Yz A p EIE GO A S R T — & S
OYiLa> AL - eRO7O0F 72 Rig (B8 —5)

FCHINE S5 4 B GETT N—
1 v e FECG$E LD [EE] IV Xy FI—H A st 96
2 oY ve FECESELD [7 2V ] FEA TSR 98
3 oL FECEHE LD [ A4k Fa—1) ) A7 4 FkAat 100
4 oL e FicE$E LD [KOG BUAIRRAS AL 102
5 vk FECG$E LD [KO FF B A AL 104
6 ok FECGHE LD [KN ] AL TR A A 106
7 ok FECGHE LD [H7 1 PUFREERR A 4 108
8 oL FECG$E LD [ =H1] Ly SRV e I | e AT 110
9  wm¥k FEAGSHELD SN Tk I H VERREHE 112
10 wv¥ e FEAEELD [DKY RBLEEE R A 114
11 u¥)ive FEEGHE LD [FHF] 74 RS 116
12 u¥ e FEEGHLD [4 75 ] 1o AR AL 118
13 wHve FECAESE LD [TCK] REALZEARA S 120
14 v¥ve FEEGHELD [Y T ] IR pR N At 122
15 vk FEEGHLD [ F—7 ] FORFE iR AL 124
16 w¥vke FEEE$ELD [HET] HEE TR &4 126
17 wv¥ue FEESELD [HHT H o S pR st 128
18 ¥k FEEGHLD [F3I7 7] HAR 7 37 7 #kl &t 130
19 wvH¥ire FRAESELD [=7 0] = 7 atk&tt 132
20  u¥ie FEASELD [JG) HAY = 41 v 7 HRaliatt 134
21 v FRESLD [7 7 4% —] 7 7 A =t 136
22 wHve FEESE LD [FFP BE7 AV LT 7= HRASH 138
23 wmH¥ve FECAESELD [BG] Meiji Seika 7 7 Vv B &4k 140
24 u¥ve FECGHELD (€54 FEH B A 142
25 u¥ie FEAEEELD YD PR At B o 144

1) BERse Tty 50 HI TR L 7.
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88

TR v ifgE 2014;8 : 088-145

%)
1)y IERROEYMFHRFERERT — 4 BHRE

HAY = 321 v 7 EEGFAAERE RiE B8
(V=) v 7% WMEZTRAREBE Wl BR

Jefe kDA v VEEBOMHRENK SN TVWET. Y= ) v 7 EHRME, BRE
HMBANART R EOFMYE - ZeEZ0F FZIFITLERNLTH Y, EBlirRn2 L
&Y, BE ER>»SOMGESHMCERNTYT. Yo hY) v 7EELOBKR LOFINE - %
S RERERBEFAETHL L, Vo) v 7 EREGPLEERT I LAY %
WERT LWL THRIAESNT Y. 20w, BH, ERAY v 7ICEWFNFRSEET— 5
ZIELLMER, IELWERZRD L Z LD, Vi) vy 7 EENIWTLEEEZED L0
DIRN e EZOLNTET.

HAY 22 v ZEEMHFERE, Yo i) v Z7EEHAOIE L WEFE T 58 % 17> T
XF LA, HWOMAE LT, YorY vy 7 EEHOERNL T — 5 THDAEWFIFE
ST =y 2L ETAIERE, L7 =<y Mo T #8ETH VI [V 2% ) v
JHZE] ICTARL TV I E2MELT L. ZOBMEICE - T, EWFEHFREEIZOW
TIELWERAEREOHIZZ b, BRI I L2 MfFLTwET.
WL LEL TS

C MY BRI A BB L T A A — S ITKET 5

DT A=<y MoK E T 5

WSV A KT A VI eNEE T A

BUEIRSCARRRAE ] H O WIS

otk B o B AL

AW ) S 2 7R3 72 O I VW 72 iR
YRS R R E T — 7 OFR
MR EEAG O #6k F 0 R
FHFfEmE L COWMBH O T — & DFR

- AW R SRR T — 7 D FE A OIS T B

DEDEMHFIZE - T, BFT, BAR3 L, BHFELRTWHEREICLAZVWEZEZTB) 7.

Ltk FOREOBVERG O FAOMRE T, K, HHo SREE BBV, 4858 [V
Ay ZZE] CTRARLTWS PEICLTBY ET. AHOEAEDZOIZ, 4k, T
ETOMMbEZTBY 7

T/, AFWMEERT L7290, U TREAL 2 21, EHEICERR ST w2
&%

W5HEE, £8MHEELT, uHd vy A YA -eRFurzuuF7 Y FEICOWTHEROR

ffZ2BFWL, REDOH 72X —DOERZHEBRLTB) 5.

WS OERT— 7 DHEAFIZOVTIE, U RX—VEBRLTLEE N,
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REMREZRND—F

%

IBMRAtEIELE (RESHEED)

vk FECESELD [AA]

H§ 7 Actavis RIEMRN S, &9 2 RIERASHE, RSN TSRS

oLk R4 $E LD [EE ]

IV Ay Rz —% 1 A&

oYk FEEESE LD [7 AV ]

S IE TN S ey

oL FRLESE LD [k

F a1y AT RS, BRI S

o9 e FECASHE LD KOG WAL, BRIY = 2 ) v o Bralsth
gL e FEASE LD [KO LR A A

oLk FECG$E LD [KN ] INRAE TR S

v FEASELD [H7 1 TR AL

Tk FEASELD [ K]

¥ PHRASHE

oLk FRLESE LD [=A1)

Rt =R b 0r e AT

oLk FEESE LD [SN

VD% /S W= 1

oH v e RS $E LD [DKJ RBLBLE R A

OV e FECASE LD [FHF 7 A Mk att, Rkl att

oL FEASELD [5 7 4 1o LR bR A

T bk FELG$E LD [TCK] JREALF R A

ok FEASELD [ 59X 0 =28 vk e tt,  HD SR B GE bR ot
ok FEESELD [V g ] i I SRR SN A

oYk FEASELD [ h—7 ORI bkt

v PG LD [HEE T ] H & Lkt

o vk FECESE LD [ H#r H o bk st

bk FEGHELD [ 7 7] HARY 37 7 #kalatt, HARSEN TR S
ok FEGEE LD [=7 0 = 7 akkatt

o e FidA$E LD [EPJ

—7ay FHAEH, B-=Er 27 7 &4

oLk NECESE LD [JG)

HAY = 4 v 7 et

oYL FEEELD [7 74—

77 A F— kit

oL e FEgE$e LD [FFP

EL7A VAT 7 —~R At

bk FECGHE LD [THIG

Meiji Seika 7 7 V< #a &4k

ol e FEZE$E LD [£F 4

F LR R4

o e R4S LD [YD)

AP e o

1) BGEIRETC DA 50 FE

JIx)y VEEMOENFNRFERART — 2 IFHRE

TV a) v 2% £2% £2%5 (2008;2
VxR v ri%e £3% £1%5 (2009;3
TR v rige 3% £2%5 (2009;3
Ty 7% 4% B 1 (201054
Vza) v 707 $£5% £1%5 (2011;5
Vzr) v 7Wi%E $6% $27%5 (2012;6
YAy 2% E7% 25 (2013;7

Ny GF 2 IN—

: 196-269) TLOYE AN ILERIESEE

: 078-108) TS5 IV A X RKFELE

:172-214) Yo7 70— JLELRH

: 062-090) 5S4/ 70X hERRE

:138-187) INRT T —IbF M) g LB

:175-210) 07z UF M) LB EERSE
: 138-189) 2 L 20 L 1EEE OD i
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EMFHRFERRT —ZDFZTHS

(3]

EYMPBEEAEICK > TESNALLRIEE,
AUC, Cmax

[l — BB 12, REAESLH (SesRIEM) & B A
(Y= A v 7 REM) &RERBRORBREHOE Y £
- T, 5L, ENEFNOHEIE SNz IEY
WEPS, A OWEBRZICBIT S AUCHEHR S h, F
7o, FERMEE LT Cmax 235651 5. ZOFHMHEE L
TELEOHEIRENSL. TS OREFH, #1213
M EEDNEDI2ODH 7)) v FKE, #r o
WG H e 1], S [ P o0 £ AR IURE ] R LA o
NERE, E5IZ, MR ORE 5220 E &0,
FTRC, A—RKBRICBWTIE, F—okdk FR—4%&4T
HDH. ZOXHLTHES N EEE O WA o
Bx, 90%EHXHEIZE > TIT).

BARRYICIE, AREBREA o LR EH OFIMEO 90% 15
X (o =0.05) HHEEHERH] O HEKIHH 0 F 5 0
80% ~ 125% DEIC A > TW5B T & %, AW Fe:
LY HHEHEL L TwD. ZOHERETIE, AEEY A
7 (KK, % THh2HEMAFEMELHE SN ERH
)X, RBREOIRXSOX LS TEHL, E50&
KEWVIEIE, ZOVRAZIIREL LD, HEZYAY
(AR%, FER%ETHLEMDBFSEEHESINLGEHRE)
(&, HER EOIE S0 ZITHRZ: < 5% PINICHER S 5.
2070, BEIERFLEMIES v v ) s
5iE, 90%EMHEX M P X b % & HE Sh23a1E,
et RIS RS2 LSRRI [H5] 2 FERLTw
HEZUFMAHZENTE L.

KR = A DAT o 7B R % B L 723G, FRE )
THoTdH, AUC % Cmax O PR X B b Y
G0HLH. T, HBREMTED LRSS (&
BoVT750R) BRLLDTHY), FH—FEYEF—
BHCH—BEPG L2 LT, M3y i 3ging
AR L, W—0YTEdH 50, Rk dPEH %Rk
BB I G L 7B B R S B I S i BE D 722 5
(&, BRI S S N B R B S S HEE O
» BREORETHEHG )T TV ADENICL L)%
FET AL RIARWMEETH L. WA Z RS LEAIC
EHIVT T ARELVGE VD EHICHIZ BRI,
ZOWE I S N MR SE IR EE O L, A S
O OB BR B HEEDENTH B LHEETE 5.

AW SRR, BAIM OOtk E Hiy &

GANEE ¥ by NS 2= 2 €15
[YxaV v W% METBAREE WhH BF

T A0, WMEAZEG LA EE7 )T 5 AR
HELWEW)ERMIIIH AL ZENRDLETH L. Thi
&, o0l H L. —Oo0K L, WK E RS
b ENENOBRATEIRTEHZ 7 )T 7 v ADF-HMH
DR LR CTELL A LT 52 TH D, fHx
DOPERE TIERR B o TWA D, FHiiE LTHLE
EICT IR E R E L WD Z BB EE RS, C
D& ) AN TH LN MRS IR D X, BHIE
HIZk BV EHEETE S, b)) —2oDHER, H—h
BRg K 2R LW 272 v HETH B, [
—WERHENTY, MEICEH &, PR ZIES Y
V75 AR LB LTWBDS, R s o4
B2 75 v AOEBIZEANL, E2ITNSV. FO
72, VPEOWHREENGE LRBTH-TH, M
MM L7mE0EHE )T I v AZFELVEVS &
PRI AES I HERTE S, LML, ZTOEAICIE,
MR 27 )T 5 v ADERI/NSNE W) &M%
IR LTWAEITTHLDOT, PEHITOREBETH L
EDS, YY) T TV ADMHINEIZ S B OWERE & o
Gl L7l S Lfie 303 Ld 4o wilihk
Wb, ZO7z0, AP FERSERBRRIOR S
T 5 AUC % Cmax fiild, [F—iRERPI Oy g
WHOWTWAETH Y, MhoiREER e b I T & 24
R ZETIE RV, COBEBEEL TV E W,
Z#% 57— % & LT, tmax, kel DfHDOFIGH L R L,
ZNE DI O W TR AEW RSSO E T W%
WS, BRTOMEDORRERL, HEZEEHE LR
DONDLGAEIE, TOHHAIA Y MNTEHIEERS
T 5. tmax HIE 4 SR EW BT 5 HEE
AR S 5. Cmax b FIBRIC 42 B GBI 12 SR A3 REAT
FTHBEICHEIET S, £ 2T, tmax DSRHEL, EE
HEWREFEOESICH S T, tmax ZEHMEEEICT S S
LILTEY, @HIEBET—F LV IMEDIFICLT
Wh, HL, HEFEOTEE LTREZITV, HEED
M N25E11E, BR EOFERICOW T R 2R
T LI oTWA.

kel 12 EHNAYICIE, AN D S WY EAG O T
HbH. ZTD72H, kel b AW FIYIEEEO M IZHW
v, ZOREICH, fEt EoFEL LTHREZ TV
HEEDHIENSEI20E, #ETE BB KL
DERIZOWVTIIRMBEZIRT I IR > TWA, tmax,
kel DA BEIC L D FMT 256, 7— 5 OEH»D
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B, FLINFTETVDRYAEITE, MERERTH-
THOHEAAYD EHELTLEY LAV H S, Bk 2
DYEE, BRI ZEIEEIZE 2. BETIE, 2o
£ BB 0T, #EFEOF BN LR Lo A EE
B L TR L2 0I5 0w Edid b,

BHEHT—XOHICED
EMFNRFEOHE

v MENGE T EWFENEERRBR LTV, 20
RSP A2EIET DI EPEARTH L. BANME-> T
LAl OB AT L8 (B %
— IR L 228 R IR T B E, &
TLARWHOEA L v &R E LAY Sk
KRB X SRR ENEEE, B E L2
Rl OER LoFMME, ZaVITEER o ®A L FHET
HrHEHAW SN,

FHNfE - TV B RIMA OB RLFEHO L EORE X
Fixd ) a205, ZOHT, HEROHIERLRESED
NG TIPS ELT 2 2 L 1dd ) kv
FZAONLLEHELH L. ZORAL, EAGHZD LI,
GCe PRBRIC X0 AwEN RS AR S IR S
Hwek3nZ L, FEFFENT, ARETHL. €2
T, A4 TR, e bRBEE2THLELTHIVWE
HiE FFAE) ZRmAofE & OETHE L Twb
R 8H] D WL 5 28 TE O AW RS A 4 K5 4
V). HAKRITA TR, RBIMAIOEEIHEMICA -
TWAEAICY, ZHENERGTOTHROTE LY
AL DL L T WnZ & 2, HIZ, EIHRE)
DR SHIBT 5 E VIR EZRALTW5.

ZO¥A, BELATNMERSRwold, BIZBHO
R L P 55 O M AP SR D =R ARG LT B &
H T EEFIRICIEL TR, b E DL, Y b
MWETHEIEZONGZVHRELZREL, HIZ, &
WX N7 BH O 282 S R WA L2 b [F 4%
EYAHPENICIE 5 TWA I LT, ZHEEDERLD
AW RSP IZIR T E TV S E D 5 B TIT-
TW5.

T2, TTCIRBRTHV SN, TolEK EOHRE
REVEDTER SN TV L ESREMEIX, TOEEOGEIR
B nh, FHEEZRS LBEOE EOGME %
VRS TH D EHEME BT A2 5610, Mle%
AT b &g & 3 2 AW SR L TV, W
SEMAUR I, GRER—ICGbELEAIC
R Lo, waetEasisE & e B EE L LT
WrLCwab.

COWED, FEHIMICIE, b MBS XD EWEE
EWNEZRIGIUTNIEL S WD, FREEOADEL
0, BFNAEH S TV 2 RINFE O FRE R B oM 2

IEDTRELROHEICD, T M 2% &35 EmEn
FEERBRIC XY, AWS RS2 MR L 20k
LwET BT EIE, FERFNT, REHETHDL. 22
T, A4 K94 YT, TTREREOAEME Z24amt
AHERR S TV 2 BFH o EHE R & RINAI G = OMRE
FUMCE S, BRERSELR L ERMICB O TRmAE
BOHRENEL L2 LT, Wi 2 2 L
BDHILEERVHAARPANEZRE L (GRIRL LR
HEE A DLW A E ST K4 V). AT
42T, BINAI O WEE R FHERCA>TWD
BAIcd, BHInEREGTOFED EE LY b
AL L T ARnwa L&, HIZ, BEH RS
RS HWT 2 L VIR ERALTW5.
FTTIEBIIBWTHO &R BMRANEET D546
JEHBIENEFNDOY 23 v 7 A=A, HROE,
5PN T RCHATWMET 5 LERDTVD. ED
720, S, b b ERMNRE LAY R SRR
X o THIRMFESE 2B L 2ERR E, BHREH oM
SEVEIC X o TR [ S50 2 R0 U 72 B3R S DS R 12 5
EINDBIDLL b EDHESINS.

DUF, AWsmRSEERkr o2 257y 7IH-
T, RHT 5.

FREERH| DF’IR

JeFERIR G A B SE & L CH WD, — ks, R
ATy MEICEEBINDY, EhEN, WK
WAL TWD Z AR L CHBICHENE. Ly
L, BHEHATH->TOHWMEXT Yy MEICEB L TWwb.
22T, ARBRICHV 2 B RANL, BREERO 3T Y
FoBEmBEERE L, EhsohBicET Ty b
*HThH. BIEIHEENFOGNEPBENTIEDH > TD
ZEL TSI EANDWIETH 5.

BRI

T Ay Z7EREHELTHIELEL ) & LT AHHHA
BRI L35, BECEAELE LTREEREIIE ST
WEHDOTIERWOT, Ty MIkw T #@HF, FE
ERETITbNSE 10y XD H/PMATr— IV TEEINT
Wh 728, FAEREO AR L X R 5D D 5.
FOEH) R ElomElvE LT, FEEETY b 1/10 L
roR&EEouy POBBTHAZLERDTVS, F
7z, KRR, FEEEICKE S EAIE S LA B L SRR
BFENINE NS TH 5 2 EDLEL SN TWA.

1HRERE DREIR

BB, — i, RERAZ 5. 2 BAIOM
XRIBIR 2 BRES 5 C EATRBEIN TS 572, AR
PR EF O E LR L THIE, LT LHEZEZHR
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ELABRIINEEE v, HL, #SHEREDVHEE S
L2b, 4%tk (pH1.2, pH5.5~ 6.5, pH6.8 ~ 7.5, /K)
TilllE S M- R & REREA OB AR o LRI B
W, 1TREBREMICB O THRMBENKREL R L LY
AL, AR > TEYFICFE%SETH L E L
NThH, BERETEWHENICIERS L 2 5 W Rl &2 5 E
TERVOT, FNTLEEEWERE L THRE1T).
Falhx

BIZE X — A DN T 2 HY OB D CTOYE,
WA RS RO 7 a b 2 VER O 720 O LS %
BHHMT, FREEIT). TOMEEICIC, KRB
Tu NI NEERT S MHPREOY T v 7,
WeBRE R & TH A, AUCHIZFEIHEDO A THILD TR
WL, MERKHERE COMEL CHEI LA D 80%LL L
W2 X)Xy 7)) v IR RET 5. BEBRE R
BONZNZFNDINT A — FEDOFIGWE & 5D,
AT S 27T o O WBRE R E REL Y, £
D% BE IIARRBOBIRE R EPIET 5. HL, DK
BITOMETTH B720, KRB TORE L 1T L 50 HE
HZE2AELTWSE. RRBTOMENLORLE, T
YIBREDEICR o T Lo, YT v W
Ko TLEo7, HBREBIALLS LT LESR
ORISR 5 TL T o TWAWEELEDH HAH, Fh
5, ZETOHF—AT, FMiilcBWT, REE (3% M
DIVR7 % PIFAERNE I R->TE, BEMDO) 2713
5% TICHEFF SN B DT, FRERICE 2 WD 0 BEn
X, EWFENFRSEOFML NV E TFIFAZ EIIE RS
B, ZFD7D, A RKIA VAIRTRBEM CHbR
WF—F 3DV E WD ZATF TV R,

EOEERA

AEREM

BRI, 22l G-t 17, HL, A
FICEBEGPHES R, o, BERES LEE
WEE~ORWEH OGN E 2 BTN D 5 5H
R, ML SEP IR AR S F P E K R WA IR T,
BHRLGEMETRBEIT) L LTWwE. ZORAICD,
AR EEMEVWL oL L, Lad, AHIER30
SEICHEH 2 PG- L, WEERRY WA E oL %
FHWEH)ITHEL TS,

CDEHIZ, WREMETREL DGRBS TH D
A5, AEWEI SRR CIE, R, IR S E LC
W5, ZhiE, AfICX o T, MLEOEEES O
T, WE O W, X5 E OB RIRA
&, AN AN 2 A5 5 2 212k - T, BH
O R BH T O I O FE I AEAE S, AR o 2
BN THI L 2BTL2ODOFETHE. HLFE

T, WABMOFEE HE LTwb 720, BHEGFED
FERIRKE B WHREED B B Sl % Bt & LTk
EL, TOFRMIIBWTHEYENICHETHL I LI
XoT, BAICBILBEBEOY AT Wz 530 % BEE
LTwW5.

AHBRT — 2 (CE D < EMEHE S MO

M SEY R O EPEICIED &, £WERE O Cmax
i, AUCHEZ1S5. JEHI, %57 X — ¥ HOX %
SR L, R E VT 90%EIHIX M 2 5 L
AW R SE O JEHE IS Z 5 TRl .

BEEFE LT, tmax B X kel GYLEEER) &
IRFHEE IO W THRENOEEM 2 N2 5. A B AR
WA HLNIZE &I, FORKICOVWTERT L. 2
DFHE RN AW AR R SEPE O FHM N 2 22\,

SRERBF O FFAL 2S5 & — & il O F-IGfiE D 90% 15 FEH X
W25 S OGS HEIC A S R h o 25 A, HIZ, 1
DEMFRERZATH 2 e kD, BINGRBOK L 1
HoORBAEREHEAL, FHIC 0% EFEXEICL Y H
VAT A, ML, RBEA O T A — 5 HD
SEI AR HE B D 90 ~ 111% O HFEPHIZ B 5 A%, 90%
15 HEIX T 3 26 Wy 22 0 [ S5k 00 BRAG B 0 2 i 72 X 22 2o 72
Baid, EIS, EUT2EVORMBNEHITKE VD
Liteshb, ToWf, 4504 (pHL2, pH5.5 ~ 6.5,
pH6.8 ~ 7.5, JK) \ZBI) 2 iREREH i A B | A e Y
H & OFPMEAED SN2 HAIL, e hENRELLE
IERBRZATH) 2 &, AMFMICHELHETE S,

BHEBEOLEE

4 B4 (pHL1.2, pH5.5~ 6.5, pH6.8 ~ 7.5, 7K)
THE SN BE NSO RA O ILRICET 27— %
i, RREmRBoOGERE LTHW AL, EUE
HI5HZEDVPHEROFHIT—% &% 5. —J7, BIR
BROREEICH T WL WAL, B bBET—FTh
b, ZOWBEIE, MK BHEHOFDEEET S
Z &L, AEWFENFESEEOSEM LT R O v, RIEHRE
ZBWTH, HFHMEEHIICHEAT 2T — 2 2GR L Tw»
B, EWERASE MG IS VW A BA ., MR L%
T—=8THhLYEDVH 5. HHEHIFEPL Tl T
b, b MABTHEZ VRSN NIERE V. ERZE oD,
PSR 2E N RS O Tl R v

BHI 7 % — A HE L 223H, aE R 2RI
HENOENENOAEY N FEN 2 5 IS o F S %
F—= X o THRT B — ADGHE, FOMRPWE o
TV LA FEEORE (k) 2WL2IZL, 20
EC, wlliRE X IR O FEORE LY £
%R, ZOBUEA Y A RS %2 FHGi§ 57— 5
L.
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ORISR

BOGRERA OMEA I, Eidoma s L 8
LSRR SNG,. #5 I N-HANTHLE O LM%
AEBRBRE 2l L 2SR S 5. A iE
ST REMCREET A720121F, & MBI X A I
WENEPOEH 2o TWDH LW FERRZIT TR L,
WA DS OFYBBAEPL T L 2 L OMRED LT L
EZT. T, WBEA AR L BA oK
S, IR, HE, 2ELL, Lad, Ao 7
BB 2 RT I & &, NN REMEE LTS B
O EGE S 2B E R R 2 Lk, BEEGRERSE (OX
K JV 50 rpm ; pH1.2, pH3.0 ~ 5.0, pH6.8 ~ 7.5, /K,
pH6.8 ~ 752K 1) VIV xX— | 80, 1.0% (W/V) &,
Z DM, 2% KV 100 rpm, 200 rpm ; [\ §5 /85 2 47 v b
%: 100 rpm, 200 rpm ; AR3EEANERAR 30 A hu—72 /47,
FTAAZIEL, 302 u—2 /4, FA4AAZEY) T
DEMBE T RXTEULTWAZ &L THERT S, H
L, OGRS COBPML, WEEHL S m e E
U@ LT,

VU EDOEMIH BDIEHEGHICOVWT, B hERRE L
R R SRR 21T . ZOgE, EEEERS To
Wi b, BHREG TORRDITY, MG TEY
FWREEEZRT LU ETH L. BRI AR
FWERLE L, HLENTREAIDZT B0 8RS & A
TN HEES LR ToORBRTH L. 2D L) L5k
THoTD, {HALEWNTiEH O HWy L o 258 A3,
L, ZOfRE L TEDFICFAETH L I L2 RDT
W3, JEHREGICE AL, R TREREG ISV
MHEBoRERNLRIINIOTHRL, WA Z ME: SR
FRIZBWTH, TR OHEE S 25 RF CTH%ETH 5
LHERRT A2 L &R HWICHEGT 5.

ORI AR SR EE

FEN BSOS, A4 F 94 VI3 2 rt i
s, B L, AP RRBAER S hTw b, R
ENBEMHIE—HCIE, KERVEWEETOIRM &
BN, WX oTIE, REHRM SN B W HEMEAS
HbH. T, RTINS NTH AW FE S AR
ENTWBEI LR, ZENOBEILEETHSL. F2
T, KERWDLEM, KeHewiETh, EWFEN
RS TH LI EZERLTWAS.

TR

FEEEOT Yy NTLOMEXMWRET 5720 0R
Bk cd b, B, 1REHICBITLEMME 2> T
b, ZORBICHE LB ERICER SN S, R
B ICAEHK L TwIE, Ty b oY Ry R A

PEIZHER SN TS, B EZIER T 25613, 44
R ABFEA RS ARIET 52 L 2ZHMICLTEB Y,
W5 HIEE TR B 2% SE A &2 C O 2 RAEST 5 7200
BaHdfrbhTuwiwn, T2, BEZRECBVLTE, &
HHHEE & R R B O BV & SRR E L 72 b ol
0 T% L, FEEEZRIET 27200 TROMET DA T
BRESNZGEDL DY, DEOBHEA»SL, SlkShE
B L - T, ZHMEA OB ZE L,
HELTH, 2060, Rv, B, MHREOR
Vv, BRoOZWERERD, KT LI LI
WFERTH L. BIBICASTRATHLEHhEI DLWV
HIZBWTOAMNS.

25ERZE B & L7REHHID
EYFHRF @

FHE/ ST X — %, FHEAE FHEELE
EHEHEHNE LTWAEE1E, SSIESRILT3EY)
RIED IOV, ZEEICEDbLOT, b
Z HI & § 2 ETHA & FAARD /8T A —F 2] Rk
DN, FEETHAS 2. &b, ML w85 E L
THESNDYE, HAEM, PIZIEFHMERZ EICLS
Baild, Cmax, AUC TRIATZERLBWIRD, @
Wl ) OFHIIE H TR 5. REIERBE R & FRET
b5,

MHERE

WA AR O SEY O R BE L, — X 3R Y il v B
EORIBIEEWEIAL , b ML LR S
nTwiwn, HL, WHNEDRR S N7-#PH T oRh#E
JEENAFTRALFE) T4 EOBEEIIRLT S0 D
Lz, F/z, SCTETEE 35 o i 288 o B
M e, b baxg e Uz RSEE & oWis %
EOIBEMIEDHEATE ST, Z00, HHEHD
7= & A F RSO EICHBIIC LA 2
1347 Tz,

mEEME A Lz, a8 NS L
BEFHNICBWTHHELIT) 2Lk HN 5. USP ik
FHMA L2 HEREERELTOLHANSL V. BE%E
W27z TiE, REITETERA & FARZ, s L
EYREOMMMEE D LICRELZDOEN) TR,
& Z RIET 5720 D TIROMET O A TREE S N72Y;
GbHY, DEoMEH2S, Fllis izt il
Lo THHMBAIMORB A IT> THOMEKRTH L. Bl
KIZASTWAEDREIDE V) HIZBWTOARHWS.

FELCIE, P24 2 H29 H AR 0229 55
10 5l ERZ R CWe2E 7w, Y242 v 7%,
2012 ; 6 : 123-138 I L T 5.
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AYIle REEE LD (AYILE AU L - EROZ7O8F 72 RiE) O
EYRHIEFERRT — 2 OHRAS

oL FEASELD X, ad vy A wate R
usunsF7 Y Fe—RAFICERTLHEAHTH
5. FREERRIE AL CBEFEHEMN) Zadnvsy rh oA
50mg, E F@sooF 7Y F1256mg &AL T3
TANAI—T A4 Y TETH 5.

EWFHRF O

MHOHEMES % &8 L Tw A AN OWTIE, ik
1 72 JFEE At o THERE\Z 1 e 5 AL O 8K 2 3% 5 L
MEHOZNENOHEMEFREZAEL, ThEho
BRI G3 % 0 G AW AE Y ] S & GFA 9 5.

55 &GP 3 2 2 e 1L, BRME L IEHEL R L TH 5.

T B OAEMBG ORNEREDE B 23 & )
KEOEEITE, ZEMEIK & AR5 O LY [F
VR IRT 7200, BEBEBIZL 2L EZLN
L. WS, F—BEBRERTREBZIT-o W AYE, £H)
PEDKE BEME IOV TIE, BEEKEIKEL &
D, ZoOfER, EWFHIFRSEEIRE R L2560H
L. FTNSEEE L CREFTINIZH AT TONS.

ML DA R D REACR &G % A 2 A
Woe Sh s, KBRS Z A L T2 212 B%
7o, AW AR R SV OO BRAG 1 AR 2 LA I P R EHE RS &
HRIZAT) . ZhiE, EWOKRNTOEREICBNT, &
0 ESRICHLE T 2 W E OB RESBAGFEO R EE, X
ZIFR TV E WV FEHIZIE DO W T WA, AR R A
AR B, FHE L, BHNFER OB 2 G35 2
LTHY, BARFEROEVHIRE KRB SN EMHT
TOFBICE > T [M%] THhALHETAZ EIZL-
T, AEHEOEEEZROL I LEZERL TV,

AHHERT — X OERLY

AWy A g I SRR USRI & L THRERER SR %
PeErE L $ 4. ML, EEMOBHERDPROSNA TV
FEHEMTIE, BESEHFCB T HEIRRT— 5
DI L, —DOLEDZMIZ B THEEERA] & SR BH
DFEMBOMIZ [FH L] (EHOE T ORHF O
B 7Y 80% (23 L 72 s DA77 0 A O35
RBA50% T DYE, kU, EHo#E T O BE O

UEREE SEPNE LIk e (o 115
IR S EUNE e £oers Wl RR
EIEAS 15 0 T8HR U ETH S L 12, HIDEN

FiOBHNOFEMHEDND 9 —H OBA OFIG I L
60% LT DA AR L NEE1iE, #HEN %%
G & LA SR 175 . EHERDES
TV W BH TiE, pH 6.8 4438 (K HEPE3m X
pH 3.0 ~ pH 6.8) @ #kERil THIHEHIH) & SRERBLH] D 7
WEOMIZ [FELWwiE] RO LN GE10E, KEHER
DR CTHRERT 5.

TR AR S &, B A BB O OIS
AR ), ZORR, BFERAEBREIZL > TRSN
72 THEE] &) IS, 2R BEE TIRIERS L %
AU E 2 oS, Lo L, #HEOWMEIC L - THl
ESNIE BT RCTHEMUL TBIUE, # 2R EE
B OWALEE O B S AR A BB L 137 - C
WThH, RS & SR ORI 72 BILRIZE D 6 72

WEEZLNS.
—Ji, BHRBOBEBEOEGED S H, —D2 L ETHEH
P TFHLWE] 2530 5N LHE, HEEEEOWNILE

DG AMEEE AR S & 138> TV ThH,
HE 5] & SR O AT 1) 7 BIARIZZE D B o LIS
HOIIEVRR. FO0, FORAEITIE, 4T
LREDDHCZEYTHAEMMEN 2 AT L0 E %,
AW R SR BR OB E L 5 5.

TERERERE & MR & LA 22 W SRR IS X - T
o5 Cmax, AUC % 8B A1 R SE A RE C
WAEA, BHRBRT -7 3sEER L VI EDITT
b D, BMBEEIC X DAY SN FE SO AT b 2
W,

— 05, BEBREE 20 44 DL b oo R Wy cR i ) S R A
o7k, FRLoiBEOTFIED X 0.90~1.11 O
PHIZ D % 25, 90% 15 FAIX 1% 0.80~1.25 %k 2 2 ¥ 65
T, BHEFHIFELLTVDZ EATRENYE, EY
FHIFEEEIZRE TV S LHEBT L TW b, EWrnESE
PR H B9, e sE) b S BRH 2 2 ek 5 L
7eHaS, M SEY RS AR A->TnwbA I L %
OB ElH D, H—FRG % & LB O g
THHI LMD, FHEL, MR Z R RAT %
T A ERoTWA. F—AMES % & —1
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AR LTS LTH, 3R 2R B
BB A ), BB N BN X > T UM R
ENLHEEFRS W, HIZ, MAEEOEREDEE
N5, IhOORNEIROEEZ W 2B BRETET
Wz F U, BAEEIZOW TR - TEHIT 5 2 & AW
fe L 7 B [l — BB (AR ) & SRR & B 55 B
Z LT, EYmAREOHBREMOZHIIEETIE AW
PHBETEDLEEZDL. 2020, I0%BEHIXHAHE
1 (0.80~125) ZIZAHTWAEELERIE, LT
IWARZZEBERO D B O, SEWBIFEOMARNZT) & #57)
ML 2505 FHHEOLIZ0.90~1.11 OB ICH
D, L2abBEmBRE»EL L CwagaE, BAIERO

BHERBRO— DI HEIMRBEBIE SN TV A7, Z
DRBBRENER L T0D 2 &%, EEMBEH % RHIZ
P B LIS E o T WA,

PRI DOBFEIC BV CTIFEIRIZED b TV ET.

BEEREGLDANTIED Y A, A—AXGT %2 EE
fi"éf’ SRIEMBOL N KD TTA, [ AW S
KRBT — W] ZRTWREEETE, REATY
LT7—=YBFELTHLEEMFEOHH I L& RNWIZT T
ENRTEET. ZNHOREMBIILFFAR SN TS
ZEERBLET. ZOLH)RRKTD, 2o [HEWEN

FHHIIHMD Th v E z, EWFRIER S & HIBL [F VR T — 7 THME | OFHO—2 L %250 Hn
TEnwELTw5 FHA.
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BIESD v VY AY Y AS0mEg, L Rerzuusd 7Y R 125mg
EHRF 7L I AV MEIEASELD (MSD #halistd)

AADNE|

AYve NEdEEE LD [EE]

BINEERFETT : T Xy RI—H o #KEHt
UEEBRSEAGRERAR (20142 A 14 B

B : 74V ha—54 v 75
B 74 VAT —F 4 75 v &S : 4MN86N

14

bk NG $E LDEE]

ANFoosay, gEReLa—A BIbFy v, ATFTY VYR YA, BRI, v R
odFTuivkiru—2R, eyaxru—R, {57 NTr—A{bTr Ty, v 7aIT—) 400

7L Ay MEAEE LD
14emh®

o — 2, FEARRY, WO TNT 7 —AbT YTy, AT TV VERIAYIL, T
DAO—A, b RFaxisuobilbiua—A, BtFv v, ALFon oy

a) %05 0%,

b) AL D FIH.

EMFHRF AR
FE W B0 [R) 1 00 B 52 B HE B & HHR L 72 & X, Conax J2 O AUC O30 il 0 SR D 7% D 90 % 42 B X [ 257 2531804 (0.80~1.25) .
b MEBE  EERLA], RBREA], & 18E% 16 Z OB A B G L 7.

1) M as iy iRz leE

1000

1000 [ 1000 -
900 |- 900 - AR %00 HEREH
800 - o RAE LK 800 - 800 1
2 700 f —— SEREAI 2 700 g 700 -
® 600 | 2 600 f 2 600
S 500 | £ 500 g 00
£ oo AR g 5
5 a0 8 3
200 -
100 (AL ]
0 4 S
0 2 4 6 8 8 _
Time (h) Time (h) Time (h)
X 1. fZHEHE AR OFHNFERO VIV VRERUE 42 DHFERE O MiEFRE
2) Mighe Farzaosd7 Y Mgz ile
400 - 400 400
350 + 350 *géigﬁu 350 Eisﬁ%ﬁﬂ
o ARAEBURE|
5 %0r —— SRERELF =) =
3 [ E
w250 ® N
& 200 | _ g £
2 el FifE B RE H £
8 100 LN S 3
50 (4|
0 . ; —
0 6 12 18 24 30 0 6 12 18 24 30 0 6 12 18 24 30
Time (h) Time (h)

Time (h)

X 2. ZEMNF EABRIFOFHMNFE+ L FOrO0F 7Y REERUE 2 DHERE O MIFEFIERE
R1. EMEBE/ST A — 4 (FHERERE) RUOGBOFHEDZE

NG A—F L e ) AR SR DT D7 (90% E X )
Comax, ng/mL 219.43 + 7836 | 221.14 * 81.96 1.00 (0.93 ~ 1.08)
AUCqgh, ngh/mL 368.30 = 125,51 | 397.06 = 166.70 1.05 (0.93 ~ 1.18)
1) g%y
‘ tmax, D 12 + 05 12+ 0.6 A )
(BEEF) —
2, h 1.7 £ 0.6 15 + 04 —
Crmax, Ng/mL 127.48 + 7410 | 129.28 + 72.36 1.03 (0.93 ~ 1.15)
9) v FmzunF | AUCesn ngh/mL 475.77 = 195.87 | 505.63 = 193.19 1.08 (0.93 ~ 1.24)
7Y tmax, D 23 %06 24+ 06 Y
(BEER)
WHIER, h 2.3 + 0.9 24 + 1.0 —

a) TIMEORGE (55

96

53 HT)
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BALERER (BEEH)
B AT 0 HUBGHRE R

TV ) 7 L R o IS EER pH 1.2, pH 6.8 LUVKIZOWTIZEBLL T 52, BRI pH4.0 1250w T
FEBLL Thawn SR L7

vroszuousd7Y 8 ; WA OBEHEENIAME pH 1.2, pH 6.8 L UKIZOWTIIEL L TW 573,

TIEPL T2z LWL 72,

1) gy vy rh)on

% dissolved

% dissolved

120

50r.p.m.: pH 1.2
100 - AL
(609 +=12% LA,
o | 1209 =12%L1P0)
60
40
2 e
—— BRI
0+
0 20 40 60 80 100 120
Time (min)
120
50r.p.m.: 7K
100 e e S
80 |
60 - FEHELL
(105 +=15% LA,
305> +15% L)
40
o JRAEBLK
20 |
—— BRI
0 4
0 20 40 60 80 100 120
Time (min)
1.

120
50r.p.m.:pH 4.0
100 -
80
3
2 60 L/ EEAFELNETIIAL
2 i (f2=37.9:10%%, 155,
° i 309, 459))
= 40l
o (R
ooy —— R
04 {
0 20 40 60 80 100 120
Time (min)
1201 100r.p.m.:pH4.0
100 2 F
80
-
2
S 60 FEHEEL
2 (159 £15%LLA,
= 4 30 43 £15%LLAN)
o BB
0 -
2 —— BB
ol

0 20 40 60 80 100 120
Time (min)

120 50r.p.m.:pH 6.8

100 2= Zoa 3

ZEAEM
(1053 £ 15%LLA,

% dissolved
2

40 309 £15%LLA)
20 o FRAE B

—— BRI
04

0 20 40 60 80 100 120
Time (min)

SHERE], HBREHOAYILECAHY Y LOBEEE (FHEIRERE)

e

e

BHEER D /INRIVE BFRDO% ISIEERE AR OTIDAHEROE. 12 IIEERF EABRBEIOBHE, Sk 72,
2) vrogrzuuFr7Ir

TEHEER /Y RIVE RIRO%IIRERE & HBRRF| OFIEHEDE. 218

#RE

% dissolved

% dissolved

60 [ |
40 +
20t

04

120 1 50r.p.m.: pH 1.2
100 | FBAVELL
(609> +=12%LLIA,
1205 +=12%LUA)
80
60
40 -
o ABHEGUH
20 .
—— SEBRNH
04
0 20 40 60 80 100 120
Time (min)
20
! 50r.p.m.: 7K
100 |
80

ETHHEEL
(1553 £15%LUA,

309> £15%LIA)
o FRAEBUE
—e— SRERWA

0 20 40 60 80 100 120
Time (min)

% dissolved

% dissolved

20 50r.p.m.:pH 4.0
100 F
80 |
o | [/ EmaELLETEE
(f2=40.6:15%3, 309>,
i 459))
40 F L
20 L[i o AT
—— RERWH
o i
0 20 40 60 80 100 120
Time (min)
207 100r.p.m.:pH4.0
100 |- = e 1
wl [/
P gEEn
60t (1553 =15%LIA,
E 3043 +15%LLA)
a0 [
20 ¥ o ARAE TR
i —— BRI
o &

0 20 40 60 80 100 120
Time (min)

% dissolved

50r.p.m.:pH 6.8
100 - g FF
80
60 FHAED
(1543 =15%BAR,
40 305 £15%4 M)
% e ARERA
—— SRR
0

0 20 40 60 80 100 120
Time (min)

2. A, AREFOE FO/O00F 7Y ROBHES (FELRERE)

916 SUE HARZEF 4 2 BRI ED SN 2B BKICHEL 5.
Oy AU A 304 85%LLE (HEE/NA S v M2, 100 rpm, 7K 900 mL)
vrorzuoaF7 IR 4545 80% LI (Inl#E/N A4 v b, 100 rpm, 7K 900 mL)

SERE CHBRRBIDBHE, SKD .
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AYILe REEEEE LD [7X)V]

LERRSETT - HMER T EMASH
HERRFEAREAR 1 2014 £2 A 14 H

BHES @ Ly oA Y AS0me, L RuzuuF7I R126mg B 74 VA a—F 4 v Tk
ZAERURE] 0 L Ik v MELASELD (MSD HxXsxtkl) B vavrsa—g4 7% Ay &S AMMAGM

il
oHve FEEE$E LD D-vr=hr—), fEHELO—X, vFuFruiliu—x, 57V 77—bFr 7,
[7 AV ] 1gEh? ZFTYVEBY AT YL, bFOAT—A, B{tFF Y, ALFIATy

7L 34 v MELASE LD Wi va— 2, FJURERIY, o7V Ty —AbTF YTy, AT TV VBRI AL, T
14eh® OXn—2z, eFodyrsu¥irbia—2z, B{LFs sy, AuFuasay

a) EEPLOBZE. b) RACEI YT

EMFHRF AR
FE W B0 [R) 1 00 B 52 B HE B & HHR L 72 & X, Conax J2 O AUC O30 il 0 SR D 7% D 90 % 42 B X [ 257 2531804 (0.80~1.25) .

b NEBE  EERLA], RBREA], & 18E% 20 ZofEER A B G L 7.
1) Mg T & v iflE

100

100 ¢ 100
090 T 090 | AR 090 £ SR
080 I o (R AEEUF 080 080
2 om0 + —— BUEREA 3 t 2 070
» ) 2 060
2 060 = 2
S 050 | 5 5 050
g K £ 040
: . 5
RTING P AR RS H :
8 TN g 2 030
g 030 | < 8
S oz b AIE © 0.20
l)’l(] 010
' B 000
000 <l ' .
0 6 . 1<2h) 18 24 Time (h) Time (h)
ime

1. FEAEE|E RBAFOFHMBEROYILZ 2 EEROE 2 DHRERE O MIEREE
2) MM FurzaaF7 Y Rk ile

040 040 ¢ 040 ¢
= e SHEQ B
035 f 035 f RERA 035 | BRI
e FRAEEUH
3 e 030 f 030
El —— BUBRRA 2 5
T 025 W 025 ® 0.25
5 020 5 0.20 < 020
= B s
< I =1 s s
£ 015 EMEHEERE 2 015 £ 015
8 o s
8 o010 3 s
005 At
0.00 : -
0 6 12 18 24 0 6 12 18 24 0 6 12 18 24

Time (h) Time (h) Time (h)

2. ZHEE| CRBRAEFOFHMEFE FO/OOF 7Y FEERUE« OHERE D MFEFRE
R1. EMEBE/ST A — 4 (FHERERE) RUOGBOFHEDZE

NG A—F L e ) BRI SR DT D7 (90% E X )
Comax, 4g/mL 0.41 = 0.10 0.41 = 0.10 0.9973 (0.9252 ~ 1.0750)
AUCqssn, ugh/mL 3.15 + 0.68 3.10 = 0.63 0.9875 (0.9588 ~ 1.0170
1) gy~ oztn, Hgh/m ( — )
. tmax, h 3.58 = 1.23 3.70 = 1.21 H e
(BHEEH) —
IR, h 4.69 = 0.32 4.64 = 0.32 —
Comaxs  1g/mL 0.06 = 0.02 0.06 = 0.02 1.0417 (0.9354 ~ 1.1602)
9) v Fmzuns | AUCoum wgh/mL 0.39 + 0.13 0.41 = 0.11 1.0593 (0.9737 ~ 1.1523)
TYF tmax, h 3.03 = 1.05 3.15 = 0.75 A I )
(BELH)
200, h 7.52 + 1.88 7.56 + 1.32 —

a) “FIMHOBGE (i, HEKIES5%)
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AR (BEER)

PAT RN DTN A & T
Ty Ay A DT ORER LD, W o MEE)IFEL L Tw B &Rk L 7.
vrarzuuF7 Y R DIFofFERELD, WA OFEMEEE)IIEL L T &L 7.
1) gy vy rh)on

207 50r.p.m.: pH 1.2 120 50r.p.m.:pH 5.0 120 1 50r.p.m.:pH 6.8
100 | ZEHHHER 100 o 100 | g -
(f2=58:22.5%), 4553,
| 6755, 90%3)
80 80 80 -
T . ?
60 [ e EEMEHH 4 H E
$ T 5 " B g SR
= o 3 (f2=51:15%3, 2 (2=49:15%3, 3093,
o 4 = 40 304, 45%%) 40t 455))
20 20 e AREEI 20 e RERA
—— BB —— HBREA
0 04 0 4
0 20 40 60 80 100 120 0 10 20 30 40 50 60 0 10 20 30 40 50 60
Time (min) Time (min) Time (min)
120 r 50r.p.m.: K 120 100r.p.m.:pH 6.8
100 |- A 100 R
80 - 80
o ©
$ H
S 60 i FEAERL 2 e TR
] (2=46:15%), 3053, M (1583 £ 15%41)
= 40t 4593) P
|/ B ] o MR
” —— EERRA ® —— st
04 04
0 10 20 30 40 50 60 0 10 20 30 40 50 60
Time (min) Time (min)
o 3 =t B o8 LM = 3 N =
1. fZERE|, RBREFHOOYILEH I LOBEEE (FHELZERE)

BHAER D /INRIVE R D% ISIEERE & RBREAOFIBHEROE. 12 ($FZERA| & ABREFNDOBHED, 5K 7=
2) eFgrzuougF7I K

120

50r.p.m.: pH 1.2 120 ¢ 50r.p.m.:pH 5.0 1201 50r.p.m.:pH 6.8
100 | EEIAER |
(f2=59:22.5%3, 4553, e 100
67.553, 905))
80 80 | o 80
3 o SR 3 E
= = o
S 60 —e & {] o L a
g R 8 BE g AL
2 > /" (f2=55:15%>, 3043, = (f2=53:7.5%%, 1543,
40 40 TN 40 | 22543, 3053)
0| w0l o RAERA wl| ;0 ToRERER
—— EER BRI
0+ 04 04
0 20 40 60 80 100 120 0 10 20_30 40 50 60 0 10 20_30 40 50 60
Time (min) Time (min) Time (min)
120 .
50r.p.m.: 7K 201 100r.p.m.:pH 6.8
100 - 100
80 | 80 |
3 601 o ©° 60 | f
HYEERL a2 y N
s (%253?59} 1543 3 EmATRN
= g0t N 200y = | (154 £ 15%0 )
225%, 30%3) 40
0} i 0| o FEAEH
T R —— B
0 4 04

0 10 20 30 40 50 60

0 5 10 15 20 25 30
Time (min)

Time (min)
M2 eas, HBRNAOL FOYO0F 7Y OBHED (FHELELREL)
B 1 /Y RV ERO% HRENH L RO T HEOE.
i
5 16 BE H AR 785 2 B0 & 1L O U %,
Oy Ay A 3055 85%LLE (/N A v M, 100 rpm, 7K 900 mL)
vrazouF7 YR 455 80% LA (Ml N A » ki, 100 rpm, 7K 900 mL)
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AtV RECEEE LD [E#]

GERRSET 1 ¥ 3 — U 2 U X T 1 A KRS
HERRGEAREAR 1 2014 £2 A 14 H

BRED caH vy A Y7 A50mg, b FeruaF 7Y R 125 mg
ZAERE] . 7L I A v MiRASE LD (MSD #Ra&th)
AN

gL FiEda$E LD
(54K 1 gerha

7L 34 MidGsE LD
14eh®»

a) %05 0%,

B : 74V ha—F4 v 75
B 74 VAT —F 4 75 v h&S : 4MN38H

FUBE AR, RS va—X, TN T r—IbT Ty, ATFTY VBRI AV T A, T
AO0—A, vrFaxyruiltra—x, BkFy, prruaay

o — 2, FEARRY, WO TNT 7 —AbT YTy, AT TV VERIAYIL, T
DAO—A, b RFaxisuobilbiua—A, BtFv v, ALFon oy

b) AL D FIH.

YIRS IR

HE W RSP OO B BB & e L 72 & 2 Con JLUF AUC ORI O T30 0 3 0> 90% fHRIX I A48 51 (0.80~1.25)
2L, BHNS YD Cr 12DWTHE, BB 20 2Bl LT o 7288, ABUIEO PO ESTRIN (0.90~1.11) T
HIZEBAHBLL TV 5.

b NEBE R, ERELA], K 15 22 KO A B IS ARG L7
D) Moy g s 2 W
1000 ¢ 1000 [ 1000
900 | 900 f | 900 BRI
800 - o FEAE UK 800 | 800 r
2 00t —— SEREH 2 700t 3; 700 -
2 et ER R %” 600 1
g 500 | é §
£ ol TR :
§ 300 | 5 S
200 (I

100

0

0 6 12 18 24 0 6 12 18 24

Time (h) Time (h) Time (h)
1. EERHE|  REBRBFHI OFMmEHR O IL 2 VIRERUME 4« DRSO miEHiRE

2) MiEdhe Foroad 7Y FigEE e

400 400 400
a0 | a0 | b kT a0 | SERWH
o fEAEBUF]
3 300 +§KE§§'—1§“ A 300 4 300
E 3 £
) 250 ® 250 | w250 f
vé 200 | £ 200 | S5 200 |
S o TR f ol :
é 100 =1 ‘§ 100 5
so ] 50
0 7 : : : 0 : : - :
0 6 12 18 24 0 6 12 18 24 0 6 12 18 24
Time (h) Time (h) Time (h)
X 2. {ZHHE AR OFHMNFEPE FOZ7O00F 7S REERVE4 DKEBRE D MFHEE
1. EMENE/INT X — 42 (FIMELIRERE) RONBOFHEDE
NI A—=% T ) AR SO TIMEDE (90% 15X )
Crmax, Ng/mL 216.21 + 107.16 | 199.38 + 99.70 0.9162 (0.7270 ~ 1.1546)
AUCg24n, ng'h/mL 440.08 + 133.84 | 451.89 + 154.61 1.0061 (0.9412 ~ 1.0755
D uHnsy o0-24h, Ng'h/m ( AL )
(B BV tmaxe, D 1.7 £ 1.0 1.7 £ 1.0 sl
~ WA, h 22+ 05 24 =09 —
Cmax, Ng/mL 94.54 + 24.99 90.82 + 24.80 0.9682 (0.8891 ~ 1.0544)
2) v Fmsuoud | AUCyam ngh/mL 54249 + 124.12 | 530.14 = 102.95 0.9795 (0.9354 ~ 1.0256)
T7YR tmae h 3.0 %09 2.8 0.9 A
(BELEHR) |
AR, h 81=+15 79 =15 —

a) ‘FIfEORE (9

100

W, A REAKHES5%)
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A
PRI Ak e

YNy AU L UTORRIY, WA OEHZEEIZEBP L Tw5H &Hl L7
virozonF7 Y R LTORRLY, WRAOEHMEIIFLL T2 &R L72.

1) gy vy rh)on

120
50r.p.m.: pH 1.2 120 50r.p.m.:pH 4.0
10T sempom 100
(604> +129%LAM,
80 | 12093 £12%LLA) 80
: 3
T o [ o AR 2 60 FEBAELL
0 = 2 (ST BRHEER,
- HERRA ] s w0 8.0 15% 4P,
or = 41243 £15%AA)
ol 2 o B
—— HEREH
0 0
0 20 40 60 80 100 120 0 10 20 30 40 50 60
Time (min) Time (min)
120 .p.m.: .
120 50rp.m.: 7K 100r.p.m.: pH4.0
100 11 R S—"
80 80
3 3
2 w0 FEAERL 3 6 FEAER
2 (1053 £15% LA, R (2=60: 1543, 30%3,
s 2053 £ 15%LIA) - 45%))
= 40 40
o FRAEBUH
o FEHERY
2 gﬁ(ﬁ“ 20 —— R
—— HEREFA|
04 o L
0 10 20 30 40 50 60 0 10 20 30 40 50 60
Time (min) Time (min)
1.

120
120 .
50r.p.m.: pH 1.2 50r.p.m.:pH 4.0
100 L
FEAE 10
(4593 =12% AR,
80 I 12043 +12%LLMA) 80 -
? 3 ;
E
S 0 S el k zmeEms
2 g (S BMRER,
= 40 = 8.05+=15% LA,
40 r 31143 £ 15%LLA)
2 o FRAE BRI o FEAEBIH
—— B oy —— B
04 04
0 20 40 60 80 100 120 0 10 20 30 40 50 60
Time (min) Time (min)
120 120
50r.p.m.: 7K 100r.p.m.: pH4.0
100 b e 100
80 [ 80
3 B
5 w0 L oxmpmm s w e
2 (155 =15%LLA, ki (f2=61:15%%, 3053,
- 2053+ 15% LAP9) = 45%3)
= 40 - = 10
0 | o FEAE UK 2 o FRAEBIE
—— BRI e SRR
0 04

0 15 30 45 60 75 90

Time (min)

0 10

20 30 40
Time (min)

50 60

% dissolved

% dissolved

EREK), RBRUFOOYILE AU LDBEEEE (FiOfEL
BHEER C /YR DR D % ISAERERE & RBRAEFOFHBTHROE. {21

2) eFgrzuougF7I K

(A1 T S 0 s 2 )
(BH L)

120  50r.p.m.:pH 6.8
100 0T | e
80 [
o smpromy

(1043 +15% LA,
40 205 =15%LLA)
" o A

—— BUERALFI

0

0 10 20 30 40 50 60
Time (min)

RERE)
RAERE EHBRRBDOBHEDI 5K £

120
50r.p.m.:pH 6.8

100 [ 1
80
60 EEAFERL

(155 £15%LIA,

6093 +=15%LAM)
40
2 o FRAEBUH

—e— BRI

04

0 15 30 45 60 75 90
Time (min)

2. {Z#EaE|, RBREFOE FO/00F 7Y FOBHEE (FHELIZERE)

BHBER 1 NRIVE. RP D% IMFERE & HRRF OTIEHEDE. 2 JRERH EHBRMFOBHESL 5K 1.

g

5 16 YUE HARSE R /746 2 8080 S N7 EINBIRICHE L 5.
Oy A A 3055 85%LLE (/N A v M, 100 rpm, 7K 900 mL)

vrazouF7 YR 4550 80% AL (Ml N A » ki, 100 rpm, 7K 900 mL)
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AYLE REEAEE LD [KOG
LR | AR A
WETREABERH 2014 2 B 14 H

BIERSD @V Yy AY Y AS0mE, L RerunF 7Y R125mg B 74 VAT —F 4 V5
BERE 7L I & v MASE LD (MSD #liaxtl) B : 74 viaa—74 v 7% By &S 4AMN3SH

AADNE|

¥ FEEASE LD FLBEKAIE, e rva—X, BTNV 77 —AbF Ty, AT TV VBT IRV T A, bSO
[KOG] 1 e @ AT—Z, e FuFy7ruilero—2, BtFyy, HLFusary

7L 34 v MEAESE LD Wi va— 2, FJURERIY, o7V Ty —AbTF YTy, AT TV VBRI AL, T
14eh®» OXn—2z, eFodyrsu¥irbia—2z, B{LFs sy, AuFuasay

a) RE,PSOEZ. b) RETHEI V.

EMFAIEF R

HE I S 0 B BN & BE L 72 & & Con JL O AUC X B O I 00 3 0> 90% I X 1 A5 AE 14 (0.80~1.25)
ZEEL, BHNS Y0 o ICOWTIE, RERPIH 20 2B 1 CHT o 22, MBIEO TIMEDEDTEERA (0.90~1.11) T
HORBIAEM L TV 5,

b MEBR R, ABRRA], & 15 22 L OmEERA RIS ARG L.
1) a3 s VR E e

1000 1000 T
9000 | 900 | RAERH| el REREA
w0 | o R o | il
3 0l —— R 3 00 | T
E < 2 r
® @ 2 600
2 600 - 2 600 | £
£ : {
£ 500 | 2 5
£ ol T RERE £
5 ]
§ 00 B 3 3
200 fif

100

6 12 18 24
12 18 2 0 6 12 18 24
X Time (h)
Time (h) Time (h)

1. B & RRHIOFHMEF O L & RER A < DRERE QM FFRE
2) MiEhe FaryaaF7 Y FiEL jilE

400 400 400
; ga
350 | 350 |- RAELH 350 |- SR
o RHERUE
L e 300 |- 300 |-
3 ¥ —— BUERNHI 2 3
B 250 ¢ w250 250
- < <
S 200 | £ 200 | £ 200
& . 8 8
£ s | THELRERE £ 2
S 100 b ol s} o
50 |
0

. n
0 6 12 18 24

18 24 18 24
Time (h) Time (h) Time (h)
2. {EHERF| EHBREFOFHMFERE FO/O00F 7Y MEEROE 4 DRKERE O MFEREE
1. EMENE/INT X — 42 (FIMELIRERE) RONBOFHEDE
NG A—% T ) BN e S DOFIM D7 (90%fEHEX )
Crmax, Ng/mL 216.21 = 107.16 199.38 + 99.70 0.9162 (0.7270 ~ 1.1546)
AUCg94, ngh/mL 440.079 + 133.835 | 451.894 + 154.613 — (0.9412 ~ 1.0755)
1) ¥y »
(BETH) tmaw D 1.65 + 0.97 1.68 = 1.00 —
TR, h 2.22 + 0.51 2.42 + 0.90 —
Crmax, Dg/ML 94.542 + 24.986 90.825 + 24.797 — (0.8891 ~ 1.0544)
2) v Fazuns | AUCem ngh/mL 542.4926 + 124.1182 | 530.1373 + 102.9519 — (0.9354 ~ 1.0256)
7Y K (SR tmax, D 2.95 + 0.94 2.77 * 0.95 —
ST T4, h 8.14 + 1.50 791 + 1.55 —
102 V) v 7H%E Vol 8 No.2 (2014)

gogooo



A
PRI Ak e

YNy AU L UTORRIY, WA OEHZEEIZEBP L Tw5H &Hl L7
virozonF7 Y R LTORRLY, WRAOEHMEIIFLL T2 &R L72.

1) gy vy rh)on

120

50r.p.m.: pH 1.2
100 - EE)HEELL
(6093 % 12% LA,
o 1209 £12%LLA)
o
$
S oo | e REEMH )
5 ——gus |
= 40
20
04
0 20 40 60 80 100 120
Time (min)
120 [
50r.p.m.: 7K
100 | ]
80 F o sEmpEL
3 (1053 15%LLM,
S 60 2053 +=15%LAKA)
2
= 40 L
" o AR HA
—— EERIA
04
0 20 40 60 80 100 120
Time (min)
1.

2) eFgrzuougF7I K

120

50r.p.m.: pH 1.2
100 [ HEHASER
(455 =12% LA,
go | 12053 £129%U1)
o
H
E 60 -
5
=40 )
wo FRAERUFH
2 |
—— BERIA
04
0 20 40 60 80 100 120
Time (min)
120
50r.p.m.: 7K
L O
80 -
3
2 el ZEEASER
2 (1553 £15%LAA,
s 2053 £15% LLFA)
= 40
20 | e FRAEBUH
—— BRI
04

0 20 40 60 80 100 120
Time (min)

% dissolved

% dissolved

% dissolved

120

50r.p.m.:pH 4.0

100

% dissolved
3

FEEAEL
(8.0 +=15%LLA,
40 4 41.243 £15% LA *
KAHSTHRBIER
20 4 o ARAEBUF|
—— BRI
0 : L L L L Il
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Time (min)
120
100r.p.m.:pH 4.0
100
80

ES0Tav
(f2=60: 1543,
45%3)

60 3043,

40
o AR

0 —e— BRI

. |
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Time (min)

120

EREK), RBRUFOOYILE AU LDBEEEE (FiOfEL
BHEER C /YR DR D % ISAERERE & RBRAEFOFHBTHROE. {21

(A1 T S 0 s 2 )
(BH L)

120 50r.p.m.:pH 6.8
100 [ 1
80 1
©
2 ZWAEH
§ 60 (105 £15% LM,
5 205 =15%LLA)
= s f
2 o {RAE TR
—— BRI
04

40 60 80 100 120
Time (min)

RERE)
RAERR EHBRRBDOBHED SKD .

50r.p.m.:pH 4.0 120
50r.p.m.:pH 6.8
100
100
80 | .
7 3
— 2 EIHSER
60 | b AREERL
ﬁf;\fﬁ%um g 60 (159-£159%L1P3,
wl § 31iEisnenmx = 2205 £15%LIA)
MRSV BRI E®R 4
20 L o AREE M 20 o SEHEBIH|
—e— FHERMH 1 —— SRERBUH]
01 o e
0 10 20 30 40 50 60 0 20 40 60 80 100 120
Time (min) Time (min)
120
100r.p.m.:pH 4.0
100 |
80 -
w0l eIy
(f2=61:15%, 3047,
45%))
40
e BRAE U
20 _
—e— BERMA
04

0 10 20 30 40
Time (min)

50 60

2. {Z#EaE|, RBREFOE FO/00F 7Y FOBHEE (FHELIZERE)
BHBER 1 NRIVE. RP D% IMFERE & HRRF OTIEHEDE. 2 JRERH EHBRMFOBHESL 5K 1.

g

5 16 YUE HARSE R /746 2 8080 S N7 EINBIRICHE L 5.
Oy A A 3055 85%LLE (/N A v M, 100 rpm, 7K 900 mL)
vrazouF7 YR 4550 80% AL (Ml N A » ki, 100 rpm, 7K 900 mL)
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AYve NEdEEE LD [KOJ

GERRFETT | FREMASA
WERRGEAREAR 1 2014 £2 A 14 H

BRED 2Ly AY T A50mg L Reroasd 7Y KR 125 mg
BRI . 7L I A Y MEASE LD (MSD #Rkatiath)
il

gL FiEda$E LD
[KOJ 1ggpa

7L 34 MidgsE LD
14eh®

a) %05 0%,

B : 74V ha—F4 v 75
B 74 VAT —F 4 75 v h&S : AMNI6H

fEaeva— X, FNERMY, WA TNT T —AbT Ty, ATFTY VBRI AV YA, bSO
AO0—A, vrFaoxyruiltra—x, BLFs, prruaay

o — 2, FEARRY, WO TNT 7 —AbT YTy, AT TV VERIAYIL, T
DAO—A, b RFaxisuobilbiua—A, BtFv v, ALFon oy

b) AL D FIH.

EMFHRF AR
FE W B0 [R) 1 00 B 52 B HE B & HHR L 72 & X, Conax J2 O AUC O30 il 0 SR D 7% D 90 % 42 B X [ 257 2531804 (0.80~1.25) .
b NERBE  EERLA], RBREA], £ 15EE 46 Z OB A B G L 7.

1) M as iy iRz leE

1000

1000 - 1000
900 |- 900 BRI %00 1 ARG
300 - o {RAEBIFI 800 ~
3 700 | —— BRI 2 700 2
£ £ <
2 600 £ 600 =
5 500 | g 500 %
g o i+ BERE § o
§ 300 |; § 8
200 200
100 00 f
0 SIS 0 B =
0 6 12 18 24 30 0 6 12 18 24 30
v 6 12 1 2 %0 Time (h) Time (h)
Time (h)
1. EEEH KRB OFHMBERO S ILE VIEEROE 2 DREBREOMFEHERE
2) Mighe Farzaosd7 Y Mgz ile
400 ¢ 400 - 400 -
350 | 350 - REWFK| 350 |- ERBK
R 300 - 300 -
3 —— HERAA 2 32
w250 B 250 250 T
E 200 | $ s
§ g &
T 150 | EHECRERE § §
: :
© 100 © S
50 )
o . . ‘ . . , :
0 6 12 18 24 30 0 6 12 18 24 30 6 12 18 24 30
Time (h) Time (h) Time (h)

2. ZHEE| CRBRAEFOFHMEFE FO/OOF 7Y FEERUE« OHERE D MFEFRE

R1. EMEE/NT X — 2 (FHELRERE) RUWBOTENZE

INGRA—F TR e S| B eS| HEDOTFIED 7 (90% 45 FAX [H])
Comax, ng/mL 24747 + 132.84 | 250.95 = 127.30 0.97 (0.87 ~ 1.08)
AUCqs0n, ng-h/mL 488.43 = 149.85 | 488.80 = 169.26 0.94 (0.84 ~1.05
) adny 030, Ng'h/m (h )
. tmax, h 1.6 + 1.1 15+ 1.1 A )
(BELER) — -
22, h 19 = 0.3 1.9 = 0.4 A e
Comax, Dg/mL 92.47 + 26.72 94.30 = 28.00 1.01 (0.89 ~ 1.14)
2) v Fmzuus | AUCys ngh/mL 592.63 = 107.58 | 605.67 = 107.13 1.00 (0.90 ~ 1.11)
TYF tmax, h 2.7 + 1.1 24 + 0.9 A I )
(BELH)
200, h 88 + 12 86+ 13 A

a) ‘FIMEORE (T, A REAKE5%)
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BALERER (BEEH)
B AT 0 HUBGHRE R

Ty Y)Y L WA O IS E) A pH 1.2, pH4.0 (50r.p.m.), pH6.8 RUKIZOWTIFHLL TV 5755, &
B pH 4.0 (100 rp.m.) 1IZDOWTIEEBLL TWiaw &R L 72,
vrozood7 YR WRAOEHRZEENILRB pH 1.2, pH6.8, KK pH4.0 (100 r.p.m.) DWW TIFHEML T 2525,
SR pH 4.0 (50 rp.m.) 12 OWTIFHBL L TV 2w & HF L 7.

1) gy vy rh)on

% dissolved

% dissolved

120 120
50r.p.m.: pH 1.2 50r.p.m.:pH 4.0
100 | FEEAELL 100 |
(6093 =12% LA,
1209 £12%LAR)
80 [ 80 r T
o EEHE ) 3 Fii0d
0 —— B i 5 S0 mamm
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20 t L .
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e
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- <3 ) 2 HVEELILTLVELY
60 R g o0 (fzgzjmfg-ﬁs’\ 0%
(1053 £ 15% 414, 3 wm
w0 304> +15% LAA) = ol
o AR e R
“ —— B 1/ T BB
3
04 0 Gl L L L L Il
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Time (min) Time (min)
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% dissolved
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100 F I —— 53
80
L
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a0 L [i 305 :15%LIR)
wl 1 o BRI

e BB

0 5 10 15 20 25 30 35 40 45
Time (min)

SHERE], HBREHOAYILECAHY Y LOBEEE (FHEIRERE)

BHEER D /INRIVE BFRDO% ISIEERE AR OTIDAHEROE. 12 IIEERF EABRBEIOBHE, Sk 72,
2) vrogrzuuFr7Ir

120 120
50r.p.m.: pH 1.2 50r.p.m.:pH 4.0
HYEELL 100
100 ﬁ%:‘%%uw,
12053 +=12%AA)
80 80
3 o FRAERLF o )
= . L 2 In
g o ToEBEM L g O/ smrmpLcimn
] < 3 ! (f2=38.3:15%), 30%),
= w0 = 4 4553, 605))
2 2 o SRAE
—— HERMF
0 0
0 20 40 60 80 100 120 0 20 40 60 80 100 120
Time (min) Time (min)
"1 sorpm.ik 1201 400rp.m.:pHA.O
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° - o
g $ s
S o0 7/l EBAER ° et FARL
2 (1553 = 15% AR, 2 (2=43.1:1543, 3043,
2wl 3043 15%4P) 2 .l 455)
f 3 5 e FRAE IR
ol 7 o AR wl . f’ﬁ:ﬁl
—— B IA —— EERIA
04 0

0 10 20 30 40 50 60
Time (min)

0 10 20 30 40 50 60
Time (min)

% dissolved
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50r.p.m.:pH 6.8

1 EBAERL
L/ (155 +£15% LA,
§ 305 £15%LAA)

, L
—— BB

0 5 10 15 20 25 30 35 40 45
Time (min)

2. A, AREFOE FO/O00F 7Y ROBHES (FELRERE)
BHBEER 1 NRIVE RP D% MFERE SRR OTIBEHEDE. 2 JRERF EHRBRBFDOBHEDL 5K 2.

#RE

9516 UE A ARZEF 45 2 B ED SN 2B BKICHEL 5.
TNy AU A 304 85%LLE (HEE/NA S v Mg, 100 rpm, 7K 900 mL)
vrorzuaF7 IR 454 80% LI (Jnl#E/N A4 v b, 100 rpm, 7K 900 mL)
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AYIve NEEEEE LD [KN]

SLERRTETT © IMMET A S
LEIREARERA (2014 2 A 14 H

BIESD v VY AY Y AS0mEg, L Rerzuusd 7Y R 125mg
EHRF 7L I AV MEIEASELD (MSD #halistd)

B : 74V ha—54 v 75
B 74 VAT —F 4 75 av &S : AMNS6M

AhnE

oLk FEEA$E LDIKN | | #LBEARRY, e rvo—2, a7V 7 7—{b7Fr 7y, AFT7V BRI 474, 70
14 AO—RA, BLF¥ v, ~27ad—n 400, € FOF3 7ol a—2, HiFonagy
7L 34 v MELASE LD Wi va— 2, FJURERIY, o7V Ty —AbTF YTy, AT TV VBRI AL, T
14eh OXn—2z, eFodyrsu¥irbia—2z, B{LFs sy, AuFuasay

a) EEPLOBZE. b) RACEI YT

EMFHRF AR
FE W B0 [R) 1 00 B 52 B HE B & HHR L 72 & X, Conax J2 O AUC O30 il 0 SR D 7% D 90 % 42 B X [ 257 2531804 (0.80~1.25) .
b MEBE  EERLA], RBREA], & 18E% 16 Z OB A B G L 7.

1) M as iy iRz leE

1000 r

1000 1000 - _
900 | 900 B S0 r HBRRA
800 | o R 800 | ey
2 700 —— HBRRFH 2 700t % 700 ¢
¥ 600 | 2 oot £ ooy
5 500 | £ 500 | g%
2 400 | FEERERE % g
§ 30 8 8
200 |
100 F7AL ]
o4l LT
0 2 4 6 8 8
Time (h) Time (h)
1. AR CREBREBIOFH MR O YL 2 VIBER UME 2« D#ERE DMEFRE
2) M¥Ehe Faz oo 7Y FRELZNE
400 400 400
350 | 350 REHH 350 SRR
o AR
00 | epa A ~
2 —— BB z E
w250 ¢ 2 )
£ 200 f g £
D THEBERE g :
3 100 1IN 3 8
50 (4|
0 & ‘ _
0 6 12 18 24 30 0 6 12 18 24 30 0 6 12 18 24 30

Time (h) Time (h) Time (h)

2. ZHEE| CRBRAEFOFHMEFE FO/OOF 7Y FEERUE« OHERE D MFEFRE
R1. EMEBE/ST A — 4 (FHERERE) RUOGBOFHEDZE

INGRA—F TR e S| B eS| HEDOTFIED 7 (90% 45 FAX [H])
Cumax, Dg/mL 219.43 + 7836 | 221.14 * 81.96 1.00 (0.93 ~ 1.08)
AUCgsh, ngh/mL 368.30 + 125.51 | 397.06 + 166.70 1.05 (0.93 ~ 1.18
D omHLyy ogh, Ng-h/m (“ )
. tmax, h 12 + 05 1.2+ 06 A )
(BELER) —
IR, h 1.7 £ 0.6 1.5+ 04 —
Cumax, Ng/mL 12748 + 7410 | 129.28 + 72.36 1.03 (0.93 ~ 1.15)
2) v Fmzuus | AUCgs ngh/mL 475.77 + 195.87 | 505.63 + 193.19 1.08 (0.93 ~ 1.24)
TYF tmax, h 2.3 * 0.6 24 * 0.6 A I )
(BELH)
AR, h 2.3+ 0.9 24 + 1.0 —

a) ‘FIHHOBE (5

77
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W, A REAKHES5%)
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BALERER (BEEH)
B AT 0 HUBGHRE R

TV ) 7 L R o IS EER pH 1.2, pH 6.8 LUVKIZOWTIZEBLL T 52, BRI pH4.0 1250w T

FEBLL Thawn SR L7

v rarzooF7 YR WEAOBEBEEIIEREE pH 1.2, pH 6.8 L UOKIZOWTIZHEP L TV 555, 3B pH4.0 1220

TIXFBL L Thew EHIF L 7=,
1) gy vy rh)on
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T R e BB
04 04
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80
3 FEHAEELL
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©
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: L
20k —— R
07“,1
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Time (min)

1. BRERE], HBREHOOYILE A Y LAOBHES (TEIZERE)
BHBER D /NRIVE. KR O % IHMRERE CHRREOFBEHEDE. 12 JRERE CHBRBAIOBEHE, 5K .

2) vfazuuasFyY R

120
50r.p.m.: pH 1.2
100 | FEEACRLL
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1204 £12%LIA)
80
o
2
S 60
2
5
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o AR
20 a
e HBRRA
04
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120 S0rpm: K
100 e F— 3
80
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S :
B ooy f o EEuEM
s (155 £ 15% LA,
= 40 3050 +=15%LLA)
? o AR
e R
04
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Time (min)

% dissolved

% dissolved

120 50r.p.m.:pH 4.0 120 ¢ 50r.p.m.:pH 6.8
100 100 | 5
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3
60 BPAFLLETHEN o o | | FBAEM
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w tf w0t
o SRR .
I o AR
» —e— BRI 25
0 i 0 i
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Time (min) Time (min)
120 7 100r.p.m.: pH4.0
100 | At 1
80
FEEAELL
6 (1553 £ 15%LLA,
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2 |
o fEAE R
20 1RERF
—e— BRI
04

0 20 40 60 80 100 120
Time (min)

2. A, AREFOE FO/O00F 7Y ROBHES (FELRERE)
BHBER [ /YRIVE. BRO%SRERE CRBREFIOFIEHENE. 12 JRERF & HBRBFDBHEL 5K 7.

#RE

916 SUE HARZEF 4 2 BRI ED SN 2B BKICHEL 5.
Oy AU A 304 85%LLE (HEE/NA S v M2, 100 rpm, 7K 900 mL)
vrorzuoaF7 IR 4545 80% LI (Inl#E/N A4 v b, 100 rpm, 7K 900 mL)
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AYIVeREEREE LD [H71]

GERRGETT | IRHREKRA S
SLEARGEARERE 1 2014 F£2 R 14 H

BIERSD @V Yy AY Y AS0mE, L RerunF 7Y R125mg B 74 VAT —F 4 V5
BERE 7L I % v MAS LD (MSD #liatl) B : 74 v2ra—74 v 78 By &S 4AMM9SM

AADNE|

T Lk FEA$E LD HNFoosay, fEherva—2, BLFy s, AFTY) VTS AYT L, LB v ruF®y

Y741 1§eh? TNVt O—R, bSO AT—X, SO AT—A 7 ¥ VBT AT, 5TV 7 7 —ALF
T

7V Ay MiEAEE LD kv o — 2, AR, Mo TNT 7 —AbT YTy, AT TV VEEYIAYTL, S

1 e OXAo—2Z, bRy 7roireia—2x, B{LFs >y, HLFunay

a) REIPSOML. b) B TELVTIM.

EFaEF AR

HE W0 R 25k o0 H) 5 B ] & MR L 72 & X Conax JL O AUC O3 Bufil 0 3 0 7 0 90 % 4 B IX 18 2535 253804 (0.80~1.25) .

b hEBR ARG, SBREA, & 15i% 20 Ko A BRI RS L.
D) MR g R & e
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2 600 2 E
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g 07 3 i
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2. AR RBRAFOFHMEFE KO/ OOF 7Y NEERUE 4« OHERE D MEFRE
x1. EYMEE/INT A — 2 (FHERERE) RUGBOFHEDE

INTG RA—F FEE ke 1] AR ) K DOFIHED 2 (90% 5 FEX )
Comax, Dg/mL 276.7 = 149.8 275.1 + 173.0 0.99 (0.83 ~ 1.18)
AUCqgssn, ngh/mL 463.6 = 178.6 467.8 = 206.4 0.99 (0.93 ~ 1.06)
1) gy~
| tmae D 12+ 06 1.2 + 0.6 ALY
(BHEER) — —
IR, h 2.1+ 05 2.1 %05 —
Comax, Ng/mL 86.3 + 20.6 85.6 + 16.7 1.00 (0.93 ~ 1.08)
2) v Fozuns | AUCqup ngh/mL 541.3 * 97.0 532.5 = 97.3 0.98 (0.94 ~1.03)
7Y tmae D 23+ 09 23+ 0.7 Y
(BHETHR) :
IR, h 86 + 1.4 88 + 1.4 —

a) “FIMEOBE (T, A REAKE5%)
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INZEH) O LGRS A

YNy AU L UTORRIY, WA OEHZEEIZEBP L Tw5H &Hl L7
virozonF7 Y R LTORRLY, WRAOEHMEIIFLL T2 &R L72.

1) gy vy rh)on
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15 30 45 60 75 90
Time (min)

2. {Z#EaE|, RBREFOE FO/00F 7Y FOBHEE (FHELIZERE)
AHBER 1 NRIVE RP D% BRERE & SBREF OTIEHEDE.

5 16 YUE HARSE R /746 2 84020 S N EINBIRICHE L 5.
Oy Ay A 3055 85%LLE (/N A v M, 100 rpm, 7K 900 mL)

vrazouF7 YR 455 80% LA (Ml N A » ki, 100 rpm, 7K 900 mL)

T Ay 7% Vol 8, No.2 (2014)
gooooog

SUH E HBRBANDBHED 5K /.

109



AYve NECEEE LD [=#1]

GEIRFETT | R =FEARR T
HERRSEAREAR 1 2014 £2 A 14 H

BIESD v VY AY Y AS0mEg, L Rerzuusd 7Y R 125mg
EHRF 7L I AV MEIEASELD (MSD #halistd)
il

gL FiEda$E LD
[=H1] 18eh

7V 34 Y MidA$E LD
14eh®»

a) %05 0%,

B : 74V ha—54 v 75
B 74 VAT —F 4 75 v h&S : 4MN38H

FUBEARA, i va—A, BTN T AT Ty, ATFTY VBRI AT A, T O
AO0—A, vrFaxyruiltra—x, BkFy, prruaay

o — 2, FEARRY, WO TNT 7 —AbT YTy, AT TV VERIAYIL, T
DAO—A, b RFaxisuobilbiua—A, BtFv v, ALFon oy

b) AL D FIH.

EP ORISR
HE I S 0 B B & HE L 72 & & Con JL O AUC X0 0D 3 0> 90 % I LXK I ASHAE 1A (0.80~1.25)

2L, uH S YD Coup l2WTHE, RBRGIEL 20 # LU ETIT o 72828, WD P90 2R (0.90~1.11) THE
INEFAHFUL TV 5.

b hEBR PR, SBREA, & 157 22 K oBORAB RIS L.
1) ooy ke 2 E

1000 r

1000 - 1000 T
900 900 | KRB 900 - B e
800 o FRAEBIH 800 | R 800 |-
2 700 —— SERHH 2 700 | E 700 ¢
2 00} 2 00 | %ﬂ 600
é 500 | g §
2 400 | THECFRERE § g
§ 300 s S
200
100
0 e
12 18 24 0 6 12 18 2 )
Time (h) Time (h) Time (h)
1, ZEEEH E RBRUROFHMFER O IL 2 EEROE 2 DFREBRE O MFEHERE
2) MMEe FoyoaF7 Y NigEzllE
40 ¢ 400 [ 400 -
350 | 350 R 350 | BB
o RAEBUFE|
3 300 | " 3 300 | 5 300 -
B 250 B 250 B 250
S 200 | £ o0 | § 200 |
R FHE L RERE g g
8 100 [ e 8 s
50 ]
o ‘ . ‘
0 6 12 18 24 18 2 18 2%
Time (h) Time (h)

Time (h)

2. BEKE| CHBRRFOFIMmMFEFE FO/O00F 7 Y FEERUME~ DHERE O MFEFEE
R1. EMERE/NT A — 2 (PIHELRERE) RUMBOTIIEDZE

INTG RA—F At 5] AR ) I DOFIED 2 (90% 5 FEX )
Cumax, Ng/mL 216.21 = 107.16 | 199.38 + 99.70 0.9162 (0.7270 ~ 1.1546)
AUC ‘h/mL 440.08 = 133.84 | 451.89 = 154.61 1.0061 (0.9412 ~ 1.0755
D uHnsy o0-24h, Ng'h/m ( AL )
P tmae D 1.7 £ 1.0 1.7 = 1.0 sl
~ WA, h 22+ 05 24 = 09
Comax, Ng/mL 94.54 + 24.99 90.82 + 24.80 0.9682 (0.8891 ~ 1.0544)
2) v Fasuaud | AUCyum ngh/mL 54249 = 124.12 | 530.14 = 102.95 0.9795 (0.9354 ~ 1.0256)
7Y tmax, N 3.0 =09 2.8 £ 0.9 A
(BELEHR) |
IR, h 81+ 15 79 + 15

a) ‘VFHEoORE (5
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TNy AT L LTORRLD, WA OBEMBEIZHEEL T2 LR L7z (CEW RSO € )
eFurzunF7 YR DFORRLY, WRAOHEHESIIEUL Tw2 LT L. (BEEH)
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2. {Z#EaE|, RBREFOE FO/00F 7Y FOBHEE (FHELIZERE)
BHEER N RIVE KPO%IGRERNE & HRBUBOFBRHEDE. {2 FIRENH EHRUBOBAHED SKD 1.
g
55 16 U H AR 758 2 B D SN/ E N BEIZHE L 5.
Ty A A 3045 85% L (I N A v Mk, 100 rpm, 7K 900 mL)
viazaaF7 YR 455 80%LLE (IS 2 » M, 100 rpm, 7K 900 mL)
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AYve REdEEE LD [SN]

UEBRSETS - 2 F /72 AIVSH
SLERSGEARERR 1 2014 2R 14 H

BIESD v VY AY Y AS0mEg, L Rerzuusd 7Y R 125mg
EHRF 7L I AV MEIEASELD (MSD #halistd)

AADNE|

B 7anvba—54 v 7
B : 74 Vvha—F4 v 7k

14

)bk LG $E LD[SN

o — 2, FREKRRY, W TNT 7 —AbT Ty, AT TV VERIAYTL, T

OAO—A, ¥703—)V6000, B{bF% >, Z#NVr, ANFooxay

14eh®

7L Ay MEAEE LD

o — 2, FEARRY, WO TNT 7 —AbT YTy, AT TV VERIAYIL, T
DAO—A, b RFaxisuobilbiua—A, BtFv v, ALFon oy

a) %05 0%,

b) AL D FIH.

EMFHRF AR
FE W B0 [R) 1 00 B 52 B HE B & HHR L 72 & X, Conax J2 O AUC O30 il 0 SR D 7% D 90 % 42 B X [ 257 2531804 (0.80~1.25) .

b B BRI BRI, & 18E% 24 AORBSABEICHAER S L.

D) Mgy & e & e
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X 1. ZEEE & HBREEIOFHMFEROYILZ VBEROE 4 OHEBREOMETEE
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S iso | EHEFEERE 5 £
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Time (h)

R1. EMEE/NT X — 2 (FHELRERE) RUWBOTENZE

Time (h)

2. ZHEE| CRBRAEFOFHMEFE FO/OOF 7Y FEERUE« OHERE D MFEFRE

NG RA—=% PG RS SOV D7 (90% [EHIX H)
Cumae ng/mL 257.16 + 99.34 | 291.89 = 190.22 1.0173 (0.8488 ~ 1.2192)
AUCgg, ngh/mL 459.87 + 130.26 | 466.15 = 154.60 1.0010 (0.9364 ~ 1.0652)
D advy -
) tmax, h 14+ 08 1.5+ 09 A )
(BEEH)
R, h 19 = 0.4 2105 —
Crnaxe ng/mL 97.71 = 27.01 90.25 + 22.36 0.9318 (0.8399 ~ 1.0338)
2) v Fuzuus | AUCozn ngh/mL 602.06 = 90.71 | 611.53 + 97.78 1.0141 (0.9677 ~ 1.0627)
TYF | tmae N 23+ 1.0 24 + 1.0 p<0.05%
(BEBUER)
H 2 , h 70 = 0.8 72+ 07 —

Ay r&ES : AMN73M

a) FIMHEOBGE (BT, HRAKHES%). € Fa 700 F T Y PO tya (A D SN2 HNER LI HIE R &R L 72
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YNy AU L UTORRIY, WA OEHZEEIZEBP L Tw5H &Hl L7
virozonF7 Y R LTORRLY, WRAOEHMEIIFLL T2 &R L72.
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2. {Z#EaE|, RBREFOE FO/00F 7Y FOBHEE (FHELIZERE)
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Oy A A 3055 85%LLE (/N A 4 v M, 100 rpm, 7K 900 mL)
vrazouF7 YR 455 80% LA (Ml N A » ki, 100 rpm, 7K 900 mL)
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OYILe FEe&EE LD [DK]
UERFE T« AEEEGA S
SUEERSE/AERERR (2014 £2 B 14 B
BIERSD @V Yy AY Y AS0mE, L RerunF 7Y R125mg B 74 VAT —F 4 V5
BERE 7L I & v MRASE LD (MSD #liaxtl) B : 74 viaa—F4 v 78 By &S 4AMNT3M
AN

¥ FEEASE LD WiV a— 2, FUHOKRIY, BTNV T —AbTF Ty, ATFTV VBRI AT A, 7O
[DK] 1§gp@ AT—RA, =r7aId—) 6000, iLF¥ >, ¥y, ANFusay

7L 34 v MELASE LD Wi va— 2, FJURERIY, o7V Ty —AbTF YTy, AT TV VBRI AL, T
14eh® OXn—2z, eFodyrsu¥irbia—2z, B{LFs sy, AuFuasay

a) EEPLOBZE. b) RACEI YT

EMFHRF AR
FE W B0 [R) 1 00 B 52 B HE B & HHR L 72 & X, Conax J2 O AUC O30 il 0 SR D 7% D 90 % 42 B X [ 257 2531804 (0.80~1.25) .

b NEBE  EERLA], RBREA], & 18EE 24 Z OB A B ER G L.
1) Mg T & v iflE
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2. ZHEE| CRBRAEFOFHMEFE FO/OOF 7Y FEERUE« OHERE D MFEFRE

R1. EMEE/NT X — 2 (FHELRERE) RUWBOTENZE

INGRA—F TR e S| B eS| HEDOTFIED 7 (90% 45 FAX [H])
Cumax, Dg/mL 257.16 + 99.34 | 291.89 + 190.22 1.0173 (0.8488 ~ 1.2192)
AUCgsh, ngh/mL 459.87 + 130.26 | 466.15 + 154.60 1.0010 (0.9364 ~ 1.0652)
1) a¥ Ly -
) tmax, h 14+ 08 1.5+ 09 A )
(ZEEHR) —
IR, h 1.9 + 0.4 2.1 %05 —
Cumax, Ng/mL 97.71 = 27.01 90.25 + 22.36 0.9318 (0.8399 ~ 1.0338)
2) v Fmzunus | AUCgay ngh/mL 602.06 = 90.71 | 611.53 * 97.78 1.0141 (0.9677 ~ 1.0627)
TYF tmax, h 23+ 1.0 24 * 1.0 p<0.052
(BELH)
WHIEEM, h 7.0 =038 72+ 0.7 —

a) FIMHEOBGE (BT, HRAKHES%). € Fa 700 F T Y PO tya (A D SN2 HNER LI HIE R &R L 72
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2. {Z#EaE|, RBREFOE FO/00F 7Y FOBHEE (FHELIZERE)
AHBER 1 NRIVE RP D% BRERE & SBREF OTIEHEDE.

5 16 YUE HARSE R /746 2 84020 S N EINBIRICHE L 5.
Oy Ay A 3055 85%LLE (/N A v M, 100 rpm, 7K 900 mL)
vrazouF7 YR 455 80% LA (Ml N A » ki, 100 rpm, 7K 900 mL)
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BRED 2Ly AY T A50mg L Reroasd 7Y KR 125 mg
BRI . 7L I A Y MEASE LD (MSD #Rkatiath)

AADNE|

AYve RNEEEEE LD [#i4t]

OERRSETT ¢ 41 MkEt

SUERSGEARERR 1 2014 2R 14 H

B 7anvba—54 v 7
B 74NV a—F4 v 7%

Ay h&ES : AMNI6H

[RHF] 1 Gerp @)

gL FiEda$E LD

v a— 2, UKW, W TN T r—AbT Ty, ATFTIV VBRI ATY TN, T
DAO—XZ, b RaFyruoibiua—2A, BkFy >, pLFunay

14eh®

7L I Ay MEAEE LD

Wieva— 2, BRI, o7V Ty —AbT YTy, AT T VBRI AV T A, b
TFuAO—A, e FaFyruoikia—x, BkFrsy v, AlFunary

a) %05 0%

b) AL D FIH.

EMFHRF AR
FE W10 [R) 1 00 B 52 R HE B & MR L 72 & X, Conax J2 O AUC O3 il 0 SEXE D 7% D 90 % 12 B X [ 257 253804 (0.80~1.25) .

b hEER

FRAERGH,

1) M as iy iRz leE

1000
900 -
800
700
600
500 -
400

Concentration (ng/mL)

300 f
200
100 -

o A
—— BB

FifE+RERE

1000

Concentration (ng/mL)

RERF

ABA, & 15t 46 BORBRAT IS RS L.

1000

900 EHERBUH

Concentration (ng/mL)

i I 12 18 24 30 6 12 18 24 30 6 2824 %0
Time (h) Time (h) Time (h)
1. EEERIE| & HERAF OFHMmMEROYIL & VIBERUE < DHERE O MFEEE
2) Mighe Farzaosd7 Y Mgz ile
400 ¢ 400 [ 400
350 | 350 REHH 350 SRR
i 300 300
300 | - ~ F _ F
2 —— FHERELF 2 2
w250 ¢ B 250 » 250
S 200 | g £
HEPR 918 + B R 2 g £
8 100 |- 8 3
50 |
0 ‘ : ‘ ‘ : ‘
0 6 12 18 24 30 6 12 18 24 30 0 6 12 18 24 30
Time (h) Time (h) Time (h)

2. ZHEE| CRBRAEFOFHMEFE FO/OOF 7Y FEERUE« OHERE D MFEFRE

R1. EMEE/NT X — 2 (FHELRERE) RUWBOTENZE

INGRA—F TR e S| B eS| HEDOTFIED 7 (90% 45 FAX [H])
Comax, ng/mL 24747 + 132.84 | 248.78 + 127.84 0.97 (0.87 ~ 1.08)
AUCqs0n, ng-h/mL 488.43 = 149.85 | 488.80 = 169.26 0.94 (0.84 ~1.05
) adny 030, Ng'h/m (h )
. tmax, h 1.6 + 1.1 15+ 1.1 A )
(BELER) — -
22, h 19 = 0.3 1.9 = 0.4 A e
Comax, Dg/mL 92.47 + 26.72 94.30 = 28.00 1.01 (0.89 ~ 1.14)
2) v Fmzuus | AUCys ngh/mL 592.63 = 107.58 | 605.67 = 107.13 1.00 (0.90 ~ 1.11)
TYF tmax, h 2.7 + 1.1 24 + 0.9 A I )
(BELH)
200, h 88 + 12 86+ 13 A

a) ‘FIfEORE (4

77
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AHEE (BEEN)

BB O LR 5
gYIEy A YA WK OE R EE)NLERENE pH 1.2, pH4.0 (50r.p.m.), pH6.8 K UUKIZOWTIZHEB L T 555, iR
Bifi pH 4.0 (100 rp.m.) (Z2OW T L T v & HH L 72,
vrozood7 YR WRAOEHRZEENILRB pH 1.2, pH6.8, KK pH4.0 (100 r.p.m.) DWW TIFHEML T 2525,
SR pH 4.0 (50 rp.m.) 12 OWTIFHBL L TV 2w & HF L 7.

1) gy vy rh)on

120 [
50r.p.m.: pH 1.2 120 50r.p.m.:pH 4.0 120 ¢ 50r.p.m.:pH 6.8
100 | EEIAELL
(604> £12%LLA, 100 T T wor o ]
12053 = 12%LAAN) T
o ® wl T 80
2 o ERHEBE 3 {1 i 2
g 6or StEREUE 2 il 3 A EAE
£ & % 3O wmmmn £ ;
c wl S (f2-87.0:45%3, 9053, - (132?;1:12:21;2)
= 40 12043, 180%3) a0r -
0| 20 o " o B
—e— AHEREHI —e— FEREFI
0 4 £
04 04
0 2 40. 60 SAO 100 120 0 30 60 90 120 150 180 0 15 . 80, 45
Time (min) Time (min) Time (min)
120 - 120 100r.p.m.:pH 4.0
50r.p.m.: 7K
0ot T e 0wy e
o8 F o 8
2 2 -
B0 WA 3 o | o
3 (104 +15%B174, 3 —— B
=0l 305+ 159%L17) Tl {
. I zmmumpLTLOAL
w0l e RERH L (f2=40.4:15%%, 309,
—— EEBH 200 s
0 . . . ,
OB iy 0 15 30 45 60
Time (min)

1. Z#8FE|, KBREFOOYILEZHY) 7 LDBEHEE (FHELIZERE)
BHEER D /INRIVE BFRDO% ISIEERE AR OTIDAHEROE. 12 IIEERF EABRBEIOBHE, Sk 72,
2) vrogrzuuFr7Ir

120
120 50rp.m.: pH 1.2 50r.p.m.:pH 4.0 120 50rp.m.:pH 6.8
100 + .
100 ¢ T X ¥ 100
FUAEB : SO S
a0 | (4553 £12% AR, 80 g
3 12053 £12%LIA) 3 - &
2 28 13 P
T% 60 |- 8 60 o 3
g & [ EmaEpLTOEL 3 o0 Y pmmamn
- 2 | (f2=383:15%, 3033, 3 (1554 15% L8,
0 - iy 40 #4553, 60%) = w0 305 15%L47)
e AR ! o B
L L= o THE B
% —e— AHERELHI e e SEREIE 20 FZREBH
s —— HERNA
0 e 0 = 04
0 20 40_60 80 100 120 0 20 40 60 80 100 120 15 30 45
Time (min) Time (min) Time (min)
120 1 50rp.m.: 7K 120 100r.p.m.:pH4.0
100 100 | ,,,,,,,,  S—
80 s L
? 3
3 ol A zEsEs 2 ol ZEAEN
4 (1053 15% LA, 2 (f2=43.1:15%3, 303,
> 305 £15%LLR) S 4543)
= w0l ? = 40 b
wl o FRAEBLH e o FRAEBUR|
] —— FRERBUFI / e SRERIUA
0d 04
o 15 30 45 60 o 15 30 45 60

Time (min) Time (min)

2. A, AREFOE FO/O00F 7Y ROBHES (FELRERE)
BHBEER 1 NRIVE RP D% MFERE SRR OTIBEHEDE. 2 JRERF EHRBRBFDOBHEDL 5K 2.

Hitg
516 QIE H ARS8 2 5BAHIZED HNIEIBEICHEL 5.
O g ) 7 L 03055 85% Lk (Il N b, 100 rpm, 7K 900 mL)
ekuruuF7 YR 455 80% L (Mg N2 % » bk, 100 rpm, 7K 900 mL)
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OYILeRECGREE LD [4H 4]

SLERRSETT | SHEMNEMASH
LEIREARERA (2014 2 A 14 H

BIESD v VY AY Y AS0mEg, L Rerzuusd 7Y R 125mg
EHRF 7L I AV MEIEASELD (MSD #halistd)
il

gL FiEda$E LD
[(5h% ] 1§Eha

7V 34 Y MidA$E LD
14eh®»

a) %05 0%,

B : 74V ha—54 v 75
B 74 VAT —F 4 75 Ay &S : AMMITM

FUHERTNY), #EShera—2, G TNV T —AbT YTy, ATTI VBRI AT LA, 70
A0—X, eRFgxyFuvitbro—x, BtFs >, =@k Avroonoy

o — 2, FEARRY, WO TNT 7 —AbT YTy, AT TV VERIAYIL, T
DAO—A, b RFaxisuobilbiua—A, BtFv v, ALFon oy

b) AL D FIH.

EP ORISR
HE I S 0 B B & HE L 72 & & Con JL O AUC X0 0D 3 0> 90 % I LXK I ASHAE 1A (0.80~1.25)

2L, uH S YD Coup l2WTHE, RBRGIEL 20 # LU ETIT o 72828, WD P90 2R (0.90~1.11) THE
INEFAHFUL TV 5.

b hEBE ARG, SKBREA, & 15i% 24 K ORBORAB RIS L.
1) ooy ke 2 E

1000

1000 [ 1000
900 | %00 S 1] s00 BUERELAI
800 |- o AR 800 |- 800 ¢
2 700 —e— S BREUFI g 700 | 351 700 |
2 600 2 600 f <
£ st £ E
I TifE AR R 5 5
§ w0 s 5
200 1 l H
100 |
o A
’ Time (h) Time (h) Time (h)
1. ZERE CHABRREOTHMFEROYIL 2 VBEROE 4 DHERE D LFEFEE

2) Mg FaszooF7 Y N2 ile

400 400 ¢ 400 -
3 E ]
350 | 350 | RAERHA 350 |- SRR
o FRAERYFI
300 | e _ 300 | 300 |
2 —— BRI 2 2
250 B 250 ® 250 F
£ 200 | g $ 200 |
B H 2
[ . g
2 10 | B RERE £ g
g £ g
© 100 | fF ° S
50 fREEN

i I T
0 4 8 12 16 20 24

Time (h) Time (h) Time (h)

2. BEKE| CHBRRFOFIMmMFEFE FO/O00F 7 Y FEERUME~ DHERE O MFEFEE

x1. EMEE/INT A — 2 (FHERERE) RUGBOFHENZE

INTG RA—F e | AR ) I DOFIED 2 (90% 5 FEX )
Caxs Dg/mL 233.47 + 105.60 | 267.29 + 135.13 1.1056 (0.9246 ~ 1.3221)
R AUCq1on, ng-h/mL 42261 + 171.00 | 424.73 + 150.47 1.0174 (0.9808 ~ 1.0555)
1) a¥ vy v Sy,
— tmax D 15+ 0.8 15+ 1.2 HEEmky
- 25, h 2.2 + 0.4 22 £ 05 AR
Cmax, Ng/mL 101.14 + 28.67 93.54 = 21.85 0.9255 (0.8396 ~ 1.0202)
2) v Fuszuus | AUCqon ngh/mL 530.08 = 93.57 | 512.98 + 94.60 0.9655 (0.9292 ~ 1.0032)
TR ) tmaw D 2.6 + 0.7 25+ 1.1 PEp=gisi A
(BEEH) o e
2R, h 81+ 1.2 8.0 + 1.4 A e

a) FIMEOBE (ST, A EAKE5%)
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B
PRI Ak e

YNy AU L UTORRIY, WA OEHZEEIZEBP L Tw5H &Hl L7
virozonF7 Y R LTORRLY, WRAOEHMEIIFLL T2 &R L72.

1) gy vy rh)on

120
50r.p.m.: pH 1.2
100 | gempmsiq
(609> =12% LA,
g0 | 1209312%LIK)
k: o (R
S 60
°
©
= 40
20
04
0 20 40 60 80 100 120
Time (min)
120
50r.p.m.: 7K
100  oF 5
80
K EEAEN
S 60 f F (f2=49.8:15%), 309,
i [ e
9
= w0t
20 | -
q —e— BER A
0 L
0 20 40 60 80 100 120
Time (min)
1. REERUE,

2) eFgrzuougF7I K

120 [
50r.p.m.: pH 1.2
100 1 gmhtsEqp
(609> +12% LA,
80 [ 12053 +12%LUIRA)
o T
o
=
S 60 [
2
el
= 40
0l /e e
—— R
04
0 20 40 60 80 100 120
Time (min)
120 50r.p.m.: 7K
100
80
o
8 ¥
S 60 7 BEAEER
£ (103 £ 15% AR,
= .0 455> £15%LIA)
20 o FRAERR
—— BRI
0

0 20 40 60 80 100 120
Time (min)

% dissolved

% dissolved

% dissolved

% dissolved

120

100

50r.p.m.:pH 4.0

EBHEELL

(205> £15% LA,

1804 = 15%LAN)
o FRAEBLE
—e— HERWH

30 60 90 120 150 180

Time (min)

100r.p.m.: pH4.0

£ smpomnl
(155 £15% AR,
2543 +=15%LLA)

o SRR
—— B

10 20 30 40 50 60
Time (min)

120 50r.p.m.:pH 4.0
100
Y < & S
60 -
HEHAEM
40 (f2=49.9:11.25%>,
22,5053, 33.75%>,
45.00%3)
20 o ARAEBUE|
—e— BRI
0 1
0 10 20 30 40 50 60
Time (min)
120
100r.p.m.: pH4.0
100
80
60 LEEAER
(205 =15%LLA,
255y =15%LLA)
40
e {RAE UK
20 -
—— AR
0
0 10 20 30 40 50 60

Time (min)

% dissolved

i

e

% dissolved

120

100

80

60

40

20

120

(BEEH)

50r.p.m.:pH 6.8

ZEAUEHR
] (f2=465:15%, 305,
* 45%53)

; o R
‘ —— B

04

0

20 40 60 80
Time (min)

100 120

HBRYEFOOYIVE > H )Y LOBHEE (FOEFERE)
EHEER C /NRIVE HP 0% ISRERE CRBRMAI OB HEDE. 21

==

50r.p.m.:pH 6.8

ZEEAFERL
(103 =15% LI,
4553 £15% LIA)

= L
—— AL

20 40 60 80 100 120
Time (min)

2. {Z#EaE|, RBREFOE FO/00F 7Y FOBHEE (FHELIZERE)

BHBER 1 NRIVE. RP D% IMFERE & HRRF OTIEHEDE. 2 JRERH EHBRMFOBHESL 5K 1.

g

5 16 YUE HARSE R /746 2 8080 S N7 EINBIRICHE L 5.
Oy A A 3055 85%LLE (/N A v M, 100 rpm, 7K 900 mL)
vrazouF7 YR 4550 80% AL (Ml N A » ki, 100 rpm, 7K 900 mL)
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BRES - T
ZAESK| L3

AADNE|

AYIL e REEREE LD [TCK

SLERRTET | RE(EFHASH
LEIREARERA (2014 2 A 14 H

Y )7 A50mg, kRFuzuoasF 7Y N 12.5mg
* v MEAHE LD (MSD HrX&tt)

B : 74V ha—54 v 75
B 74 VAT —F 4 75 av &S : dAMN75M

[TCK] 1%e@

gL FiEda$E LD

FUREARAS, e rvae—X, @57V 7 r—btFr 7y, eFudFy ok iru—2, 7
YTV aA—VEEF NI YA, AFTUVEYIAY YA, bSO AT—A, vraT—),
WiLF5 >, ¥NT, HFmoNay

1 e

T34y MESE LD

Wi va— A, FJREKRF, HAaTNT r—AbT Ty, ATFTIV VBT AT T A, S
TXxu—RA, braoxyruikiru—x, @kFy sy, AuFooay

a) %05 D%

EYFHRF R
A B IRl S D

b) WASCE XD G

T8RRI & B 72 & X Coax J2 OV AUC O 5 U 0 FI41H D 75 D 90 % (5 X [ ASFF 7818 (0.80~1.25) .

b halBR R SUBRER, & 150% 16 OB A B ICH ARG L7z,
1) M%EhH VRV (B > OB B2 N E
1400 1400 1400
REE R 1200 ¢ SR
1200 | . 1200 |
o RRAE BRI R
2 1000 | —— SHEREIK 3 1000 | ? 1000 |
%ﬂ 800 %D 800 - vg
£ oy TR g ;
§ 400 | S 400 f 5
200 - 200 |
0 . : : 0 . . ;
o 6 12 18 24 30 36
0o 6 12Time1:zh> 24 30 36 e Time ()
X 1. fZAEEE| & REREFI O T MR H IV AR > BEEE R UME 2« O#FERE O MmEFRE

2) Mg FaszaooF7 Y N2 le

400

400 400
T 3f 1) == Ul
350 |- 350 |- RELH 350 | SRR
o AR
300 e _ 300 300
3 —— BB 2 5
® 250 - B 250 W 250
£ £ £
< < c
S 200 f £ 200 - § 200 |
]
5 5 = 5 g
2 ol e+ B R 2 | S|
s 5 £
© 100 - © [$)
50 f4
0 '
0 6 1218 24 30 36 0 6 12 18 24 30 36 30 36
Time (h) Time (h)

Time (h)

2. BEKE| CHBRRVFOFHMmMFEFE FO/O00F 7 Y FEERUME~ DHERE O MFEFEE

x1. EMEE/NT A — 2 (FHERERE) RUFBOFHEDE

NG RA—% L s S R DTG DFE (90% 12X FH)
Cmax, Dg/mL 663.95 = 299.38 613.48 = 222.96 0.9476 (0.8325 ~ 1.0785)
. AUCqs36n, ng-h/mL 4714.64 = 1891.03 | 4328.25 + 1611.16 0.9155 (0.8301 ~ 1.0098)
1) HvE S Ek bioh. D8 =
(BT tmae h 3.0 £07 3715 Fepey. =t L)
e W2, h 100 = 15 95 = 28 A
Cmax, ng/mL 73.76 = 23.06 68.97 = 23.83 0.9247 (0.8078 ~ 1.0586)
2) v Fazuns | AUCee, ngh/mL 428.18 + 127.83 405.95 = 131.64 0.9471 (0.8524 ~ 1.0524)
7Y KR tma h 22+ 06 26+ 1.1 Eep=v.= 3
(BEYHD) [ =
HICER, h 8121 82+ 19 AR

Py

S

ﬁ\

a) “FIEORGE (

120

5

W, AREAKHE5%)
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BALERER (BEEH)
B AT 0 HUBGHRE R

YNy AU L UTORRIY, WA OEHZEEIZEBP L Tw5H &Hl L7
virozonF7 Y R LTORRLY, WRAOEHMEIIFLL T2 &R L72.

1) gy vy rh)on

120
50r.p.m.: pH 1.2

100 EEAEELL
(f2=48:24.5%3, 48.953,
73.4%, 97.8%)

% dissolved

0 20 40 60 80 100 120

Time (min)

120 r 50rp.m.:7K
ESalar il
100 1 (1553 +15% LA, )
309 £15% W) ]
80 T
o
2
o 60
8
o
= 40
- AR
20 .
—— HERRH
04

0 10 20 30
Time (min)

% dissolved

% dissolved

120

[ 50r.p.m.:pH 4.0
100 |-
80
60 1 BAEELL
KU BRI ER
40 (2=46:105%), 20953,
3144, 41.8%)
20 o FEAE B
—— HEREH
0 d

Time (min)

120 - 100r.p.m.:pH4.0

LAY
100 | (159, £15%LLA)

80

o R
—— EERH

0 5 10 15 20 25 30
Time (min)

120

100

80

% dissolved

40

20

60

50r.p.m.:pH 6.8

ZEIHEB
[ (1592 +15%LURA)

o AR
—— BB

0 10 20 30
Time (min)

1. RERE, HBREFNOOYILEH) Y LAOBHES (THEFERE)

BHAER - /NRNILE
2) eFgrzuougF7I K

120 ¢
50r.p.m.: pH 1.2
100 7 segAvE
(604> £12%LIA,
80 | 12093 +£12%LIA)
o
o
>
ﬁ 60
o
= g4 |
0o | o FRAEBLK
—e— SEREA
04
0 20 40 60 80 100 120
Time (min)
120 50r.p.m.: 7K
100 | EBAUELL
(159> =15%LLA,
309 15%LAR)
80 -
o
s
o 60
&
o
= 40
20
0 L
0 10 20 30
Time (min)
2.

% dissolved

% dissolved

120

50r.p.m.:pH 4.0
100 [
80 -
6o | A EEAEM
LOXSYRRMIE®R
(115> £15%LLA,
40 2299 +15%LLN)
20 - o AT
—— FRER B
04
0 15 30 45 60
Time (min)
120 100r.p.m.:pH4.0
100
80
%0 | /zmacmn
§ (155 £15%LIR)
40 il
o AR
20
—— RERWAH
04

0 5 10 15 20 25 30
Time (min)

D % ISIRAERE] & RERBFNDOFIPEHERDE. 21

% dissolved

120

100

i

e

==

50r.p.m.:pH 6.8
ZEIHEELL
(155 £15%LUA,

3093 £15%LIA)

o A
—— A

10 20 30
Time (min)

TR, RREFIOE FO7O0F 7Y FOBHEE (FHELIZERZ)

AHBER 1 NRIVE RP D% BRERE & SBREF OTIEHEDE.

g

5 16 YUE HARSE R /746 2 84020 S N EINBIRICHE L 5.
Oy Ay A 3055 85%LLE (/N A v M, 100 rpm, 7K 900 mL)
vrazouF7 YR 455 80% LA (Ml N A » ki, 100 rpm, 7K 900 mL)
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OYILe REEEEE LD [VILNZ]
UERRFETE | BBEAEGA S
SLEMRGEAERERH 20142 A 14 H
BHES @ Ly oA Y AS0me, L RuzuuF7I R126mg B 74 VA a—F 4 v Tk
ZARE| 7L I AV MEASE LD (MSD MAistt) B a4 vaa—F74 78 Oy bES D 4AMN73M
AN

¥ FEEASE LD fEaeva— X, FNERMY, WA TNT T —AbT Ty, ATFTY VBRI AV YA, bSO
[YnNg | 1gEha AT—RA, =r7aId—) 6000, iLF¥ >, ¥y, ANFusay

7L 34 v MELASE LD Wi va— 2, FJURERIY, o7V Ty —AbTF YTy, AT TV VBRI AL, T
14eh® OXn—2z, eFodyrsu¥irbia—2z, B{LFs sy, AuFuasay

a) EEPLOBZE. b) RACEI YT

EMFHRF AR
FE W B0 [R) 1 00 B 52 B HE B & HHR L 72 & X, Conax J2 O AUC O30 il 0 SR D 7% D 90 % 42 B X [ 257 2531804 (0.80~1.25) .

b NEBE  EERLA], RBREA], & 18EE 24 Z OB A B ER G L.
1) Mg T & v iflE

1000 1000 o |
| w00 | eenH ol B
300 - o FRAESIRY 800 -
. R 3 | z
z 3 :
2 600 f > H
5 E z
2 p .2
2 500 - 3 :
g P £ 5
£ a0 | FRE B R : £
o g 3
S 300 | g s
8 o
200
N S
0 O}i ; ‘ 4 6 8 ' 2 : 6 8
. T Time (h)

1. FEAEE|E RBAFOFHMBEROYILZ 2 EEROE 2 DHRERE O MIEREE
2) MM FurzaaF7 Y Rk ile

400 400 400
; SHER A
o | w0 | R w0 | HERWH
o RRAE U
300 : 300 _ 300 |
2 —— HEREF 2 2
w250 W 250 - W 250
& £ £
& 200 | g 200 8 200 |
& e g &
2 50 | FHERERE 2 2
2 e 2
o o o
O 100 F =T © o
50 [
0 ,‘ L L L T L n T
o 4 & 12 16 20 24 20 24 o 4 8 12 16 2 2

Time (h) Time (h) Time (h)

2. ZHEE| CRBRAEFOFHMEFE FO/OOF 7Y FEERUE« OHERE D MFEFRE
R1. EMEBE/ST A — 4 (FHERERE) RUOGBOFHEDZE

NG RA—=% PG RS SOV D7 (90% [EHIX H)
Cumae ng/mL 257.16 + 99.34 | 291.89 = 190.22 1.0173 (0.8488 ~ 1.2192)
AUCgg, ngh/mL 459.87 + 130.26 | 466.15 = 154.60 1.0010 (0.9364 ~ 1.0652)
D advy -
) tmax, h 14+ 08 1.5+ 09 A )
(BEEH)
R, h 19 = 0.4 2105 —
Crnaxe ng/mL 97.71 = 27.01 90.25 + 22.36 0.9318 (0.8399 ~ 1.0338)
2) v Fuzuus | AUCozn ngh/mL 602.06 = 90.71 | 611.53 + 97.78 1.0141 (0.9677 ~ 1.0627)
TYF | tmae N 23+ 1.0 24 + 1.0 p<0.05%
(BEBUER)
H 2 , h 70 = 0.8 72+ 07 —

a) FIMHEOBGE (BT, HRAKHES%). € Fa 700 F T Y PO tya (A D SN2 HNER LI HIE R &R L 72
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AR (BEER)

PAT RN DTN A & T
Ty Ay A DT ORER LD, W o MEE)IFEL L Tw B &Rk L 7.
vrarzuuF7 Y R DIFofFERELD, WA OFEMEEE)IIEL L T &L 7.
1) gy vy rh)on

120 120
50r.p.m.: pH 1.2 120 - 50rp.m.:pH 4.0 50r.p.m.:pH 6.8
100 | segppcamgy oo | 100 =
(605 £12%LLA,
4\ 5
g0 | 1205 +12%LUM) . o EEAEL
K < 3 (1053 £ 15% LA/,
S 60 2 S e 1553 £15%LAF)
K] 3 60 S EBAELL 0
2 £ T (105 =15%BIA, =
40 = 40 304> +=15%LLI) 40
0 o AR . o " o A
—e— EREUA StERaE —e— FHEREHF
0 " 0+
0 20 40 60 80 100 120 0;] 10 20 30 40 50 60 0 20 40 60 80 100 120
Time (min) Time (min) Time (min)
1201 50 p.m.: K 120 100r.p.m.:pH4.0
100 | P 3 w0 b =
80 T 80
3 ST 3 [
2 1T (om:15%um, E / ﬁ?\‘ﬁ;vum
2 ® 1553 = 159 A1) 2 0 [ ismsisoenm
£ | 2 i 159+ 2
= a0t = oaw it |
w Il o AR N e R
‘ —— B : R
04 0+
0 20 40 60 80 100 120 0 10 20 30 40 50 60
Time (min) Time (min)
1. @R, KRBREFOOYILE A Y LOAEEES (FHEIEERE)

BHEER C /INRIVE. HF D% IS IEERE & RBRBF DO FIAHEDE.
2) eFgzuougF7I K

120
50r.p.m.: pH 1.2 " [ 50rpm.:pH 4.0 1% 1 50r.p.m.:pH 6.8
100 7 seqphigam 100 L e S
(605 £12%LLM, B ?
80 | 12093 £12%LLA) ' 80 ’ h 80
s 7 3
2 8 s FEHERL
g for 5 o S FEAEM s ® (1043 =15% BAPA,
3 K] A (1553 £ 15% AR, 2 304> +15%LLA)
= 0l 2w 3043 £15% LK) 40
ol o ABHEWE " o EHEBIH 20 e ARHELE
—— HEREFH e SRERBUE —e— BRI
04 0 4 04
0 20 40 60 80 100 120 0 10 20 30 40 50 60 0 20 40. 60 8‘0 100 120
Time (min) Time (min) Time (min)
201 50rp.m.: 7k 207 100r.p.m.: pH4.0
100 | 100 | s ey
80 | 7 s |
° °
2 i : [ gmamn
S by EEAEM °© S
E %0 (10ﬁ;15%um, E % (1093 = 15%LLA,
= w L F o 305E15%LP) - w0l 154 £15%LAM)
= o AR
w0 |3 o (EEHA % oA
§ —— BRI e SRR
04 o &
0 20 40 60 80 100 120 0 10 20 30 40 50 60
Time (min) Time (min)

2. {Z#EaE|, RBREFOE FO/00F 7Y FOBHEE (FHELIZERE)
BHHER X RIVE B D% IIRERE & AR OB HEDE.
g
55 16 U HASE R 756 2 B 2D SN/ E N BEICHE L 5.
Oy ) A 3055 85% Al (HE N 2w i, 100 rpm, 7K 900 mL)
vikazaaF7 YR 455 80%LE ([l S 2 » M, 100 rpm, 7K 900 mL)
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BIESD v VY AY Y AS0mEg, L Rerzuusd 7Y R 125mg

AYIVEREEREE LD [ h—"]

SERE| 7L I A Y MECESELD (MSD #Rlatt)

AADNE|

GERRFETT | RAMNERMA S
WERRSEAREAR 1 2014 £2 A 14 H

B : 74V ha—54 v 75
B 74 VAT —F 4 75 Ay &S : AMM44M

gL FiEda$E LD
[h—7] 1§Eh

FUBE R, #itEra—2X,
A0 — A, <7 1aI—)l 6000,

W TNT 7 —AbF Ty, AFTY VBT IAY T A, bSO
ynr, BLF 5 v

VAR AN ex B 0))
14eh®»

fidevo— 2, FUBERAIY,

DAO—A, b RFaxisuobilbiua—A, BtFv v, ALFon oy

W7V 7 7 —ALT Ty, AFT) VBRI AY T L, v

a) %05 0%,

EFHIRF R

b) AL D FIH.

HE W L SEPE O B 52 BB & HOBE L 72 & X, Cona J2 U8 AUC DR B0 I 0035 0> 90% I3 MK I ASTE AR PN (0.80~1.25).
BREL, BHNE 2D Cg 12DV TIE, SBRBIS 20 450 T o 285 5, IO TIIMO AN HRBN (0.90~111) T

MBI HFHP L T 5.
b halBR B SUBRER, & 150% 21 OB A B IS G L7,
1) Moy s R & W
1000 1,000 - 1,000
900 | 900 ERE A 900 ERERELF|
800 | o AR AERIK 800 | _ 800 ¢
2 700 f —— BRI 2 700 ¢ E 700 -
E’ 600 |- \\‘éf 600 %" 600
S 500 g 500 %
Sl Tl EARE g 2
§ 300 3 S
200 | 3
100 '7 g
o T - T o 1 2 3 4 5 6 7 8
01 2 aTim:(h) 5 6 7 8 o2 3Tim:<h) 5 6 7 8 Time ()
X 1. {ZHEHE & ABRYUFOFHMFEFROYILZ VRERE 2 D#FERE O MiEFRE

2) Mg FaszooF7 Y N2 ile

0 400 7 400
4 BRI
350 1 350 | BREER| a0 | SRERBUH
o ARAE B . .
300 | o _ L R L
3 —— BRI 2 5
B 20 | B 250 S0 |
< = £
8 g 207 g 200 -
S j
£ st FRE R £ !
5 g :
© 100 1] S 8
so [
0

| n n
0 4 8 12 16 20 24
Time (h)

4 8 12 16
Time (h)

x1. EMEE/INT A — 2 (FHERERE) RUGBOFHENZE

20 24

Time (h)

X 2. fZAEE BRI OFHMFEFE KOO F7 Y FEERUE 2 DHERE D MFEFEE

INTGRA—% e | AR ) KD ME D7 (90% 15 FEX )
Cuax, Ng/mL 21340 = 9522 | 223.06 + 96.27 1.0805 (0.8678 ~ 1.3453)
AUC h/mL 383.2 + 86.6 4233 + 1344 1.0826 (1.0241 ~ 1.1444
1) a¥nsyy osn._ngh/m pm :
P tmax, h 1.405 + 1.029 1.429 + 0.870 Fep-vict A
- W2, h 1.940 = 0.282 1.845 = 0.295 A
Cumax, Ng/mL 97.32 = 2458 | 104.50 + 21.96 1.0813 (0.9871 ~ 1.1845)
2) v Fuszuaus | AUCyan ngh/mL 580.4 + 110.1 604.1 = 97.3 1.0468 (0.9879 ~ 1.1092)
TR ) tmaw D 2.55 + (.82 252 + (.78 PEp=gisi A
(BEEH) o —
IR, h 8.48 + 1.01 8.35 = (.79 HEaEY

a) FIMEOBE (ST, A EAKE5%)
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B
PRI Ak e

YNy AU L UTORRIY, WA OEHZEEIZEBP L Tw5H &Hl L7
viarzoaF7 YR LNOMERLY, WA OBEMEEIE—HMORBEMETHBL Ty v,

1) gy vy rh)on

120

(A1 T S 0 s 2 )
(BERH)

50rp.m.: pH 1.2 120 50r.p.m.:pH 4.0 120 - 50r.p.m.:pH 6.8
AR
100 | (S BSREAEER, 100 100
£2=47.0:186%, 3714,
N
go | 55753, 7425)) . 0 |
> o . > 4
S 0| 2 TR z .
2 g ® (STBMHRER, g tOREAEM
s 3 2:55.1:19.1%3, 38.24,  ° (155 2 15% LA,
< w0 = 40 57.35), 76.453) TR 255 £ 15%4)
e FRAERIE e m
20 © o REAERUH| 2 e 20 |3 o BREE R
—— HBEA §: o HREA
0 0 dot . . . . . 0
0 20 40 60 80 100 120 0 20 40 60 80 100 120 0 10 20 30 40 50 60
Time (min) Time (min) Time (min)
120 . -
50rp.m.: K 120 100r.p.m.: pH4.0
[ R e [T = N f—
80 | 80
3 °
2wl AR E
Y . o 60 " %6
2 (1353 £15%LIA, 2 EHEAVEEL
5 2553 £15%LA ) 5 T (GUBMBER,
= a0 = a0 114 =15%LAR,
— 1653 = 15% LA
“ —— SR © e R
—— BRI
0 0
0 10 20 30 40 50 60 0 15 30 45
Time (min) Time (min)
1. EERE RBRESOOYILE S H I LADBRHEES (FHEIEERE)

EHEER C /NRIVE HP 0% ISRERE CRBRMAI OB HEDE. 21

2) eFgrzuougF7I K

120 1 50rp.m.: pH 1.2
FEEAELIL TV
100 | (Y BREIER,
2=449:17.753, 355%)
53243, 70.953)
80
°
H
S 60 -
°
5
= st
2 | o FRAEBUE
—— SERELA
04
0 20 40 60 80 100 120
Time (min)
120 50r.p.m.: 7K
100
80
o
o
2
S 60
2
= L1/ BHpEHLTOED
40 ¥ (105 +£15% LA,
3053 £15% %2 5)
20 o ARAETUH|
—— HEBRMH
o L
0 10 20 30 40 50 60
Time (min)

% dissolved

% dissolved

£
=

R EHBRUBIDBHED 5K 1.

120 1 50rp.m.:pH 4.0 120 - 50r.p.m.:pH 6.8
100 100 -
80 80 |
o
H
60 - 2 60
oomeRm g SEEAERL
o NEE L
o ¢ ——maun 7 w0 (22433:11.353,
B AL ; 22.5%3, 33.85), 459))
20 | (SUBMBES, 20| o BB
1453+ 159% LI, / R
o 424 3925 £15%LA M) . —— BRI
0 10 20 30 40 50 60 0 10 20 30 40 50 60
Time (min) Time (min)
221 400r.p.m.:pH 6.8
100 |
80 -
60 - ]
FEHEL
40 (155> £15%LLAY)
2 o FRAE U
—e— AR
04
0 5 10 15 20 25 30
Time (min)

2. {Z#EaE|, RBREFOE FO/00F 7Y FOBHEE (FHELIZERE)
BHBER 1 NRIVE. RP D% IMFERE & HRRF OTIEHEDE. 2 JRERH EHBRMFOBHESL 5K 1.

g

5 16 YUE HARSE R /746 2 8080 S N7 EINBIRICHE L 5.
Oy A A 3055 85%LLE (/N A v M, 100 rpm, 7K 900 mL)
vrazouF7 YR 4550 80% AL (Ml N A » ki, 100 rpm, 7K 900 mL)
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AYveNECEEE LD [HET ]

SLERRSET | HEI#HASH
LEIREARERA (2014 F2 A 14 H

BIESD v VY AY Y AS0mEg, L Rerzuusd 7Y R 125mg
EHRF 7L I AV MEIEASELD (MSD #halistd)
il

gL FiEda$E LD
THET] 1§eh

7L 34 ¥ MidgsE LD
14eh®

a) %05 0%,

B : 74V ha—54 v 75
B 74 VAT —F 4 75 av &S : AMN84M

AME L — R, TN T7r—ALT Ty, ATFTY VBRI AYTA, bSO AT— X,
vira*Fyrartkira—x, @gikFs >, ANFuoNay

o — 2, FEARRY, WO TNT 7 —AbT YTy, AT TV VERIAYIL, T
DAO—A, b RFaxisuobilbiua—A, BtFv v, ALFon oy

b) AL D FIH.

EMFHIRF AR
P P O H i BB & HOBE L 72 & X, Co e OY AUC DX R O T 02 0> 90% IR I ASHEA 9 (0.80~ 1.25).
b hEUBR R, GUBRENE], £ 15E% 23 HoHER AN BRI G L 7.
1) MEEF AR BIE (255 v OWFEEREY) BE L2
1400 1400 ¢ oo r .
s 20 | SR
1200 | ) 1200 |
o R R
2 1000 | —— B 3 1000 ¢ E 1000
\Ef 800 %" 800 r §
R TR § “°”R‘ 5
8 400 - 8 400 ﬁ\,\\\\ 3
200 - $F 3 M’f N
° 0'" 6 12 1‘8 24 N 0 6 12 18 2
Time (h) Time (h) Time ()
1. FZHERFE| & REBREF OFMIER A IV R CBIEEE R OME 4 DOWERE O MigEHEE
2) MAEhe Faroasd7 Y ez le
400 ¢ 400 ¢ 400 ¢
350 | 350 | ZAEBE 350 I SHERELH|
o A
3 —— HR A 3 3 %7
g E £
B 250 f E 250 |- E‘, 250 -
& 200 | g a0 g 200
2 | TEBERE £ 0| :
8 1ol S 3
50 -
0 : ; ‘ ‘ :
0 6 12 18 24 0 6 12 18 2 0 6 12 18 24
Time (h) Time (h) Time ()

X 2. ZEMNF EABRIFOFHMNFE+ L FOrO0F 7Y REERUE 2 DHERE O MIFEFIERE
R1. EMEBE/IST A — 4 (FHERERE) RUGBOFHEDZE

NG RA—F e Bl FEDOTFIMED 7% (90% 45 FHIX [H])
Coax, Dg/mL 533.09 + 168.67 | 511.88 = 158.60 0.9652 (0.9038 ~ 1.0309)
) AUCgau, ngh/mL 3449.84 + 1007.84 | 3423.42 + 882.74 1.0007 (0.9756 ~ 1.0264)
1) 7 VE Bk o2 N ad
S EER) tmae D 3.50 = 1.31 3.30 = 0.72 A e
- B, h 456 = 0.39 458 + 0.40 —
Cumaw Ng/mL 78.62 = 16.08 82.07 = 19.13 1.0422 (0.9384 ~ 1.1574)
2) v FmzuouF | AUCeu, ngh/mL 506.55 + 83.16 515.15 = 77.12 1.0186 (0.9724 ~ 1.0670)
TYF tmax, h 2.76 = 0.80 2.50 = 0.99 HEAE
(BEUHR)
2280, h 7.62 = 0.85 762 = 1.01 —

a) “FIMHORBGE (i, HEAKHE5%)
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BALERER (BEEH)
B AT 0 HUBGHRE R

YNy AU L UTORRIY, WA OEHZEEIZEBP L Tw5H &Hl L7
virozonF7 Y R LTORRLY, WRAOEHMEIIFLL T2 &R L72.

1) gy vy rh)on

120

100 -

% dissolved

120

100

% dissolved

1.
BHAER - /NRNILE

2) eFgrzuougF7I K

120

10

5}

% dissolved

120

100 [

80

% dissolved

20

60 -

40 -

. 120 [
50r.p.m.: pH 1.2 50r.p.m.:pH 4.0
EEHEEM 100
(609 £12% LA,
12053 =12% LA
80 [
- 2
S =
2 60 f ]
S FEEAEEL 2
2 L' (f2=45:11.3%3, 22553, -
= 40 [ J§ 33853, 4553)
- R e R
—— B il R
ol
0 20 40 60 80 100 120 0 20 40 60 80 100 120
Time (min) Time (min)
120
50r.p.m.: 7K 100r.p.m.:pH4.0
b 3 - 100 5 F
80
3
EUAENL 5w AL
(155 +15%LLA, @ (f2=47:15%}, 3053,
305 £15%LAR) ° 45%53)
= 40
o B e FEAEBUE
e BB %
04

20

i

=

0

0 4
0

g

40 60 80 100 120

0 15 30 45 60 75 90
Time (min)

Time (min)

), ABREHOOYILEZ LA T LDBEHEE

D % ISIRAERE] & RERBFNDOFIPEHERDE. 21

120
50r.p.m.:pH 6.8
100 & pp— 1
80
EFAEE
60 (1053 =15% LA,
309 £15%LIA)
40
o LA

—— BERRF

0 20 40 60 80 100 120
Time (min

(FHafE R A RE)

RAERR EHBRRBDOBHED SKD .

120 120
50r.p.m.: pH 1.2 50r.p.m.:pH 5.0 50r.p.m.:pH 6.8
b EENAEELL 100 T 100 F
(609 £12% LI,
| 12053 +12%LIA) 80 | 80
E 60 1 EEHEL S 60 HEAUEM
ﬁ 159y =15% LA, £ (155 +£15%LLA,
35 305 +15%51R) = 3053 £159%LLA)
= 40t 40
i e 5 S i
o TR ol b RAERF " e EEH
—— HEREH ] —— HEREH
0 & 04
20 40 60 80 100 120 0 20 40 60 8 100 120 0 20 40 60 80 100 120
Time (min) Time (min) Time (min)
120
50r.p.m.: 7K 100r.p.m.:pH5.0
100
80
3
FEIHEL 2 e ] m@mamm
(159 £15% AR, 2 (105 £15% AR,
3073 15% LLA) ° i 155 £15%LAK)
= oa0 | -
o JEHEBUF o | o RRAESUAY
—— SRERIUF —— SBRUF
0 d
20 40 60 80 100 120 0 15 30 45 60 75 90

Time (min)

Time (min)
2. ZHEEFE|, HREFOL KO /O0O0F 7Y KOBAEEE (FiOEH1ZERE)
BHEER /N RILE. RO % IIFRERE &SRR OFIDEHEDE.

5 16 YUE HARSE R /746 2 84020 S N EINBIRICHE L 5.
Oy Ay A 3055 85%LLE (/N A v M, 100 rpm, 7K 900 mL)
vrazouF7 YR 455 80% LA (Ml N A » ki, 100 rpm, 7K 900 mL)
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BIESD v VY AY Y AS0mEg, L Rerzuusd 7Y R 125mg
EHRF 7L I AV MEIEASELD (MSD #halistd)

AADNE|

OYve NECEEE LD [ Bl

GERRGETT | AR REASH
SLEARGEARERE 1 2014 F£2 R 14 H

B : 74V ha—54 v 75
B 74 VAT —F 4 75 Ay &S : AMMC5M

gL FiEda$E LD
[H# 1geha

FUBEKFI, Eva— 2, 35T V7 7 —AbT v 7 G K A, AT T YRR T A YT A,
vredFyrortiru—R, @BLFsy, eraxa—x, ZLVr, AlFuo gy

7L 34 ¥ MidgsE LD
14eh®

o — 2, FEARRY, WO TNT 7 —AbT YTy, AT TV VERIAYIL, T
DAO—A, b RFaxisuobilbiua—A, BtFv v, ALFon oy

a) %05 0%,

EFHIRF R

b) AL D FIH.

HE W L SEPE O B 52 BB & HOBE L 72 & X, Cona J2 U8 AUC DR B0 I 0035 0> 90% I3 MK I ASTE AR PN (0.80~1.25).
BREL, BHNE 2D Cg 12DV TIE, SBRBIS 20 450 T o 285 5, IO TIIMO AN HRBN (0.90~111) T

MZEE AP L T 5.
b MEBR
1) pRdesiy] SREREE], K 157 29 OB ABEICH ARG L, miEh oy Vg2 ileE
1000 - 1000 1000 ¢ .
900 | 900 - FEAEHIK 900 - EEREUAI
800 | e FEAEBUF 800 | R 800 -
2 700 | —— REREH 2 700 - 707
2 600 | 2 600 | %D 600 |
& 500 | § s00 | § 500
5 e = 5 2 400 | A
T 400 Tl + 12 RE HER 8
H 300 f 7] 8 300 i\ § 300
% o | 200 200 ]
100 |- 100 100 I
it o L
’ o 2 4 6 8 10 12 ’ 12 0 4 6 8 02
Time (h) Time (h) Time (h)
1, ZEEEH E RBRUROFHMFER O IL 2 EEROE 2 DFREBRE O MFEHERE

2) FRYEERGH],

400

B, & 15E% 12 M OMBERASEISHERERS L, mithe ForooF7 Y FREZIE

400 400
34 = U
350 |- 350 | RAERHF 350 BRI
s 300 300

300 I e _ b _ t
2 —e— BRI 2 2
» 250 o 250 > 250 |
£ £ £
5 S 200 | § 200 |-
§ o 2 £
5 150 - FHELRERE g 150 | £ 150 |
: g s
S 100 | 4 S 100 | 8 100 |

50 | 50 I 50 |

04 : . 0 : . o =

o 6 12 18 24 30 36 o 6 12 18 24 30 36 o 6 12 18 24 30 36
Time (h) Time (h) Time (h)

2. BEKE| CHBRRFOFIMmMFEFE FO/O00F 7 Y FEERUME~ DHERE O MFEFEE

x1. EMEE/INT A — 2 (FHERERE) RUGBOFHENZE

INTGRA—% e | AR ) I DOFIED 2 (90% 5 FEX )
Cumax, Ng/mL 249.96 = 86.65 | 261.35 + 140.71 0.9692 (0.7949 ~ 1.1818)
AUCq1on, ng-h/mL 457.14 + 99.67 | 468.08 + 154.21 1.0012 (0.9490 ~ 1.0563)
D ayuy prepr—
(BEEH) tmax, D 13 + 0.9 14 £ 0.6 BAE
- 2R, h 2.1+03 2.1 + 03 A
Cumax, Dg/mL 88.88 = 17.50 85.39 + 24.80 0.9483 (0.8437 ~ 1.0658)
2) v ForzauF | AUCysen ngh/mL 582.80 = 99.75 | 585.10 * 126.84 0.9973 (0.9035 ~ 1.1009)
7Y tmax, h 26+ 09 3.0 +07 R Y
(BEEH)
200, h 79 = 0.7 79 = 0.6 Y

a) “FIMEOBE
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A
PRI Ak e

TNy AT L LTORRLD, WA OBEMBEIZHEEL T2 LR L7z (CEW RSO € )
eFurzunF7 YR DFORRLY, WRAOHEHESIIEUL Tw2 LT L. (BEEH)

1) gy vy rh)on

120 50r.p.m.: pH 1.2 120 r 50r.p.m.:pH 4.0 120 - 50r.p.m.:pH 6.8
N O AL
100 1 FEAEEMY . 100 | (£2246.7:1125%, 100 |-
(£2=48.7:30%, : 225%, 33.75%
VAN 2 ) ' : '
_w 6053, 909, 1205%) j w0 | 455 Y
2 3 E
o 60 5 2 F
H 5 g FRHEL
= 5 = (f2=52.2:15%,
40 = 40 40 3053, 4553)
y - ARHEWF
2 o S N o ol o AR
—— BB o —— BB
0 04 0«
0 20 40 60 80 100 120 0 15 30 45 0 15 30 45
Time (min) Time (min) Time (min)
120 . 120
50r.p.m.: 7K 100r.p.m.:pH1.2
) FHAER
100 | o 100 - (4553 £15% LM,
12043 £15%LLA)
80 80 i
g ® EEAEHL g ©F
= (£2=49.6:154), 5
= 40 3043, 4593) = a0t
o JEAEBUH 1RAERF|
® e R of —— B
0+ 0 4
0 15 30 45 0 30 60 90 120
Time (min)

Time (min)

1. ZEEE| HREFOOVILE L H )7 LADOBHEE (FHELIZERE)
BHAER D /INRIVE R D% ISIEERE & RBREAOFIBHEROE. 12 ($FZERA| & ABREFNDOBHED, 5K 7=
2) eFgrzuougF7I K

120 SOrpm.: pH 1.2 120 50r.p.m.pH 4.0 120 - 50r.p.m.:pH 6.8
o FHAEL
100 éiﬂ{ﬁ’éﬁ{u ‘ 100 T (2=437:1125%, 100 |
(60?7 i15%1f1|79, ' 22.5%%, 33.75%%,
" 12053 +£15% M) 5 50 | 454 L or
k] o
2 L I,
o 60 o @ i s .
k] 2 £ E 7T
5 5 = (105 £15%LLA,
= w0 = W s “or 4543+ 159 LL4)
S-F 1 .
o RAERH . , e RAEUA
20 . 0 ——REBRWH 0 o
—e— SERMA —— SERNA
04 0° Lhe
0 20 40 60 80 100 120 0 15 30 4 0 1’ 30 ®
Time (min) Time (min) Time (min)
~ 100r.p.m.:pH1.2
120 . 120
S0r.p.m.: K oA
| (459 +15%LIA,
100 190 T 12055 = 159 L1A)
wl A 80 ]
o °
$ $
S 60 S 60
2 Y s mniEmn 2
2w (os=ts%np, 2 |
309 £15%LIN) L
£ ) g THE R
2 o JEAE B 0 | fm-ﬁézﬁﬂ
e SEREIH —e— EHERIYF|
0+ 0 -
0 15 30 45 0 3 60 9 120
Time (min) Time (min)

2. {Z#EaE|, RBREFOE FO/00F 7Y FOBHEE (FHELIZERE)
BHEER N RIVE KPO%IGRERNE & HRBUBOFBRHEDE. {2 FIRENH EHRUBOBAHED SKD 1.
g
55 16 U H AR 758 2 B D SN/ E N BEIZHE L 5.
Ty A A 3045 85% L (I N A v Mk, 100 rpm, 7K 900 mL)
viazaaF7 YR 455 80%LLE (IS 2 » M, 100 rpm, 7K 900 mL)
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BRES - T
ZAESK| L3

AADNE|

AYIVEREERE LD [7I7 7]

SUERRSET ¢ BAT X 7 7 HAEH
LEIRGEARERA (2014 F2 A 14 H

Y )7 A50mg, kRFuzuoasF 7Y N 12.5mg
* v MEAHE LD (MSD HrX&tt)

B : 74V ha—54 v 75
B 74 VAT —F 4 75 av &S : dAMN75M

[r377] 1§

gL FiEda$E LD

FUREARAS, e rvae—X, @57V 7 r—btFr 7y, eFudFy ok iru—2, 7
YTV aA—VEEF NI YA, AFTUVEYIAY YA, bSO AT—A, vraT—),
WiLF5 >, ¥NT, HFmoNay

a)

1 e

T34y MESE LD

Wi va— A, FJREKRF, HAaTNT r—AbT Ty, ATFTIV VBT AT T A, S
TXxu—RA, braoxyruikiru—x, @kFy sy, AuFooay

a) %05 D%

EYFHRF R
A B IRl S D

b) WASCE XD G

T8RRI & B 72 & X Coax J2 OV AUC O 5 U 0 FI41H D 75 D 90 % (5 X [ ASFF 7818 (0.80~1.25) .

b halBR R SUBRER, & 150% 16 OB A B ICH ARG L7z,
1) M%EhH VRV (B > OB B2 N E
1400 1400 1400
REE R 1200 ¢ SR
1200 | . 1200 |
o RRAE BRI R
2 1000 | —— SHEREIK 3 1000 | ? 1000 |
%ﬂ 800 %D 800 - vg
£ oy TR g ;
§ 400 | S 400 f 5
200 - 200 |
0 . : : 0 . . ;
o 6 12 18 24 30 36
0o 6 12Time1:zh> 24 30 36 e Time ()
X 1. fZAEEE| & REREFI O T MR H IV AR > BEEE R UME 2« O#FERE O MmEFRE

2) Mg FaszaooF7 Y N2 le

400

400 400
T 3f 1) == Ul
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2. BEKE| CHBRRVFOFHMmMFEFE FO/O00F 7 Y FEERUME~ DHERE O MFEFEE

x1. EMEE/NT A — 2 (FHERERE) RUFBOFHEDE

NG RA—% L s S R DTG DFE (90% 12X FH)
Cmax, Dg/mL 663.95 = 299.38 613.48 + 222.96 0.9476 (0.8325 ~ 1.0785)
. AUCqs36n, ng-h/mL 4714.64 = 1891.03 | 4328.25 + 1611.16 0.9155 (0.8301 ~ 1.0098)
1) #vER Bk bioh. D8 =
(BT tmae h 3.0 £07 3715 Fepey. =t L)
e W2, h 100 = 15 95 = 28 A
Cmax, ng/mL 73.76 = 23.06 68.97 = 23.83 0.9247 (0.8078 ~ 1.0586)
2) v Fazuns | AUCee, ngh/mL 428.18 + 127.83 405.95 + 131.64 0.9471 (0.8524 ~ 1.0524)
TYFR tma h 2.2+ 0.6 26+ 1.1 Eep=v.= 3
(BEYHD) [ =
HICER, h 8121 82+ 19 AR
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Ot REgatE LD (=70l
SHERFE T | = T O#KE4t
SERRSEARERAR (2014 £ 2 A 14 H

BIERSD @V Yy AY Y AS0mE, L RerunF 7Y R125mg B 74 VAT —F 4 V5
BERE 7L I A v MASE LD (MSD #iatl) B 74 nvzra—74 7% Hv &S 4MNB6H

AADNE|

T e FEASE LD Wit rva—2, D-wry= b=, HHTNT7r—ALTFy Ty, erFuaFRy oo —2,
(=70 1§h AFTYV VY AT A, ETOAU—A, xruad—), BkFy >, ALFmo gy

7L 34 v MELASE LD Wi va— 2, FJURERIY, o7V Ty —AbTF YTy, AT TV VBRI AL, T
14eh OXn—2z, eFodyrsu¥irbia—2z, B{LFs sy, AuFuasay

a) EEPLOBZE. b) RACEI YT

EMFHRF AR
FE W B0 [R) 1 00 B 52 B HE B & HHR L 72 & X, Conax J2 O AUC O30 il 0 SR D 7% D 90 % 42 B X [ 257 2531804 (0.80~1.25) .

b MEBE  EAERLA], RBREA], £ 18E% 30 Z OB A B ARG L.
1) Mg T & v iflE
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2. ZHEE| CRBRAEFOFHMEFE FO/OOF 7Y FEERUE« OHERE D MFEFRE
R1. EMEBE/ST A — 4 (FHERERE) RUOGBOFHEDZE

NG A—% it B 5 AR SO D7 (90% 13 HAX )
Cmax, Ng/mL 246.59 + 122.72 | 251.07 + 152.72 0.982 (0.875 ~ 1.101)
AUCg24, ngh/mL 446.7 + 166.0 439.0 + 157.7 0.990 (0.946 ~ 1.037
) adny o24h, Ng'h/m ( ? )
. tmax, h 1.40 + 0.81 1.78 + 1.53 H e
(BHEEH) —
2 EE, h 2.04 + 0.47 2.05 = 0.64 —
Cmax, Dg/mL 78.11 = 23.80 76.05 = 19.26 0.988 (0.921 ~ 1.061)
9) v FmzunF | AUCoum ngh/mL 486.5 = 101.3 484.9 = 80.4 1.004 (0.965 ~ 1.044)
TYF tmaw D 2.65 + 1.26 278 + 1.17 Pep-vie A
(BELH)
HICER, h 8.22 + 1.32 8.19 = 1.19 —

a) ‘FIEORE (T, A REAKES5%)
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OYve REEEERE LD [JG)

LEBRSET - BAY T3 U v IRt
SLERSGEARERR 1 2014 2R 14 H

BIESD v VY AY Y AS0mEg, L Rerzuusd 7Y R 125mg
EHRF 7L I AV MEIEASELD (MSD #halistd)

B : 74V ha—54 v 75
B 74 VAT —F 4 75 v h&S : 4MN38H

AONE

v e FEASE LD [JG] | UMK, it ve—X, 57V 7 7—Ab7r 7>, ATT7V VB 7 4237 A, 70
14 AO—Z, bFOoFy7uviltirua—2x, BLFs >, ALFo oy

7L 34 v MEAESE LD o — 2, FEARRY, WO TNT 7 —AbT YTy, AT TV VERIAYIL, T
14eh®» OXn—2z, eFodyrsu¥irbia—2z, B{LFs sy, AuFuasay

a) EEPLOBZE. b) RACEI YT

RS R
HE W L SEPE O B 52 BB & HOBE L 72 & X, Cona J2 U8 AUC DR B0 I 0035 0> 90% I3 MK I ASTE AR PN (0.80~1.25).
BREL, BHNE 2D Cg 12DV TIE, SBRBIS 20 450 T o 285 5, IO TIIMO AN HRBN (0.90~111) T

INEFAHFUL TV 5.

b bEER

1) a3 s VR E e

R BRI, K 18E% 22 B OB A B ISR S L.
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800 | o RAERLH| 800 - ~ 800
2 700 —e— SRER YA 2 70t 2 700 |
E" 600 - E" 600 - %" 600 |
é 500 | g §
2 400 | THECFRERE § g
§ 300 s S
200
100 1
o d i
12 18 24 6 12 18 24 )
Time (h) Time (h) Time (h)
1. R HEBRAF OFHMEEROYIL & D IEERUE < DHERE O MFEEE
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o FRAERUFI
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S 200 | £ o0 | § 200 |
sl T i RE g 2
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o . . ;
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Time (h)

2. BEKE| CHBRRFOFIMmMFEFE FO/O00F 7 Y FEERUME~ DHERE O MFEFEE

x1. EMEE/INT A — 2 (FHERERE) RUGBOFHENZE

INTG RA—F At 5] AR ) I DOFIED 2 (90% 5 FEX )
Cumax, Ng/mL 216.21 + 107.16 | 199.38 + 99.70 0.9162 (0.7270 ~ 1.1546)
A ‘h/mL 440.08 + 133.84 | 451.89 * 154.61 1.0061 (0.9412 ~ 1.
D aHL sy UCop24n, ng'h/m 0.08 = 133.8 51.89 = 154.6 0061 (0.9 0755)
(Bryp) |me B L7 + 1.0 L7+ 10 HEARY
= W T, h 22+ 05 94 = 09
Cumax, Dg/mL 94.54 + 24.99 90.82 + 24.80 0.9682 (0.8891 ~ 1.0544)
2) v FurzuauF | AUCyan ngh/mL 54249 = 124.12 | 530.14 = 102.95 0.9795 (0.9354 ~ 1.0256)
TYR tmax, h 3.0=x09 28 09 ey A
(BELR) o
AR, h 8115 79 + 15 —

a) ‘FHEoORE (5
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BIESD v VY AY Y AS0mEg, L Rerzuusd 7Y R 125mg
EHRF 7L I AV MEIEASELD (MSD #halistd)

AADNE|

OYIVERESEE LD [ 771Y—]

SUERRZETT 1 77 A MRSt
SLEHRGEARERE 1 2014 F£2 R 14 H

B 7anvba—54 v 7
B : 74 Vvha—F4 v 7k

Ay hE&ES : FIRET

gL FiEda$E LD
[774%—] 1§Eh?

wibe =2, JHOKRY, TV T 7 —ALF Y Ty, AT TV YR AY YA, T A AT
Z, eFoFdyrso¥irkera—x, BLFsy v

14eh

7L I Ay MEAEE LD

o — 2, FEARRY, WO TNT 7 —AbT YTy, AT TV VERIAYIL, T
DAO—A, b RFaxisuobilbiua—A, BtFv v, ALFon oy

a) %05 0%,

EFHIRF R

b) AL D FIH.

FE W B0 [R) 1 00 B 52 B HE B & HHR L 72 & X, Conax J2 O AUC O30 il 0 SR D 7% D 90 % 42 B X [ 257 2531804 (0.80~1.25) .
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400 400
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Time () Time ()

X 2. ZEMNF EABRIFOFHMNFE+ L FOrO0F 7Y REERUE 2 DHERE O MIFEFIERE

R1. EMEE/INT X — 2 (FHELRERE) RUWMBOTHENZE

INTG A—F e S Rl HEOTMHED 2 (90% 15X )
Coax, Dg/mL 470.92 + 164.74 440.68 + 128.77 0.9628 (0.8512 ~ 1.0891)
) AUCqs0n, ng-h/mL 3509.01 + 788.70 | 3234.64 + 517.93 0.9318 (0.8977 ~ 0.9673)
1) 7 VE Bk os0n D8
— tmax, N 4.0 = 14 35+ 1.2
- W B, h 5.55 + 0.77 5.40 + 0.38
Comax, Dg/mL 69.66 + 12.94 64.15 + 12.23 0.9185 (0.8300 ~ 1.0165)
2) v Fmzuous | AUCesn ngh/mL 530.93 + 84.92 465.67 + 71.15 0.8770 (0.8127 ~ 0.9463)
TYF | tma h 3.6 + 0.4 3.1+ 09 —
(BEGH) —
IR, h 9.21 + 1.17 9.04 + 0.86 —
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#RE

% dissolved

% dissolved

120 -
100 F
80
6o |

40

20

04
0

50r.p.m.:pH 4.0

7 =mocmn
(1755 +=15% LA,
3455 +15%LLAN)

o AR
—— s

20 40 60 80 100 120

Time (min)

100r.p.m.:pH4.0

FEEAELL
(1255 +15% LA,
17.6 =15% L)

o AR
—— HBRH

20 40 60
Time (min)

2. A, AREFOE FO/O00F 7Y ROBHES (FELRERE)

9516 UE A ARZEF 45 2 B ED SN 2B BKICHEL 5.
TNy AU A 304 85%LLE (HEE/NA S v Mg, 100 rpm, 7K 900 mL)
vrorzuaF7 IR 454 80% LI (Jnl#E/N A4 v b, 100 rpm, 7K 900 mL)

80 100 120

120

100

% dissolved
3

50r.p.m.:pH 6.8

§
] EBAEER

A (1305 £15%LLm,

3 19.95 +15%LUR)

o SRR
—— HEBH

[

RAERR EHBRRBOBHEDI SKD .
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AYve NEE&EE LD [FFP)

VEBRETT B 7M1V L T 7 —IHREH
SNERRFEAGRERH 20142 A 148

BRES 2 NVy LAY AS0mg, L RkarzaoaF 7Y F125mg FIF : sEH
BB . 7L 3 A Y MidS$E LD (MSD #Riatt) I - eA Hv h%ES : 4AMNB6H

AADNE|

T e FEASE LD Wit rva—2, D-wry= b=, HHTNT7r—ALTFy Ty, erFuaFRy oo —2,
[FFPJ 14 AFTY VY AYY A, e TOAT—A, <7 uad—)L 6000, BtF¥ >, hFuoaay

7L 34 v MELASE LD Wi va— 2, FJURERIY, o7V Ty —AbTF YTy, AT TV VBRI AL, T
14eh® OXn—2z, eFodyrsu¥irbia—2z, B{LFs sy, AuFuasay

a) EEPLOBZE. b) RACEI YT

EMFHRF AR
FE W B0 [R) 1 00 B 52 B HE B & HHR L 72 & X, Conax J2 O AUC O30 il 0 SR D 7% D 90 % 42 B X [ 257 2531804 (0.80~1.25) .

b MEBE  EAERLA], RBREA], £ 18E% 30 Z OB A B ARG L.
1) Mg T & v iflE

1000 ¢ 1000 10007
900 | 900 ERBIK| 900 AERBH
800 | o ARAE U _
2 700 t —e— BERELH] 2 2
2 w0t 2 £
£ 50 | 5 g
S o T REEE g
g 300 ] S’ 3
200
100 f
B . ‘fh) 1620 2
Time (h) Time (h) ime
1. EEEH KRB OFHMBERO S ILE VIEEROE 2 DREBREOMFEHERE
2) Mighe Farzaosd7 Y Mgz ile
400 ¢ 400 400 ¢
350 | 350 | AR as0 | HRERELE
o RAEBRUE
L 300 | L
g ey 2 2
B 250 w250 S 250
& 200 | é 200 | g 200 |
2 0 | TE LR RE H ~
3 ! 3 3
50 [
0

L T T
0 4 8 12 16 20 24 0 4 8 12 16 20 24

20 24
Time (h) Time (h) Time (h)
2. IEERE| CRBRAUFOTFHMFERE KOZ7OOF 7Y REEROE 4 DHBREDMIEREE
1. EMEIRE/INT A — 2 (FHELIZERE) RUOBROFHEDE
INGRA—F TR e S| B eS| HEDOTFIED 7 (90% 45 FAX [H])
Comax, ng/mL 246,59 = 122.72 | 251.07 = 152.72 0.982 (0.875 ~ 1.101)
AUCqgssn, ngh/mL 446.69 = 166.00 | 439.01 = 157.68 0.990 (0.946 ~ 1.037
) adny o24h, Ng'h/m ( ? )
tmax, B 14 = 0.8 1.8 + 15 VEp=v % 2]
(BELER) -
22, h 2.0 %05 2106 A e
Cumax, Ng/mL 78.05 = 23.89 76.05 = 19.26 0.988 (0.921 ~ 1.061)
2) v Fmzunus | AUCgap ngh/mL 486.54 + 101.28 | 484.84 + 80.39 1.004 (0.965 ~ 1.044)
TYF tmax, h 26+ 13 28 + 1.2 s
200, h 82+ 13 82+ 12 e

a) ‘FIMEORE (T, A REAKE5%)
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BALERER (BEEH)
B AT 0 HUBGHRE R

Ty Ay A DT ORER LD, W o MEE)IFEL L Tw B &Rk L 7.
vrarzuuF7 Y R DIFofFERELD, WA OFEMEEE)IIEL L T &L 7.
1) gy vy rh)on

120 50r.p.m.: pH 1.2
100  EE)HEELL
(605 =12% LA,
1205 £12% L)
80
3 o AR
E 60 I ——SRERBUA
£
= 4
20
0 so
0 20 40 60 80 100 120
Time (min)
1200 5orp.m.: 7k
100 F
80
o
g
S 60 ZEAER
2 (155 £15%LLA,
s w0 305 £ 15% LA )
w0l o FRAEBLF
—e— SEREA
04
0 15 30 45
Time (min)
1.

2) e varzous7y

VK

' 50rp.m.: pH 1.2
1001 gmhimp
(609> £12% LI,
80 [ 12093 +12%LLA)
©
$
E 60 -
©
= 40
ol e A
L]
0 seé
0 20 40 60 80 100 120
Time (min)
120 50r.p.m.: 7K
100
80
o
2
g EBAER
-] (f2=45.4:15.0%3,
=40 30093, 45.053)
20
0 4

0 15 30 45
Time (min)

120 1 50r p.m.:pH 4.0
100 -
80 [
o
o 4
R RERF
@ E
g —— A
= 40 |
EEHEELL
5?&#&31&?&
20 (10.99 £15%LLA,
27.653 £15%LLA)
01
0 15 30 45
Time (min)
21 100r.p.m.: pH4.0
100
80 -
o
=
a O FEAUEN
5 (f2=42.6:15.0%,
= 40l 30.0%3, 45.0%)
0l o AR
o L=t
0 15 30 45
Time (min)

120

50r.p.m.:pH 4.0
100 -
80
o
g
s % - AR
3 —— BB
= 40
FEAEM
20 SUBMBER
(1115 £15%LIA,
23.0> £15% L)
01
0 15 30 45
Time (min)
221 100r.p.m.:pH4.0
100
80
o
2
g 60 EHVEELL
3 SR ES
= 40 (159> £15%LAN)
20 o FRAE B
—— BRI
04

0 15 30 45
Time (min)

% dissolved

i

e

% dissolved

120

100

80

40

20

120

100

80

60

40

20

50r.p.m.:pH 6.8

7 smpmy
(1593 +=15% LA,
304 +15%LLA)

L
—— B

0 15 30 45

Time (min)

SEME|, HBRIEFOOYILEH Y LOBEEE (FIOEFERE)
EHEER C /NRIVE HP 0% ISRERE CRBRMAI OB HEDE. 21

==

SUH E HBRBANDBHED 5K /.

50r.p.m.:pH 6.8

FEHHELL
(£2=50.3:15.09,
30.043, 45.09)
o FRAEBUE

—— SR

15 30 45
Time (min)

2. {Z#EaE|, RBREFOE FO/00F 7Y FOBHEE (FHELIZERE)
BHBER 1 NRIVE. RP D% IMFERE & HRRF OTIEHEDE. 2 JRERH EHBRMFOBHESL 5K 1.

g

5 16 YUE HARSE R /746 2 8080 S N7 EINBIRICHE L 5.
Oy A A 3055 85%LLE (/N A v M, 100 rpm, 7K 900 mL)
vrazouF7 YR 4550 80% AL (Ml N A » ki, 100 rpm, 7K 900 mL)
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OYve NECEEE LD [BAA]

#UEBRSS I © MeijiSeika 7 7 L v ¥k a4t
UEEBRSEAGRERAR (20142 A 14 B

BIES BV F U AY Y AS0mg, bk FRrznuF7 Y K 125mg A BN N
ZABE| . 7L I A v MRS SE LD (MSD #Raiatt) B : 74NV T—F 4 VT8 Ay b&ES  AMMITM

AADNE|

oL e Fdé$e LD FUBEARA, i va—A, BTN T AT Ty, ATFTY VBRI AT A, T O
[BI3G] 14eh @ AT—R, bFOoFIruitru—2, @Lrsy o, Z@bek srrooay

7L 34 v MEAESE LD Wi va— 2, FJURERIY, o7V Ty —AbTF YTy, AT TV VBRI AL, T
14eh®» OXn—2z, eFodyrsu¥irbia—2z, B{LFs sy, AuFuasay

a) EEPLOBZE. b) RACEI YT

EMFRREF R

AR TR S 0 2 B HE B & UL L 72 & & Conax S UV AUC DX Bl P-4 0 7 0 90 % 13 HE X [H] 2374838074 (0.80~1.25).
72720, ¥ XD Cpgx 122V TIE, R 20 4 DL ECTI7 o 72868, W EIEOIMEOEDTEAEA (0.90~1.11) THE
HZEE 2L T 2.

b hEBE ARG, SKBREA, & 15i% 24 K ORBORAB RIS L.
1) ooy ke 2 E

1000 1000 1000
900 ¢ 900 AR 900 r HERELH
800 f o FRAE B 800 | 800 |
2 00t —— SRR g 700 - 2 oy
E o
2 600 2 600 2
5 5 §
2 500 | 3 3
5 4 — £ c
§ 400 FHfEH1RRERE § g
c £ Q
8 300 - S S
200 - TriH [+
100 |-
/
o4

0 3 6 9 12
Time (h) Time (h)

1, FEESE|E RBRFOEHMBROYILE VEEROE 2 DRSO MERERE
2) Mg FaszooF7 Y N2 ile

400 400 ¢ 400
3 £ U
350 |- 350 | RAERH| 350 |- HERUH|
e ARAEBUE
[ 5 i 300 |
7 —— RERAH 5 W 3
R ® 250 ¢ R
c = <
g 207 S 200 S 200 -
g g 2
K o e = £
§ 150 | FHELRERE HRY :
e . 5 8
S = 5 5
100 | 8 10 |
50 R 50
K . *

0 )
0 6 12 18 24 0 6 12 18 24

Time (h) Time (h) Time (h)

2. {ZEAERE| C RBRAFOFHMEFE KO/ OOF 7Y NEERUE~ OHERE O MEFRE

x1. EMEE/INT A — 2 (FHERERE) RUGBOFHENZE

INTG RA—F e | AR ) I DOFIED 2 (90% 5 FEX )
Caxs Dg/mL 233.5 = 105.6 267.3 = 135.1 1.1056 (0.9246 ~ 1.3221)
AUC ‘h/mL 4226 = 171.0 424.7 = 150.5 1.0174 (0.9808 ~ 1.0555
D uHy o-12n, Ng-h/m .(_m )
— tmax D 15+ 0.8 15+ 1.2 HEEmky
- 25, h 2.2 + 0.4 22 £ 05 AR
Cmax, Ng/mL 101.1 + 287 935 = 21.8 0.9255 (0.8396 ~ 1.0202)
2) v Fuszuus | AUCqon ngh/mL 530.1 = 93.6 513.0 = 94.6 0.9655 (0.9292 ~ 1.0032)
TR ) tmaw D 2.60 * 0.74 254 = 1.07 PEp=gisi A
(BEEH) o e
IR, h 8.13 + 1.19 8.02 + 1.38 HEaEY

a) FIMEOBE (ST, A EAKE5%)
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AR

PAT RN DTN A & T
YNy AT A LTOMBELD, mEAOBEHZEEIIEM L TWD &R Lz, (WA RS o) g ki)
vrozoudF7 YR DTFOMELD, WEAOBEHEIIEDL T LHETL: (ZFER)
1) gy vy rh)on

120

50r.p.m.: pH 1.2 120 ) 120
50r.p.m.:pH 4.0 50r.p.m.:pH 6.8
1001 smpcmpl 100
(604 =12%LLH, L R o —
go [ 120E12%E) &\ Tl a1
- 80 t Tt o
g o SRAE R
S el o 3 B EEAEE
3 —— SREREUH 2 60 EEAELL T w0 (f2=46.5:15%}, 30%3,
;g 2 (2053 £15% LI, © 45%53)
w0 L 5 18043 £15% L) 2 ;
= 40 = w0 4
ol o FRAERF ;
20 e HERME 20 , e FRAERIK
o —— R
0 20 40 60 80 100 120 O w0 o % 10 1m0 150 0¥ P
Time (min) ) . 0 20 40 60 80 100 120
Time (min) Time (min)
120
50r.p.m.: 7K 120 100r.p.m.: pH5.0
100 T A 100
. Jo— ]
80 - 80
2 EEAEERL 5
2 el (f2=49.8:15%, 305, 2w FAEELL
2 45%) a (155 £15% LA,
s ; o 2543 £15%LLA)
40 b = a0
; o FEAEBUFY e AR
o B » —— RN
0 L 0
0 20 40 60 80 100 120 0 10 20 30 40 50 60
Time (min) Time (min)
1. @R, KRBREFOOYILE A Y LOAEEES (FHEIEERE)

BHAER D /INRIVE R D% ISIEERE & RBREAOFIBHEROE. 12 ($FZERA| & ABREFNDOBHED, 5K 7=
2) eFgrzuougF7I K

120 . -
50r.p.m.: pH 1.2 120 50r.p.m.:pH 4.0 120 50r.p.m.:pH 6.8
100 1 sxEnAvER 100 |- 100 : 3
(60> 129 LA, | F7 g S U
o | 12053 12%LA) s | T : 80 | 7
3 I 3 3
= >
S 60 % 60 | ’ I EEAERL
5 2 ZHAUEH £ (105> % 150517,
= .0 2 (f2=49.9:11.25%), = 1 4553 +15%AM)
dr 225043, 33.75%}, o
5 45.00%)) .
20 e RS 20 | e z%iﬁéﬂﬁll 20 e R
e stERE ] -
HERAH tERaLH| F —— RERWA
0 0 ot L ol
0 20 40 60 80 100 120 0 10 20 30 40 50 60 0 20 40 60 80 100 120
Time (min) Time (min) Time (min)
120
50r.p.m.: 7] 120
rp.m.: K 100r.p.m.: pH4.0
100 100 T T—
80 20
2 " 3
> AL sEAE ot s
S 60 f ﬁ?)?ﬁg&um 2w TR
2 2= . 2 (2043 £ 15% LA,
5 4553 +15%LIA) ] 2543 +=15%LIA)
= w0 = w0 B
20 e FRAE T 2
—— ELER DA
0 0 L
0 20 40 60 8 100 120 0 10 20 30 40 50 60
Time (min)

Time (min)
2. {Z#EaE|, RBREFOE FO/00F 7Y FOBHEE (FHELIZERE)
BHEER N RIVE KPO%IGRERNE & HRBUBOFBRHEDE. {2 FIRENH EHRUBOBAHED SKD 1.
g
55 16 U H AR 758 2 B D SN/ E N BEIZHE L 5.
Ty A A 3045 85% L (I N A v Mk, 100 rpm, 7K 900 mL)
viazaaF7 YR 455 80%LLE (IS 2 » M, 100 rpm, 7K 900 mL)
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BRRD @V y A A50mg, B RFrrsaougs7 Y R 12.5mg
BB . 7L 3 A Y MidS$E LD (MSD #Riatt)

AADNE|

AYIVe NECEREE LD [EF 4]

GERRGET | FFRREAS

SUERFGEARERR 1 2014 2R 14 H

B : 74V Aa—F4 v 78k
B 74NV a—F4 v 7%

Ay h&ES : AMNI6H

gL FiEda$E LD
[E£F%] 1§Eh?

e va— 2, FJMOARA, WA TNV T ATy T, AT T VBRI AV A, T
AO0—A, vrFaoxyruiltra—x, BLFs, prruaay

7L 34 MidgsE LD
14eh®

o — 2, FEARRY, WO TNT 7 —AbT YTy, AT TV VERIAYIL, T
DAO—A, b RFaxisuobilbiua—A, BtFv v, ALFon oy

a) %05 0%,

b) AL D FIH.

RS R
HE W L SEPE O B 52 BB & HOBE L 72 & X, Cona J2 U8 AUC DR B0 I 0035 0> 90% I3 MK I ASTE AR PN (0.80~1.25).

b hEER

FRAERGH,

1) M as iy iRz leE

1000
900

R

ABA, & 15t 46 BORBRAT IS RS L.

1000

HERuH

000 | o {EAEBUF) -
3 | —— SER AU 2 2
2 oo 2 £
£ s | 3 3
5 a0t T BRI 5 :
§ 300 § S
200
100 - -
0o 4—=1 — 0 12 18 24 30
é 6 12Tme <h1)s 24 30 6 1T2‘me " 18 24 30 Time (h)
3 1. {2AERF| & HBRAUFOFHMBEROYILZ VIEERUE 4 DHERE O MFERERE
2) IfifEhe FarzaaF 7Y FigEzille
400 - 400 400
350 | 350 | REL 350 | SR
R 300 300
. 300 ¢ s eEa _ t _ L
2 —— REREH| g 2
B 250 | B 2 20 1
-f% 200 g %
HERY! THELBERE H g
S oo |- : 8
50 L
0 ‘ : ‘ ‘
0 6 12 18 24 30 0 6 12 18 24 30
Time (h) Time (h) Time (h)
X 2. {ZaHE & RBRAUKOFHNEPE FO7O00F 7Y REEROE~ DRERE O MFREE
1. EMEIRE/INT A — 2 (FHELIZERE) RUOBROFHEDE
NG A—F L e ) AR SR DT D7 (90% E X )
Comax, ng/mL 24790 = 132.80 | 248.78 + 127.84 1.0328 (0.9164 ~ 1.1641)
AUCqs0n, ngh/mL 488.43 = 149.85 | 488.80 = 169.26 0.94 (0.84 ~1.05
1) ¥y 0-30h, NgN/M ( . )
. tmax, h 1.6 + 1.1 15+ 1.1 A )
(BELER) — -
22, h 19 = 0.3 1.9 = 0.4 A e
Comax, Ng/mL 9247 £ 26.72 94.30 + 28.00 1.0176 (0.9639 ~ 1.0743)
9) v FmzunF | AUCosn ngh/mL 592.63 + 107.58 | 605.67 = 107.13 1.00 (0.90 ~ 1.11)
TYF tmax, h 2.7+ 1.1 24 + 0.9 A I )
(BELH)
200, h 88 + 12 86+ 13 e

a) ‘TFHEORE (5

77

142
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AHEE (BEEN)

B IZEE) O LLg RS R
Ty Y)Y L WA O IS E) A pH 1.2, pH4.0 (50r.p.m.), pH6.8 RUKIZOWTIFHLL TV 5755, &
Bt pH 4.0 (100 rp.m.) (2D WTIEEB L TW 7w & HIW L 7.
vrozood7 YR WRAOEHRZEENILRB pH 1.2, pH6.8, KK pH4.0 (100 r.p.m.) DWW TIFHEML T 2525,
SR pH 4.0 (50 rp.m.) 12 OWTIFHBL L TV 2w & HF L 7.
1) a¥ vy rhysa

120 120 ¢

50r.p.m.: pH 1.2 50rp.m.:pH 4.0 120 50r.p.m.:pH 6.8
100 1 smphsEql 100 -
(605 +12%8, T { L\ AT
g0 | 12053 £12%LAA)
80
E o BRI 3 L4 3
S 0| eaas ; 2 EBAER S ol EWAED
g HRMA A 2 (f2=87.0:45%3, 90, 5" (1550 15% LU,
= 4 - 12053, 180%3) S ol [T sosEisenm)
20 b 20 L _,-" o {EAE G
‘ —— BB
0 ) !
0 20 40 60 80 100 120 0 30 60 90 120 150 180 0 o 15 % 5
Time (min) Time (min) Time (min)
120
1201 50rp.m.: 7K 100r.p.m.:pH 4.0
w !l T Je 00 e e
80 80 [
o o
g $
5 60 FEEAER S 6ol FEFHFELL TGN
2 (105 159% LA, 2 (£2=40.4:154, 304,
s 3053 %159 LLP1) = 4553)
e FEAE B e FEAEBUR|
® —— B a —— BB
04 04
0 15 30 45 60 0 15 30 45 60
Time (min) Time (min)

1. Z#8FE|, KBREFOOYILEZHY) 7 LDBEHEE (FHELIZERE)
BHEER D /INRIVE BFRDO% ISIEERE AR OTIDAHEROE. 12 IIEERF EABRBEIOBHE, Sk 72,
2) vrogrzuuFr7Ir

120 50r.p.m.: pH 1.2 2 50r.p.m.:pH 4.0 120 ' 50r.p.m.:pH 6.8
100 | 2 AE{Y 100 L p . 100 F
(455> +12%LLA, T T Ny S
0 | 12093 £129%LIR) s | w0 |
o ¢ 3 T o
g > I 2
S 2 o0l [ mmsEpLTOLL T "
60 %60 L/ i L i .
g 3 [ (12=38.3:15%3, 3053, £ JLEMAEE
- = 4545, 60%3) - L (155 =15%LLA,
= 40 ) s (LY ' T owl i s0mxi15%mm)
- ‘ . 7
e fE i / o FEHEEI
20 %ﬁ% 2 ]/ —— SEREUH| 20 b 4/ R
—e— GERILH 1 —— HEREAF
0+ 04 04
0 20 40 60 80 100 120 0 20 40_60 ,80 100 120 0 15 30 45
Time (min) Time (min) Time (min)
120 ¢ 120
50r.p.m.: 7K 100r.p.m.:pH 4.0
100 [ 100 B -
80 80
< 3 SRR
T S 2 w0 £2=43.1:15%, 303,
2 [ ZEEHEELL 8 45%)
© [ (155 = 15%LIA, s
= 40t 3043 £15%LLPA) 40
/ o T HE B o FRAEBUR|
ol e " e
—e— ERER LA —e— SEREA
04 04
0 15 30 45 60 0 15 30 45 60

Time (min) Time (min)
2. 2|, ABREFOL FO/O00F 7Y ROBAEEE (FHOELIZERE)
BHEER [ /YRIVE PO % RERK CHBREFIOFIYBFHEDZE. {2 ($FERE & RBRBUHOBHEDL SKH 7-.
R
5516 GUE H AR 4 2 B2 0 SN E B ICHE L 2.

TNy AU A 304 85%LLE (HEE/NA S v Mg, 100 rpm, 7K 900 mL)
vrorzuaF7 IR 454 80% LI (Jnl#E/N A4 v b, 100 rpm, 7K 900 mL)
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BIESD v VY AY Y AS0mEg, L Rerzuusd 7Y R 125mg
EHRF 7L I AV MEIEASELD (MSD #halistd)

AADNE|

AYveREESEE LD [YD]

GERRGETT | MASHBER
SLEARGEARERE 1 2014 F£2 R 14 H

B : 74V ha—54 v 75
B 74 VAT —F 4 75 Ay &S : AMMC5M

gL FiEda$E LD
[YD] 1&g

FHEAFY, eV a—R, HH5 TN T —IbTF Ty, WKTAMR, ATTV VB TAT T A,
vraxyrortkro—x, BLF¥ Y, eFara—2, ZLr, HLFuosay

7L 34 ¥ MidgsE LD
14eh®

o — 2, FEARRY, WO TNT 7 —AbT YTy, AT TV VERIAYIL, T
DAO—A, b RFaxisuobilbiua—A, BtFv v, ALFon oy

a) %05 0%,

b) AL D FIH.

EFHIRF R

HE W L SEPE O B 52 BB & HOBE L 72 & X, Cona J2 U8 AUC DR B0 I 0035 0> 90% I3 MK I ASTE AR PN (0.80~1.25).
BREL, BHNE 2D Cg 12DV TIE, SBRBIS 20 450 T o 285 5, IO TIIMO AN HRBN (0.90~111) T

MBI HFHP L T 5.
b ~atER
1) AR B, &K 18e% 29 HOBER AR IS ARG L, miEh YLy VRE L2 e
1000 1000 - 1000 - )
900 | 900 rEAE B 900 - EHEREAI
800 | o ARAEBUFKI 800 | R 800 -
2 700 —— S ER AU 2 700t é 700
E" 600 \g’ 600 £ 600 -
S s00 | & 500 | % 500 |-
£ #E £ € 400 [ M
% 400 - TEELFERE 8 400 - g \‘
§ 300 1] é 300 Fll\ § 300 I
200 200 200 |
100 [ T 100 100y
ik o U
’ ot 2 4 6 8 0 12 ’ 0 4 6 8 0 12
Time (h) Time (h) Time (h)
1. R HEBRAF OFHMEEROYIL & D IEERUE < DHERE O MFEEE

2) FRYEERGH],

400 400

B, & 15E% 12 M OMBERASEISHERERS L, mithe ForooF7 Y FREZIE

400
3t 1 sHERE
350 - 350 | TREERA 50 | SERAF
R 300 300
3 —— BUEANA 2 2
B 250 B 250 ¢ B 250 f
S 200 £ 200 | S 200 |
® ® ®
s g &
£ L EHERERE R £ L
§ 150 § 150 150
g g g
o o o
© 100 | g © 100 S 100
50 ] 50 ¢ 50 f
0 3 V\ I T 0 L n 0 T T
0 6 12 18 24 30 36 o 6 12 18 24 30 36 o 6 12 18 24 30 36
Time (h) Time (h) Time (h)

2. BEKE| CHBRRFOFIMmMFEFE FO/O00F 7 Y FEERUME~ DHERE O MFEFEE

x1. EMEE/INT A — 2 (FHERERE) RUGBOFHENZE

INTGRA—% e | AR ) I DOFIED 2 (90% 5 FEX )
Cumax, Ng/mL 249.96 = 86.65 | 261.35 + 140.71 0.9692 (0.7949 ~ 1.1818)
AUCq1on, ng-h/mL 457.14 + 99.67 | 468.08 + 154.21 1.0012 (0.9490 ~ 1.0563)
D ayuy prepr—
(BEEH) tmax, D 13 + 0.9 14 £ 0.6 BAE
- 2R, h 2.1+03 2.1 + 03 A
Cumax, Dg/mL 88.88 = 17.50 85.39 + 24.80 0.9483 (0.8437 ~ 1.0658)
2) v ForzauF | AUCysen ngh/mL 582.80 = 99.75 | 585.10 * 126.84 0.9973 (0.9035 ~ 1.1009)
7Y tmax, h 26+ 09 3.0 +07 R Y
(BEEH)
200, h 79 = 0.7 79 = 0.6 Y
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