 7I(29: m)o] AwoR yie Aoz HoH

"HAF ] Bol= JHAIS] BMIZE 25kg/m' 23 B 30kg/m’ WIREQL AEiEA AodEr. "dAT" R "H|RE A
Aol gol daudato] AlgH)

"HIRk o] gol= JRA|S] BMIZE 30kg/m' o]l AtElEA AeHTh,  WHO Ao wt=w | H]
ol £FE & vk 8o "IF HWH"2 BMIZF 30kg/m' ©]/% B 35kg/m’ mIREQl Aejolar

o gojx tre3
o]

oo ﬂi

_22_



[0303]

[0304]

[0305]

[0306]

[0307]

[0308]

[0309]

[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

SIHS31 10-2018-0004295
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em, 99439 A$ > 90mzEA] o= Q & AL 993,

" d1re Bolv A & d9 =7 A W9l 70mg/de(3.89mmol/ ) F¥F H 110mg/dl

(6.11mol/ ¢) vRkel AejzA Aelhrh, "FHre] ol ofaba folzA] Fael ouE e
DEYE el Golt= AR B GY BEst AY WA WE, 3 10mg/dl6. 1mol/ ) F 2k A
24 Aelhth, 8 goli oohH golma A ojng v

A o= IR w8 d9 F=7F 60 WA 115mg/de(3.3 WA 6.3mmol/ £ )] A W vwkel
FEHEAM Aoldnt.

"AF aEEE" e ol AL A5 243t dF Ee 94 7 F=7F 200mg/de(11. 11mmol/ £ )& Z 38}
= A EA Ao

T g9 Aol" e "IFG"Y & IAAY FE d9 v e FH 84 9 sX7F 100 WA 125mg/de
= 6 WA 6.9mmol/ ¢ ), E3] 110mg/d¢ =3 2L 126mg/de(7.00mmol/ ¢ ) w|wkel AEj24 BArt, "AHA+
TE G zte= gAxE FE 9 =57 100mg/de P9, = 5.6mmol/ ¢ W] wro]T),

TE

5 Holl" mi "IGT'e ol AR AF 2A7re] ¥4 = 84 9 5=7)F 140mg/de(7.78mmol/ £ )
Z7 2 200mg/de(11. 11mmol/ ¢ ) ¥Rl A=A Agojdrt. o) Uds, S A5 2A7ke 3 &= ¥4
FEE, 42 F 9 75gS AFHT A 241 9 EF 1A F(mg) féﬂx} A &4 g du. "Hd U
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¥

A WE-Axe] 75S AAeE HHEe
HEF fAbelch: HE-AE V)5 S
al., Diabetologia 1985, 28: 412-19), H|&A+
52(Suppl.1): A459), AT U Ald T AAF
A AEHE A UF Ad $ 189 =

Fur J Clin Invest 2001, 31: 380-81) &A% 4= U},

Y H|( , Diabetes 2003,
#d/C-FEefol= BHE FA4sAY, HIHsH
nagS Abgso] (F2: Stumvoll et al.,
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"HbAlc"9o] gol& B JFS-(glycation) AXMES dAeCh. oo FAHLS o
ANA #F FAH Avk. G Az RUEH SlolA HbAle ¢k w9 T st ol A dF
9 HYF o) EAFor o&Esy] wiEd, "dd 719 (blood sugar memory)"2] 7+ZtollA HbAlc: 4 WA
T 79 -‘léﬁ‘ dqdd F5 1y LB}. HbAlc #kol HEZQ Jdud 7o o dAHA & A (S, ANBEA
T AEIERNY < 6.5 T A gy vAdREFToRREH E4 & noHr. o E 59, HE

24 X]—Z]E = Exle A 1.0 1HX] 1.5% A%=2] HbAle @ HA /XS @3ttt o]23F HbAIC Lo
Fa HbAlco] 93l Hx WY < 6.5%, vIEASIAIE < 695 2437 A Be Gl FxjolA FEeHA

BAAd g 2dve] golt #4e] HbAle ghel 6.5% o],

N FFE(AA Aol wel A ALEE A)olens B oAU FEFClRnE Bes oA}
FEA"L e Al VB EAS zte 53 3 o]t (FE: Laaksonen DE, et al. Am J Epidemiol
2002;156:1070-7). ATP III/NCEP 7}ol=a}l[#Z%: Executive Summary of the Third Report of the National
Cholesterol Education Program (NCEP) Expert Panel on Detection, Evaluation, and Treatment of High
Blood Cholesterol in Adults (Adult Treatment Panel II1) JAMA: Journal of the American Medical

Association (2001) 285:2486-2497]0] wt=2W  whA} =372 A 1S g AAE Fo 370 ool yeEr
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G Aeo sgEn

1. 3g Ed7F A4 A > 409% EE 102em0]3L, 9949 A$ > 359K EE UmBA AT E EH |
o EE 4P UF EE AR #@xd s se EdF EA4Y B > 85em, A A = 90mEA Ao H]
A L R

2. EglzgAlgte]=: > 150mg/dl

3. IDL-Z =HE < 40mg/d(FA)

4. @<t > 130/85mmHg(SBP > 130 %+= DBP > 85)

5.

ol

2 g9 > 110mg/d¢

NCEP 9= &A% AT 73 Laaksonen DE, et al., Am J Epidemiol. (2002) 156:1070-7]1. ¥z Ez|ZZAl
ghol= 9l DL FH2HES 3 ot 49 & Wl os SAHE & o, ol oAud E-[FE:
Thomas L (Editor): "Labor und Diagnose", TH-Books Verlagsgesellschaft mbH, Frankfurt/Main, 2000
=] St

4R ow AgEE Rod nay,
90mmHg #& Fdpske= Aol dd
FEoR AL FFr] d9E 8

LR F57] AH(SBP)o] 140mmHg = Z¥sha £g7] AHDBP) o]
O #AE A deE 4 e A, 757] d-ks 130mmHg olste]

[e}
OmmHg ©]3}2 7FAaA]7)= Aol A AR

o] Ml wiell A "SGLT2 AAI"e] &ol= u A 2(SGLT2), 53] Absk SGLT2¢0 whaf oAl &
HE Yehle setE, 53 SFavHed-fEA, § SFavRed-r1E e sekEe] wd Aot
1

IC502. 2 ZAE hSGLT29] ™k oA &3t= vlghgeAlE 1,000nM ©]&F, B% wl&&dtA= 100nM o8, 7+

[
nilm
oft

SR abAlE Soml olstelth.  hSGLT2e| theh oAl Esht B@ol ¥A® gusmel oa, 53 &9 W0 A
2005/092877% X+ WO #12007/093610%.(23/245| 0] A]) o] 7]=% uvie} o] HAE 4 oy, A7 £ AF
o welo] Fxz AgETh 'SGLIZ GAIA'S] ol Ea 7o A4 FeES Ty, opgHom 3

5= olsd 4, e # Svistes 2.

AR R AssEe goli olnl 4] FHR ARH, S8 A% Fum A BAe Andy ANE X
gt Amsd AN 54 4F9 IS AW A% A A5, E= 4T J0E GAN7AG
PEAoR qAN7Y] A% EE AR AL FRATAL A7) A 94 ARD F Ak, weA,
wouge) 2% L e dA 94 Al A2 Amshy AAAR oheh Wy H AnE Y8 g
F qnh,

oA AR, A AR e golt dsadisiel g, o AFE AU Q9D 9wl 9l
= aE Austel 47 992 gaArle A2 Lga

Al B s o] vEes e AAE 2. E=E, "AA"Y

%= = &
o= 1%, : del 5 e A B hE-vEE GAE 26, 7|4 9 dud 4
FE el AAEL st oo vEES AW A Ee A "AANY] Sl mE 2% A, 88 4
A, Aol= AAl, T2 AA 2 7AW SeEe 2§

"Ik W vokxto]l foj "2z} Z=H S =3k USP 31-NF 26" (United States Pharmacopeial Convention) 5
= "9 <FA(European Pharmacopoei 6.3"(European Directorate for the Quality of Medicines and
Health Care, 2000-2009)3} & X+ kAL ou|3lit},

SN
~—

EWY BuE d9
£ 1 sheh 199 shatEel 44 Fe(1.909) X4 B HAES woE)
spek4] 199 shatEe] 24 FH(19.09 DSCE B A¥H 2 §H 342 wolEt

B el shghes IDF HECA Fold F5-o AAE RoTH.
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B oalgo] wE SWUE, 53] dAlehy 2AS, Wy 9 8= AV 9 sb7] Aold uhel 2 SGLT2 9 AlAl ol
A3 Aol

w2 s Al s, SGLT2 IAA= st 19 FFzyehed-Age WAl f=3 £ 34 AFEH SCLT2 AA
ZF9] o 3} mamEgo 2 HE MulgEr).

7] s TelA,

Re 1, Wg =

o
U

rr

Al

Feg v,

RE N, Wlg, WA E so]==AE veha,
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9.83 8.99 4
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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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St 1.99] stgt=o] 505 %% ol 7] AolE niep e oo AA IH(1.9X)E z=vk. niEAS
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g A=A 3 A FE2A4, 53] st 1.99] IFE, uiEdsiAlE o9 24 e (19.X) % vEAsAE 7
4 oFAITA il 90% ol/de] 200pm wRFe] A ATE = =, 5 X90 < 200im, WhgAEHAE X90

= 3t ¢gA A7) £2(E&4 V) E ZeT ™ gA s, dA A7 FEE X90 = 100
m, £3] 9 wtEFsAE X90 < 90m7b HEF ol mI, A 37 B¥xE vlEFsHAE X900 > Im, o
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_29_



[0378]

[0379]

[0380]

[0381]

[0383]

[0384]

[0385]

SIHS3 10-2018-0004295

X90 < 75mmolti. E W] wE T U2 gzt A7) 60m < X90 < 150umo]th.
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of mE opASA 2w B oA SFYAM, et 19 FFavEhed-AeE wlAl
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5 pym < X50 <50 ym
X1020.5ym
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X10 32 83 X E 7|Fo2 AR 1097} ol9] ot B E dxF 275 2 n] ).

e A=, 371 B oable] BE X90, X50, X10 gHEe &4 vIFolw, dolA A iy, 53] uh Awo
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[0451]
[0452]

[0453]

[0454]

[0455]

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

[0461]

[0462]

[0463]

[0464]

[0465]

[0466]

[0467]

[0468]

[0469]

[0470]

[0471]

[0472]

[0473]
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stube] oA, B gl whE ofAISH A= AT 524 Fste] o] Az

2) Forol FEE YR A B = AQ B o8 3y, wFAAE Ao ByPon

(5) A7) WA@ g B ) wA@We AF EFTS AWH A Zelx dold FEFomM AAs
stol AA| ol Alzets W

(6) A=, A7) WAG)S AA 7§ vl-715H NHER BE-ABAE DA

shuhe] FeEjelA], 2
a71=, oAY i%ﬁr /LE“‘:; ](somc s1fter)E 0|83t A —5':41% 53]1 =449 4= 9
ﬂ%ﬂfw%%%ﬂ%,%Z%%ﬂ@aHﬁf%%o%1@@1?%&*#%HM1£@%@.

Spube] oelolA, W kel wWE epAStY 2AR wi: SUPE, o Su FaE vk gol, tlaaelA
ol ¥, 58] Agels] Folfl ¥, 5 5ot zeadle bt

of A &4 i*é%% o] Abgell Al Fols= A9, 2.5mge] Sl

WA, shtel HlelA, B wel u
5 2 yepag,

=
A 40.3 WA 96.3nmol/ £ Y Cox & 283 WA 677nmol*h

~
~
lo,
=
(e
i

slite] SkEfoll A, B o] wE oRA|EHA A ES FEY Ao A FoHE A9, 2.5mge oA 52.9
W= 66.6nmol/ ¢ & 718 Bt Coe D 394 WA 468nmol+h/ ¢ & 718} Fo AUCE YeETE.

shbel oelolA, 2w
1,

2 A 2HESE FEHY AMHAA FAHE 49, 5.0mge] &4 123 ]
A 230nmol/ € & Cpax 2 0

o uhg
000 WA 1,310nmol=*h/ ¢ 2] AUCy in S LERWITEH.

slupel koA, B o] wrE okA|etz A EL FE AlFA A FolEE 9, 10.0mge] &Fo)A 143
W= 796nmol/ £ 9 Cux 2 1,170 WA 3,190nmol=h/ ¢ ¢ AUCE vteERdTEH,

lube] FEjol A, B wlio] wE A sty 2AHELE FHo Al A FoEHE 49, 10.0mge] &AM 221
WA 372nmol/ €9 718F B Coe 2 1,690 WA 2,660nmol=xh/ ¢ ¢ 718} H AUCE vhe}T).

hube] FEfoll A, B o] w2 A sty 2AELE FEo AlgdA FoEE 49, 25.0mge] oA 334
WA 1,030nmol/ € 9] Cpx 2 2,660 WA 7,640nmol=h/ ¢ ¢ AUCE e} AT,

shite] dEjoll A, E O] wE ofAlsHA AES 5 AbglAl Folve A5, 25.0mge] &FelA 490
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[0475]

[0476]
[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]

2IHE 3 10-2018-0004295
WA 709imol/ £ ¢ 718F Hit Cox 2 3,750 WA 6,130nmol=h/ £ ¢ 7|8} ¥+ AUCE tebdch,

shute] oFElol A, H Wl wE HA|EH FAEL FTH AlFdA FAFE A9, 50.0mge] SFollA] 722
WA 2,020nmol/ £ &) Cpay 2 6,450 WA 14,100nmol=h/ ¢ & AUCES }eblitt,

slbe] oFEjell A, E wtdo] wE ofAE A A ES FE Al A FoEE A9, 50.0mge] &l 1,080
i+ A] 8,460nmol*h/ ¢ & 718} Het AUC)- ;B WERATH

shibel FEjel A, B dHe] W oIS 2B FHe) Al A FelH: A

a) 2.5mge] &,

i. 40.3 WA 96.3mmol/ ¢ ] Cpy 2

ii. 283 WA 677mmol=h/ ¢ °] AUCE vFERU] AL/ WA
b) 5.0mg®] &FellA,

i. 123 WA 230nm01/ £ ] Cpy 2

ii. 1,000 WA 1,310mmol=h/ ¢ °] AUCE vFeR] /WA
c¢) 10.0mg®] &FelA,

i. 143 WA 796mmol/ € 9] Cp 2

ii. 1,170 WA 3,190mmol=h/ ¢ °] AUCE vFeR] i/ WA
d) 25.0mge] &FelA,

i. 334 =] 1,030nmol/ ¢ ] Cpay 2

ii. 2,660 WA 7,640nmol*h/ ¢ ¢ AUCE YHER AL/ A
e) 50.0mg®] &FfA,

i. 722 WA 2,020mmol/ £ 2] Cppy 2

ii. 6,450 W= 14,100nmol=h/ ¢ ©] AUCE LtERRITE,
stube] el A, ¥ EHe] whE ofAIEtY 2B TR At FolEE A9
a. 2.5mg®] &FoNA,

i.52.9 WA 66.6nmol/ ¢ ©] 7138} 1t Cpx 2

ii. 394 WA 468nmol=h/ ¢ o] 7]&t B4 AUCE YL/ W7
b. 10.0mge] &-ellA],

i. 221 WA 372mmol/ ¢ 2] 718} Ht Cpo 2

ii. 1,690 WA 2,660nmol+h/ ¢ ¢ 718t H+ AUCE HERH AL/ WA
c. 25.0mg®] BFollA,

i. 490 WA 709nmol/ ¢ 2] 718} Ht Cp 2

ii. 3,750 WA 6,130nmol*h/ ¢ ©] 718t W+ AUCE Yrebaz/wAY
d. 50.0mge] &-ellA],

i. 1,080 WA 1,140nmol/ ¢ ¢ 718} H Cpo 2

ii. 8,310 WA 8,460nmol=*h/ £ & 713} H AUCE teERWT),
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[0505] slutel SkEjoll A, E o wtgo] wE kAT FAES FEO Al A FoEHE A, 2.5mgd @Y g3kl A
42.8 WA 81.2nmol/ £ 9 Cpx 2 326 WA 631nmol*h/ ¢ ¢ AUCo ;S YFERATH

[0506] slupel SkEjoll A, E wbgo] wE kAT FAELS FEO Al A FoEHE A, 2.5mgd @Y g3l A
52.9 WA 61.3nmol/ ¢ & 718} Bt Cux 2 394 WA 468nmol=h/ ¢ & 718} Ht AUCy-i, S FERJITH

[0507] slupel SkEjoll A, E o wgo] whE kAT FAELS FEO Al A FoEHE A$, 5.0mgd @Y g3l A
123 WA 230nmol/ £ 9] Cpx 2 1,000 WA 1,310mmolxh/ £ ¢ AUCy ;S LEFATE.

[0508] sluel FEjol A, B odgo] wE kA slE A ES FE Al A FolEE A9 10.0mgd] @ &kl A
143 W= 796nmol/ £ 9 Cpx 2 1,170 WA 3,190nmol=h/ ¢ & AUCy ;S FERATEH

[0509] ahite] koA, B o] wE AT AHES FE Al FodE A9 10.0mgd] ©Y fFol|A
221 WA 372nmol/ ¢ 2] 718t HH Coe 2 1,690 WA 2,660nmol=h/ ¢ &) 718} H AUCy .= EFATE.

[0510] shube] oA, & %E@ of wg oAy RAELS FE AlFAA FoEE S, 25.0mge] @A SHA
334 WA 1,030nmol/ ¢ 9] Cpx 2 2,660 WA 7,170nmolxh/ ¢ ¢ AUCyini S “FEFTE.

[0511] el kefoll A, B wbgo) wlE ofA|E ZAELS TE AldoA FoEE A9, 25.0mge] @YU &3 A
490 WA 709nmol/ ¢ 2] 718t HH Cowe 2 3,750 WA 6,130nmol=h/ ¢ &) 718} H AUCy .= EFATE.

[0512] ahte] oFEfoll A, ¥ o] whE ofA|tH 2B FE| Algte ?oqﬂ% 79, 50.0mge] T ol A

722 WA 2,020nmol/ £ 9] Cp 2 6,450 WA 14,100nmol*h/ £ & AUCy- S YFERATE.

[0513] shite] Fejol A, B o] wE oFAStH AELS FHO Algd A Folw= 9, 50.0mge] @Y gl A
1,080 WA 1,140nmol/ ¢ 9] 718} B Cpy 2 8,310 WA 8,460nmol=h/ £ & 713} B AUCo-in S LEFWILE,

[0514] shipe] efoll A, i wo] wE ofA|EHY AES &) Al A FoEE A9

[0515] a) 2.5mge] @ &l

[0516] i. 42.8 WA 81.2nmol/ £ 9] Cpy 2

[0517] ii. 326 WA 63lnmol=h/ £ o] AUCo & YERHIL/ WAL

[0518] b) 5.0mge] T SEFellA,

[0519] i. 123 WA 230nmol/ ¢ ¢ Cpox 2

[0520] ii. 1,000 WA 1,310nmol*h/ ¢ 2] AUCy- ;S WERNIL/ WAL

[0521] c) 10.0mge] TY Bl A,

[0522] i. 143 WA 796nmol/ £ ¢ Cpox 2

[0523] ii. 1,170 WA 3,190mmol*h/ ¢ 2] AUCy- S WERNIL/ WAL

[0524] d) 25.0mge] @Y BFoA,

[0525] i. 334 WA 1,030nmol/ ¢ 9] Cpox 2

[0526] ii. 2,660 WA 7,170nmol*h/ ¢ 2] AUCy- ;S WERNIL/ WAL

[0527] e) 50.0mge] Y BFoA,

[0528] i. 722 WA 2,020nmol/ ¢ 9 Cpox 2

[0529] ii. 6,450 WA 14,100nmol*h/ £ 2] AUCo- ;S YFERTE.

[0530] stutel Fefell A, 2 el whE ofAISHY 2B FH] Aol Fos= 4,



[0531]

[0532]

[0533]

[0534]

[0535]

[0536]

[0537]

[0538]

[0539]

[0540]

[0541]

[0542]

[0543]

[0544]

[0545]

[0546]

[0547]

[0548]
[0549]

[0550]

[0551]

[0552]

[0553]

[0554]

[0555]

[0556]

[0557]

[0558]

a. 2.5mge] ©@d SFol A,

i.52.9 WA 61.3nmol/ ¢ 9 713} =

ZIHE 3 10-2018-0004295

T Cpax 2

o

ii. 394 WA 468nmol*h/ ¢ 2] 718} Bt AUCo- s WERNIZ/ AL

b. 10.0mg2] ©+ S-Sl A,

i. 221 WA 372mmol/ ¢ ¢ 718t B Coue 2

ii. 1,690 W= 2,660nmol+h/ ¢ ] 718t B3t AUCo-inrE HFEFHIL/ WAL}

c. 25.0mge] & &Sl A,

i. 490 W= 709nmol/ ¢ ¢ 718t He Cpa 2

ii. 3,750 WA 6,130nmol*h/ ¢ & 718t H AUCy in S YFERH I/ WAL

d. 50.0mg2] @ &FofA],

i. 1,080 WAl 1,140nmol/ ¢ <]

718t Bt G 2

ii. 8,310 WA 8,460nmol*h/ ¢ ] 713} 3t AUCo-inE LFEFIATE.

sl ogeeld, ¥ owwe] we

ofAISHH 2w FE AR FolE= A, 2.5mge] BT SFelA

40.3 WA 96.3nmol/ £ 9] Cpaxss 2 283 WA 677nmol=h/ ¢ &) AUC, = }EFATE,

shte] el A, B W) wE

166 WA 479nmol/ £ 9] Cpaxss 2 1,350 WA 2,600nmol*h/ £ & AUC, &

o

ol
3

we

Shute] QFefoll A, 2
0 R

252 WA 272nmol/ ¢ & 7

shube] oA, 2 Wrgo] u}
443 A 907mmol/ € 9] Coax.ss 2

i

=
i

shbe] SkeEjol A, E o)
622 WA 676nmol/ ¢ 2] 78} 33

\<

=X

shupel e, B el

a) 2.5mg2] Uhs 8ol A,

=
it

obA|El ] A B TR AlzhoA FojE:= A% 10.0mge] UE &2kl A

SRS

ofAlste A= 5 AMRA FolE= 45, 10.0mge] the &FellA

Coarss 2 1,850 A 2,000nmol=h/ £ & 718} Bt AUC, & EFILE.

FAEH 2HEE B Aol FolHe A%

. 25.0mge] YF &=l A

2,790 WA 7,640nmol*h/ ¢ ¢ AUC, ¢ 1= LFERIITEH

745, 25.0mg9] BT &AM
i AUC, B YEFATE.

FAT A 2B FE AR TO%QL

i. 40.3 WA 96.3mm01/ £ 9 Cooess 2

ii. 283 WA 677nmol*h/ ¢ ¢ AUC, & WERI/ WAL

b) 10.0mge] ThE &l A,

i. 166 WA 479nmol/ € 9] Cpax

7
,88 R

ii. 1,350 WA 2,600mmol*h/ ¢ ©] AUC, = YFERII/UIAY

c) 25.0mge] t}F &olA,

i. 443 WA 907nmol/ £ 9] Cpax

=il
.88 N

ii. 2,790 WA 7,640nmol*h/ ¢ o] AUC, = }EFATE.

shbel FHelA, B el me

pATHY 2ATE FH Aol FeIHE A,
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SIHE3 10-2018-0004295
a. 10.0mge] vg 8ol A,
i. 252 IHX] 2721’1“]01/@ 9] 7]5}' ﬁoﬂﬁ‘ Cmax,ss ‘g'l
ii. 1,850 WA 2,000nmol*h/ ¢ ¢} 713} <t AUC, & YERHIL/HAY

b. 25.0mg2] TE &l A,

i. 622 WA 676nmol/ ¢ & 713 B Coax.ss 2
ii. 4,640 WA 4,890mmol*h/ ¢ 2] 718k Bt AUC, = EFALE

o2 FEjolA, Il wE FATA 2HES TH 9] Abgrell Al s = A5, 13 WA 80nmol/ £ /mg®]
%]: Xéﬁﬂ% Cmax, norm 1;% 106 LHX] 306nm01*h/€ /mgg] -2 ﬁﬂg AUCO inf, norm'g‘ L}'E}-UHT;]— 6‘}‘]/}'91 OO]:F/HOﬂ
’ /\01—7] (ﬂ:xﬂé—}&l} }_/Ké%% ial/%] /KOT’]?T 2.5mg LHX] 50mg9] %‘%]: H-ﬂ‘?’]oﬂ Zjii% /\01—7] %‘%]: A ﬁﬂ% Cmax, norm 1;% /\o]'

7] %‘%E_Xé ﬁﬁ'% AUC()*inf, norm'g‘ ‘/lrE]r‘ﬂE]'

oo R

R

shibo] FEfell A, E el whE kA RAHES TE Al FolHe A, &4 AR Smg WA 25mg
of &% WHelel 24 13 WA 80nmol/ € /mge] &F=B3E Coax, norn 2 106 WA 306nmol=h/ ¢ /mge] &4t

ﬁ'% AUC()*inf, normg‘ L}'E}“ﬂ_q’

AU

shite] GFEfell A, 2 Il wE ofAlsHE A= e AbgtlAl FoEE A, 20 WA 37nmol/ £ /mg®]
%%_;g%ﬂ% 7]6‘}' _Tioﬂﬂ- Cmax, norm gl 150 LHZ] 266nm01*h/€ /mg‘/] %%_;gﬁﬂ'% 7] 0}- Jo:]ﬂ_ AUC()*inf, normE L}'E}-
ek puke] FElel A, A7) FAEHA A= 24 AR 2.5mg A S0mge] &% Ll AA 7] 8-
%ﬂ% 7]6‘]' _Tioﬂ:ﬂ- Cmax, norm gl }61—7] %—%E—Xéﬁﬂ-% 7]6‘]' 'Tio:]:'\_% AUCO*inf, norm%" 1’}]—4—%@

shbe] FEfell A, e mE FAIEHH 2AHES FE] A FAEE A5, @4 AW Smg WA 25mg
o) &% Welel dA 20 WA 37mmol/ ¢ /mge) &=t 3HE 718t H i Coax, norn F 150 A 266nmol+h/ ¢ /mg]
%%E_Xéﬁﬂ'% 7]6]' 'Tioﬂ:ﬂ__ AUCO*inf, norm% b}E}‘ﬂE}

shite] FeEfell A, i drgo] whE ofAlTHA AES RO AbgelAdl 9 8HowA FoiEE A4, 13 WA
SOHmOI/E/mg"] %Eol:_xéﬂ—ﬂ% Cmax, norm gl 106 LHX] 287nm01*h/€/mg"] %‘%}: Xé:ﬁLﬂ' AUCO inf, normg 1’}‘E]"44T;}'
shbel oA, A7) ohAlsd 2B Fue] AolA wd g@ewA FolHi A$, @4 A 2.5m
LHX] 50mg_0/] %%}: H-ﬂ‘ﬂoﬂ éi% }\07] % -4 :ﬁLﬂ'E] Cmax, norm 1:7!1 }\01—7] %%}: Xé%ﬂ'% AUCO inf, normE 1/}‘]5]-‘441:}—

7, &

shpel Friel A, R wEel mE opAstd RS FH) Al B FRORA FojHe A9, B A
T’]i— 5mg LHX] 25mg‘9] %%}: Hﬁ]'ﬂoﬂ 7?_'}%:1 13 LHX] SOnmol/E/mgQ] %%}:_X :|:|L§} Cmax norm 71 106 LHX] 2871’1[1101*1’1/

L /mg‘o/] %%_;gﬁﬂ% AUCO*inf, norm% I/}‘E]"ﬂil:}'

shute] FEjel A, & dre w2 A|EH 2AES TEH AMgdA ©d §Fo2A FAHE A4S, 20 UX
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[0680] (1) &4 =4 50.0mg

[0681] (2) BE  98.0mg

[0682] (3) &5 H& 50.0mg

[0683] (4) Euld¥ &= 15.0mg

[0684] (5) zdlof=Atmt v 2.0mg

[0685] 215.0mg

[0686] RES

[0687] (D, (2) 2 3= 3 =Fstar, (D] F&43 A Ay, 5)E Axw #yst Azl H7beot.
o] TF=RFH olTHHolaL FFKo] FE WHo] glom o 2 wAE ke FAE 5T

[0688] A2l A% 9mn.

[0689] AN 40 B B2 50mgS dfrete Pe

[0690] ZA4:

[0691] (1) &4 =4 50.0mg

[0692] (2) AxH S5 A 58.0mg

[0693] (3) ®JE  50.0mg

[0694] (4) zdot=abmt v 2.0mg

[0695] 160.0mg

[0696] RES

[0697] (DS 3)F A AgAIZITE. o] AZFES (2)9F (4)9 EFE] AHstA &3t H7ks. o #d &
FES WE TATNA Afol= 39 A Auw HER FHAL
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[0699]
[0700]

Al 5: &4 &4 2.5mg, 5mg, 10mg, 25mg, 50mge ok gAl

2.5mg 5mg 10 mg 25mg 50 mg

a4 84
mg/AA 11| mg/AA 1A% mg/AA 1AL mg/AA 1FMIRA 1743
& ™3
%1y 24 2.5000 5.000 10.00 25.00 50.00
Eox
dxse 40.6250 81.250 162.50 113.00 226.00
A2
g 12.5000 25.000 50.00 40.00 80.00
Fo|=2xNTEY
i 1.8750 3.750 7.50 6.00 12.00
Jegieees 1.2500 2.500 5.00 4.00 8.00
AAF FEF TEF EF TEF EF
Az HA7ME
U AZRA 3.1250 6.250 12.50 10.00 20.00
ARz
2ol

3&51?2 0.3125 0.625 1.25 1.00 2.00
2glol2 4t wladld 0.3125 0.625 1.25 1.00 2.00
AA 3o 62.5000 125.000 250.00 200.00 400.00
45 95
3E ¥E zZy-ga 2.5000 4.000 7.00 6.00 9.00
AAF FEF FEF TEF TEF FEF
z% 65.000 129.000 257.00 206.00 409.00

AN 6: (a) AAL Ax W
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337
o|o=Axzy R
AgZ A (239YD)
azxAE292 UEH 5| o
EEEEE
Ag=Z 9 X (PHI02) =
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FELX dFEHE N
2 1A FHR] a4 aEE
.
3 53 Ax7 A7) LOD <2.0%,
Hj & A]7] L g AL <
Az 1.5%, 100°C 1A
J
4 9
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5 4, £d9 ZzoeAy
o| ST + .
v A A A A %
AEZ QX (PHI02)
!
6 9, E4y [ zHotlzAvnl e | [ =%
.
AF BA
2as
3L 2~ i
Lo .
ig% ex, He
1
[0702]
T2 Ey Ht7] -
8 = = RTIA-] 4 = R — = g
= ee | [T
L
A FF,
H= 4§ go}&%
o5 A A=, B4
[0703]
[0704]
[0705] A 6: (b) AAe] A= Wy
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[0714]

[0715]

[0716]
[0717]
[0718]
[0719]
[0720]
[0721]
[0722]
[0723]
[0724]

[0725]

[0726]
[0727]
[0728]
[0729]
[0730]
[0731]
[0732]

[0733]

[0734]

[0735]

[0736]

[0737]

[0738]

[0739]
[0740]
[0741]

[0742]
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oul-zzedn Ezolmy B Aelsl W MAAAAY AEEess WYl Hrsw AU As e Bl
Hol A ZAP e,

dil-2ae 9 seelEinl g s AR F, AW Af o5 BAddd AE LAY 5

Qe ut=glo] dZ$9-(opadry yellow) 02B381909] 44 AEN (AR G N) S HA|Fol LAAIZI

.\QE_T E%]_ 2 7]

A oS B8 BT E5-v5E dFNoR JEAA dE-vhE FAE Axd

Z‘]}_ bﬂ‘tﬂ:

1. 253}

1.1. &4 33}

B 3 g2 985S HEI 239 7171E AbEske] du] ~FEdsta, Hed udd 257)/3983)
7] e A Bl Fdad wjrkx] o n]-&gtsi)

- %9 50 WA 90%(lE B9, 80%) 2
- O}_O]EE}\]JEJJ AZEZ QA

- AR2FpER O A VERF

- HEex T YA

nAZEE AERQ 2,

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
Ao Fsta, 7] Adugd FIAESS dul-Adste] A3ket nAd 37/ 5s7] e g4 By
MEA oz Fisiry

ik B EUYS 33 HAfds, du-EddE AHES F4 AHslr] Ao A" 3]/
3}7]e Fi st

B A du-23849S Ysi=, 50rpm WA 2,500rpm(dlS &5, 970rpm)oll Al 0.5mm WA 1.5mm(d =
=9, 0.8m) AE z2tE= ~3gd US AR 4 ).

ek o2 0.5mm WA 1.5m(dE 59, 0.8m) AS zt= =52 A= AL&30)

ol%, FTFES AH|-2FE HIFA FH 26 WA 35%(w/w) HYAL AAF(AE EH, 28%(w/w)2l AAF)E
oA

AT E3H7] /T EE oA 9 ou-E3S A E, ey T dErEHES 48T 5

R A7k 3 WA 1258 (4E 59, 58)

2H £ 44 100 WA 600rpm (& £, 114rpm)

29 &= AA: 0 WA 3,000rpm (¢l= 5, 1,450rpm)
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[0743]
[0744]
[0745]
[0746]
[0747]
[0748]
[0749]
[0750]
[0751]
[0752]

[0753]

[0754]

[0755]

[0756]
[0757]
[0758]
[0759]
[0760]
[0761]
[0762]

[0763]

[0764]
[0765]

[0766]

[0767]

[0768]
[0769]
[0770]
[0771]

[0772]

gt ow gk oA oul-23hE alM e, vee 34 dEvEHES
RS AlZF: 5 WA 304
3 A £%: 5 WA 30rpm

TR T3]/ HE A Y F8S HalAE, o9 T4 gErHES 48
HF A& A7k 2 WA 5% (A& ¥, 2.5%
&= HAA: 50 WA 600rpm (| = &9, 114rpm)

& AR 1,500 WHA] 3,000rpm (of|E 59, 2,900rpm)

st A& Azt 2 Wz 5% (S EW, 2.58)

A

2ZH &% A 100 WA 600rpm (S =9, 114rpm)

A, dijtA ez GAGE J—d?} 71/ E ] Sl Het
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Kol Q3 2=~
= —] ??]_'T%]\

T Ak 45 WA 907 (& |9, 607 )9 =ES ARgste]l nHd ERV]/AHEY] Qe &5-A171

T8 BHES 43 fes AxTdA dx2:AY. AxE s AXRVE dul-7tdste sty dietd
o2 onl-714d §lo] =33}

s Ax7dA e AxE YeAe, e 34 FHrEHES 483 =

7] €74 100 WA 5,000m'/h

ol F7] 2% 50 WX 75C (dE =9, 70T)

TAY FAH: YHE S=7F 40 WA 50T HL ol x3d u)

A7) FAHEE Az &4 FAH T Al o8 EUEF 3

Agbel AxAl &4 gk 0.5 WA 5.0% (& W, < 1.5%)

1.3. A2 2399

AxE 3¢S 50rpm WA 2,500rpm(lE £, 970rpm)olA 0.5mn WA 2.0m(dS 59, 1.0mm) AS 2=
A 23y D Agste] 2329, 0.5m WA 1.5m(elE W, 0.8m) AF 2E F54 A2
AF&-3e),

2. HF TFE Ax

2.1. &8 &3 A

Agtel &b BErgdA, 23gddE Adx e FRouA 4 AyyN=aygd 2 Ee 54 A 77E
ARSSE dul-~38dE) 2 vAAgY AERA(UHA] F)(=AEY E T 524 A 771E AHEEH
ou)-~=2d¥) et £33

FRol=A F4 Ayt 2 A AERero X~
970rpm)ol A 0.5mm WA 1.5mm(E &9, 0.8mm) A= zt
0.5mm WA 1.5mm(elES 9, 0.8mm) A= A2

st Beudel el 2ARS A, Tl 34 HenEES 48 5

A& 717k 5 U] 30 (dE £9H, 15%8)

e fHl,

i

3A 4% 5 WA 30rpm (oA S &5, 10rpm)
gietdos uHT E37]/FAHe A B S HEiAE, o

A& 713k 3 WA 30+

lo
Lo
of
o2
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[0814]
[0815]
[0816]

[0817]

[0818]
[0819]

[0820]

[0821]

[0822]

SIHS3 10-2018-0004295

mg/ mg/ mg/ mg/ mg/

HE

A A AA A A
oA 24 2.5000 | 5.000 | 10.00 | 25.0 50.0
R X A53E 43.7500 | 87.500 | 175.00 | 74.0 | 148.0
nAARAY Agzoex |12.5000] 25.000 | 50.00 | 80.0 [ 160.0
Eg4g4 2%F - - - 10.0 20.0

azxsidzox JEF | 1.2500 | 2.500 5.00 8.0 16.0

folmsAzzd Agzox | 18750 | 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: &4 E4 0.5mg, 5mg, 25mg, 100mgS 3HH-8l= A A

0.5mg 5mg 25 mg 100 mg
&4 24
Mg/ A 1AZ|Mg/AA 1AZG|mg/AA 1AZF|magAl 1

& HH3t

g4 24 2.5000 5.000 25.00 100.00

[

gEQA

E=r 60.00 55.00 42.00 168.00

HAZER4

AE26~ 20.00 20.00 38.00 152.00

Slo|ESA T2 Y

FEEP 5.00 5.00 7.50 30.00

Azastdz O~

=g 4.00 4.00 6.00 24.00

BAF FeF 83 FEF EF

Az ANE

HAZEAA

FEEES 10.00 10.00 30.00 120.00

2R3 - 0.50 0.75 3.00

2H|o}2 A vl 0.50 0.50 0.75 3.00

EX 100.00 100.00 150.00 600.00
244 B4, A5 =9, 38 1.99 stdE, vetAeAs 24 FEe SHE(1.9X), stelesAZed AE
2o W ARAAWR A JEFS BAde EF@Th. o duEFES AR A5E L v A
A AERe s A A 3t 59 EA=E AAget A Ayttt dao] wek, ARSE wiA|
A7) 5 A we, i AA wiAE A B G- sy Es Alxd ¢ v
HFHst=S Ax7] Ego] Aol wiEA7Ia dx=An. o]%, FdsteES ST, umA mAlERA AE
208 RHE HYshEe] A/l(0.5me AT RE Fuo] tha) FRo|mA oWkt oulEFE
24), £t zHotEAm O gS BIE Aok oH|Eetetar, Um A F¥stES Aaedska, &3



ZIHSd 10-2018-0004295

[0823] HFE A EA=E AA Zo2E AbEste] AR SFAY. FAE AAE AP &7 " FHE A
83l ZA3
[0824] A 110 &4 =4 1mg, 5mg, 25mgs Hrate AA
1mg 5mg 25 mg
e mg/AA 1A3|mg/iAA 1A% mg/AA 1A%
EEETE
24 B4 1.00 5.00 25.00
gEo
dxse 63.00 59.00 39.00
“QQE_’%‘E 20.00 20.00 20.00
FE 3.00 3.00 3.00
Jegreees 2.00 2.00 2.00
A 28% 38% 8%
Az A1e
2
Egigi 10.00 10.00 10.00
$5d52 0.50 0.50 0.50
Zelot= A WadE 0.50 0.50 0.50
Ex 100.00 100.00 100.00
[0825]
[0826] g B4, dF =49, 38 1.99 %=, v AE 24 FHY SE1.9X0)S =3l FHAIT) A,
Jé_a_]ﬂ = 3R Jj}al‘jﬁ,ﬂoﬂ 7}5].1;]_ O}O]EE}\]JEJJ AEZ QA m 1;)\7}1@;0)\ ‘/]’EHE‘ iﬂ%oﬂ
TIHA7IA R B HUbstn 23St BEu FEe mAAARY ASE~E 1T Hyshy] dlddA
23 A7, FE EF ouEET 23S, o], I sY] YA ARE 3™ AT
E3tglol| o8 FELAE JIEH. 5 EI=E AAS9 g4 gHsiet. o 2 uiAE 9E], Zad
upel, ARSE wjx 27 @ G uwhel, s A wXE g EFe #HE SRR EES AxT
A
[0827] Y ES Ax7] Edo] A wiEFA7| AxAIZIY. o|% FHHIES EdY doA "ol FIHAIZIT
ZRoleA olaltdt4AsE Y mAARAH AEZA AR A Ju|EFIITE. o] HuEFES LAY
Weld Dol B2 3, Uz 9] ud44 AE2022 By FH3}Ey 33t Agol=alut
JUES B ARl quEgsta, YA J3HIES Do BHA7a, L. HE A Ed=E A
Al ZH2=E AFESIY] AR GFA0. A JAE A3 &7 du FAE ARESh 27
[0828] FAIEA ZAHE P RAISHE BFFHo B e ek A[FH A4
[0829] 1. 538 A9
[0830] B3 A3 USP31-NF26 S2, AI70178(Eal)el 7]<d upeh o] =aagity. olee] AAELS Ao Ax A
Bl iﬂ 3t ‘%—1 TR AR GA g H B AIZHES: B)S YErdY. AA S 84 EFALS

3
HE, wR A Al= ole] A4 FHE(1.9X) o]t}

ot

9_‘

>,
QQ
o
ot
o
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[0831]

[0832]
[0833]

[0834]

[0835]
[0836]

[0837]

[0838]

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

A F 84 3 B Bl Az

ng o

0.5 27] 1:33
=7k 1:23
Z3A 1:20

5 %27] 1:38
3+ 1:50
FEAN 1:09

25 27] 0:45
=7t 0:53
=3/ 0:45

100 z7] 1:15
=7 1:15
27 A 1:06

1.2. AAlof 11(AF 3}

A GBS AA ] B

ZIHSd 10-2018-0004295

AA NG g4 24 BE B Azt
mg —?‘
1 =71 3:21
=3 2:58
Z8A 2:45
5 %7] 2:49
e 2:34
28 A 2:36
5 EY 2:18
Fzt 2:16
=g A 1:55
25 =7 2:11
=7} 2:22
z2A 1:55
5 z7] 3:33
=37 4:02
ZgA 3:56
5 EVi 2:35
=7k 2:30
Z8A 2:30
25 %71 1:29
=7t 1:36
Z8A 1:48
5 %7 3:18
=7k 2:57
Z8A 3:01
5 %7] 1:35
3 2:28
227 2:13
5 z7] 2:16
A 2:07
z3A 2:12
25 =71 2:03
=7} 1:57
Z84A 2:00
2. &3 AE
T3 &3] AP USP31I-NF26 S2, A7114(L3])d 71«5l 9ttt 50rpme] wyl L& zke= g5 W (X
)& AHgsTE. &8 WAL 2% 37C9 0.05M AMLF T ARUER SFH(pH 6.8) 900mSATE.  45%
olgke] Azt Fol ANmE AHFAL. WLCE F8 AEE AR A4 Fo 24 B4L ssty 1.9¢]
33, wrEAsHAlE ole] A% FE(1.9X)o|r}.
SN %57k 75rpngl A AS)Sat G5 2,39 Aol A PEe gt
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[0839]

[0840]

[0841]
[0842]

[0843]

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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[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

SIHS31 10-2018-0004295

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
3. #eolA Fdo o A 27 FE A4
AR 7] FE S, od7d F Ak e o)A IH Tes B3 FIdsSY. 94 2718 S5 9
3 EES o7 B4 fFR 4’6H o)A 3d FFA FFAT. AF WS ol dAs V&gt

e I R R

d=: R31 (0.5/0.9um WA 175um)

237 Sympatec HELOS &= #417]

SER

24

) .
i

ri

2] 471 RODOS/M

& Nilfisk

TF7]: ASPIROS
g = 60.00mm/s
A=} 9F=: 2.00bar

: s} (mbar)2

Zub 27 B ¥R > 10 F 0.0% AN FF Fad

B3 w2 < 1% 5.0 ¥ & 30

P

AARE Foll FA

e F=r gk 3 Uix 129 © 9

37} HRLD

AlE A7) oEF 100mg

=74 35 2 (oF)

AzdAe] FHeo wet 2 Az2dA Al RAZESOlE AREst FAE AATT. AR dRE FHAshy] Aol
Alg 8718 2 E3etal EEolA dixi AEe] AdEE s BATt. 2dEdE AREEe] diE 100mge]
AR5 ASPIROS 2] wleld= A olF ARE AlxstaL, nle|dS vz Zev. vz 9wl wbpolds
a7l ¥t

4. BA B= B ovkER

AA A= D v AJF-E USP31-NF26 S2, 12174 (A seka))o] 71&w uiel go] F3sitt

5. okgsty shejvie)
A% A9 Qe B2

I

aolA S 24T W A §3Y] FF

SEIE LTI
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tol =3t

o
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=
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]
}32 EDTA(el & lt] o} Rl g E g

o

e
[=)

PN
T3

=

=

A,

191 24 Fei(1.9X)°]

3, g8 2.7m

3]

A= o
171 9
9 FEZ HPLC/MS/MS W& A&

o

<

gest

ST

1058 Zok(2F 2,000%gf WA 4,000<gfol|A]) =&

1.99] 3=, ndz
EDTA A @7 A

o

e

)

SU

12
5}
L

°

s}

o_]l:
bt

i<

4 =] 8TeA

e A%

it

5)

el 71=E Hhet
P 3t

2y

Aol 10(A P8 A4

Aol 10(AEsp Al
AAlel 11(AF sk 22 ol

I =AU
Aol 10(A G sk AA

3]

Foict.

o

oA o]

=
=

A2}

RSl

i

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
Tm‘dx :

il
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]

olo

&

[e]

B

]

X
__o_l
1o

ol

1

)3

5.1.

[0880]
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[0881]

[0882]
[0883]

[0884]

[0885]

ZIHS3d 10-2018-0004295

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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