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Wiss 7°I/ﬁ‘if“J fODfE 7°l/7’7‘i§") ‘fO“Dfi
25mg[ B 7/ | 50mgl #H 7/ |
AR | 1gEd s FLANY v 25mg | 1R FLANY Y 50mg
D-vv=h—=, A VYINVKAY, TEXANVT 7 LA
wmH) Ay D-Ry= b= MUETIATF YT IR, A2
FUH—A, N=Y ¥, TR ATTV VB IAT YA
Wi, 7"1/77“1‘0 fODfi 7’1/7’7“7i") ‘/_OD?E
75mg[ HH 77V ] 150mg[ ®H 773 ]
B | 18Ed - 7L ANY) v 75mg | 18EH S LANY 0 150mg
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6. AERUVAE

(R EIEERE)
JEL RAIZEIHEE LT L AN Y1H150mg% 1H2E2 55
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WS %0 b, e, ERICE VBETHET 225, 1HREHER
600mgZ iz 22 & Ly WINSTH2MNZ T TR G- %o
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JEHE. AN AHEE LTT LAY Y1H150mg% 1H2
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(R EEMER)
2LTF=y M ENT
VAN >60 >30-<60 | >15-<30 <15 BT
(mL/min) )
LA | 150~600mg | 75~300mg | 25~150mg | 25~75mg
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ORPLIE U CMHEN OEBE T 5 2 Lo [16.6.3 2]
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141 ZHZNEFOEE

14.1.1 PTPEEOEAIPTPY — P ALY ML TRET 2 &9
fEY 52 Lo PTPY— bORBKIZ L ) W EMA A RS
BEAHIA L, BIId 229l % B 2 L CHERS A 25 0 T % A HHE
EMETHIEDD S,

14.1.2 KFANZH O LI 08 THER 2 0 S & 5 LS 5720,
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15.1 ERER{EA(CE D < 53R
15.1.1 W/ CElE SN2 ARH 2 G L BROPTADAIICBIT 5,
TAD A BHEREEZ TS L L1990 7 5 1 K B i R st
OBHFHERIIBNT, ARSERLCAREROREBLO) X 7 53,
PLCADPAKDOIRABETT IR EEE LR L TR2MEE L GITA
M ABENUTEE £ 0.43%. 75 EREE:0.24%). PLTA»AEDNR
MEETIE, 7T RBELRI000AH72D1.9ANZ W ERE SR
(95%MEHEX T : 0.6-3.9)0 T72. TADABEDY T/ V—FT
X, 7T RBEIARI00AD 720 24N W EFHES TV DT,
I AFNINTHTADPAEE LTERBENTVEY, AFICHIT LA
FI DR - R AL RIREREE VNG, AR (2 BE S B 1T o
15.1.2 WEHICBE S 2 LB ARG IZH ST
WS, ARF R IR S 7 B TR OE B AT B IS HS S h
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15.2 FEREEAREABRICE D 155k
15.2.1 24EM O~ 7 ADAFERBIC B W T, KBEMAETO
e PRHRE O EOBHEICH YT 2 AREOHEGIC X
0\ HRARAE I INAE RIE O S8R ASHEIN L 72 & MG D 57
15.2.2 24EM D 7 v P BSAFEREIC B W T, ABEMAETO
e PRHRE O EOBHRICH YT 2 AREOHEGIC X
D, EETVE S Ty MMIEHED SN B M O BER)
WMLz 0MERD5Y. 20 T v bEHWZZEERSAER
BizB VT, KEEARTOUC-F L FN) v BRI E O 1
MER T E A LD 5NBETH o725 T v MK
UNB238 [ S AP G- S BR T KR IS 3 B B R0 S h
drolze RICET AEIEHOBEHKIZ TS LREL Y &L,
AR EEE 2 S L L2213~ 165 0 7 5 & KR
KB GRERDEA) D7 5 L RBETIZ3.8%I2xF L. AFHIEE (150~
600mg/ H) T10.6%, RHi#5- R 5 (SRERIEE) TIX10.2%. #
MERRIIE 2 30 R & L2 16AM S 0 7 e Rt IREo 75 &



AREETIE2.8%12xF L. AHIEE (300~450mg/ H) T9.2%. FliHk
HiBRTI39.4% THh o720 [8.4 ]

15.2.3 17 v M OZhnig L MBI 2 BBV T, )
KEFRH R TOVIge MREFEREO8MH L EOBRERICHY T LA
OB LY | JRBIE ORABFED I L 72 DM DD 5V,

16. FEYBHEE

16.1 MAiRE

16.1.1 BEIZS
HARNERER A, 7L A3 250, 1000 200, 250 K U°300mg (4545
RO %l AR BRI 5 L7z, B 549 TIE CCmax 2 L.
Tr203FI60F ] TH - 720 Cmax L NAUCo-»1E, 300mg F T wfipH <.
AR HEI LT L 72Y,
e hat Cmax Tmax AUCo- T2 CL/F  Vd/F Ae
(mg) (ug/mL) (b))  (ug-b/mL) () @h)  @© (%)

50 2.03 0.67 10.7 5.98 4.72 40.6 83.9
(0.40) (0.26) (1.1 0.65) (0.44) (4.9) (5.4)
100 3.56 0.75 20.4 5.66 4.93 40.3 95.0
(0.67) (0.27) (1.3) (0590 (0.35) (6.4) (2.7
200 6.35 1.00 43.2 5.93 4.64 39.7 91.8
0.73)  (0.32) (3.0) (0.32) (032 @7 (2.6
250 7.18 1.17 49.2 5.57 5.15 41.0 95.6
(1.43) (0.52) (6.1) (0.72) (0.6 (3.8)  (4.4)
300 8.25 1.08 61.7 5.80 4.91 40.9 97.7
(1.36) (0.38) (6.3) (0.62) (0.52) (4.3 (7.3

MR G- 25600, SFIfH (BEfR 22)
Cmax © iz e LAE P B
Tmax © ¥z i MU P S IR ]
AUCo- © IILAE i - IRE R T T
Tz I P08 0
CL/F: Rposyr )75 A
VA/F : BT 054 558
Ae(%) @ a4z 51460 B £ TORZLAD SR
16.1.2 Rig#S
HAR N A7 L A28 210150 % 0N300mg (%% 5-#:81) % 1 H 2[1]
7H M BAERE I8 U7 e, P - $24 ~48IE M T HIRBIE L. %57
HHODT1203 2N E16.025 0%6. 31K TdH - 720 #5-7H H DAUCo-1213,
BEEIHHOL AR TH - 725,
Cmax Tmax AUCo12 Tz
(ug/mL) (h) (ug - h/mL) (h)
S1H BB7TH  SB1H BTH IH ®TH IH HT7H
1H150mg  4.23 6.30 1.3 0.9 22.2 31.6 5.11 6.02
(1H2m|) - (0.72) (0.74) (1.1 0.4 (1.9 3.6 (0.69 (0.47)
1mI300mg  8.82 10.3 1.6 1.6 42.1 58.8 5.42 6.31
(1H2m) (2,34 (2.3) (1.0 (0.8 (6.9 (10.6) (0.87) (0.54)
SR (BREfR ) . %4861
16.1.3 £FHIEFMHHER
(FLH/NY > ODE150mg[RE T /1))
7L I31) 2 OD$E150mgl R 73] &) ) A 0DFEIS0mgk 7 B A A — /N —
FICEY, HFERABFICZhZN1EE(T L AN & L T150mg) & fT
BAIEEH G- U RZEAURIRE A L 155Nz E)iE T 2 —
% (AUC. Cmax) 22\ T90%1E FE X B2 TRERHFNT 2 17 - 7245 4L log
(0.80)~log(1.25) DHPANTH 1) WiH| DA AR ESFEDHERR S 7,

HERT A =5 BEING A—F
AUCo-36 Cmax Tmax Tz
(ug+h/mL) | (ug/mL) (h) (h)
K| 7 LHNY YODEE 32.265 6.004 1.01 6.40
7{{ 150mg[ #H 7 73] +3.529 +1.283 +(.52 +(.82
<
M | 5 0Ds1 31.822 5.825 1.18 6.36
il ) ) % ODSE150mg +3.554 +1.395 +0.43 +(.87
T LAY Y OD§E 32.737 5.503 1.10 6.22
Zjé 150mg[ & H 7] +4.133 +1.349 +(.60 +(.69
i
32.825 5.764 0.92 6.18
RRR foe
) 1) % ODSE150mg +5.115 £1.387 | £0.40 | =0.74

(P = R 7E. K% LTI n=22, AT n=21)

- K7 LT

8
—o— 7' L N »OD§E150mg [ i H 73]
6 --0---1) 1) 7 0D$E150mg
g T+ FEHAR S, n=22
<
)
2
=
=
z
%
g

0 6 12 18 24 30 36

P OREE (h)
TR
8
—o— 7L 731 »OD$E150mg [ i H 7 /3]

6 --0---1) 1) 70D#E150mg
;,E\ Py = R, n=21
E)
3
-
=
&
®
£

0 6 12 18 24 30 36
5% OWEH (h)

MAEFREEEIE ONICAUC, Cmax¥:0 /35 X — 1%, #li O, Ko
FREUAIEL - RS OB IS & > TR DN D 5.

16.2 TRIR

16.2.1 BREOFE
HARNEFRBALIBNZ BT, MERELERZICT L AN 2 %150mg it
Al FE 4% 5 L 72 g O Cmaxid 2 214,95 )2 0°3.22ug/mL, Tmax{30.947
F O3, 37HER], AUCosld N ZN31.21°28.8ug - h/mLTH -7z FEHEHK
HAZB W TCmaxid#35% M F L. Tmaxidf2. 4R HEEE L 7225, AUCo-
DI TFIEFRI8%TH - 728,

16.3 9
HARNERER AN, 7L A8 250, 1000 200, 250 % U°300mg (454 5-
HOH) % ML H R 4 5 L 22 BE 0 BT o 43 Ai R (VA/F) 1349
AL TH o720 FLANY VIZMERICEAT L. IEEEEE IR 5 4xifrf
WEDIIE, 0.76TH o720 TLANY Yid, 0.1~20ug/mLIZB VTl
BB, FEALKA L7291 (n vitroiRl) o

16.4 &5
TUANY T A ERBE 2T v, HeEEA (PHELA6H) 12MC-7
L AN 2 100mg (107.9uCi) #4658 IR IS 725U GE D #999% %%
REARTH 5720 RFICHRBEINATLIN) COEERBWTH S
N-A FIOVFHERIERAINIH G2 D0.9% & L TR S L 7ze In vitroili
ZBWT, LAY »159ug/mL (ImM. 600mg/ H % 5- D 7 IRED
Cmax®#10£%) TCYP1A2, CYP2A6., CYP2C9. CYP2C19. CYP2D6.
CYP2E1JL OSCYP3AMNIHF % BLEE 380D & e ap o 7291012,

16.5 HEft
HANEREE AL, 7 L7350, 1000 200, 250 % U°300mg (44 -1
6/1) % i FLHE I R LIS L 72K O CL/F134.64~5.15L/h TH - 72
Z ORFOJR P PEIH1383.9~97.7%TdH - 72

16.6 HENEREZHT2EBE

16.6.1 S
SEREATOT ~ T8 D H AR NEHE S M & 6B 7 L A3 »100mg % Hi [l %
25 U720, Tmax{E1. 4R, Ti2136. 320 CTd - 720 AUCo- JL Y
Treld, REHEIEESIHE 7L H 3 2 100mg % YWl EE 1% 5 L 721 & bk
L Th MR TR T 2 WAA%EE S vz,

Cmax Tmax AUCo- Tz CL/F

(ug/mL) (h) (ug + h/mL) (h) (L/h)

e 3.24 1.4 26.6 6.32 3.82
R (0.55) 0.5) (4.3) (0.82) (0.65)
filt e 3.56 0.75 20.4 5.66 4.93
Elge e (0.67) (0.27) (1.3) (0.59) (0.35)

ARG %660, PIgfi (B 2E)



16.6.2 BipcEERE

(1) B A e D70 B R E 2661 % X G, 7 L AN v 50mg % HLARE L 5 L
7ol BRI T IS > TTed R Ly AUCh-=2 L 7z, CL/FR O
B2 T7I Y ACLO)RZ LT F=r2) 75 Y ABIL72Y BHEAT—%).

JLVTF=V Cmax Tmax AUCo- Tz CL/F CLr
VT IV A (ug/mL)  (h) (ug+h/mL) ()  (mL/min) (mL/min)
>60mL/min 18 100 15.9 0.11 5.5 4.9
(n=11) 039 0.2 @y @28) 176 (23.6)
>30-<60mL/min 153 129 28.2 67 306 154
(n=7) 029  (0.39) (5.0 @n @3 &)
>15-<30mL/min 190 193 523 %0 167 9.23
(n=7) (0.62) (1.48) (11.7) 6.7) (3.9 (3.37)
<1??:Ll/)m‘“ 160 100 101 87 830 4.30

eyt 0 50mg (HLA)) . Il (B (R %)

CLlr: 27V 77 R

(2) BERZEYBRERET
83BIDHIRF (H A NATAB % & te - MEHEBERFETOR, Hi RIS e thietia 1
H26B, HEIRIE AR R AR RE P 9 S % A7 3 5 B 15400 [ OSAE i i
E B H22400) B xb G & U CRHERIZE Y B REMAT % F20E L 725 5, — IR
EEL1I-a V8= AV PEFVSPME SR, R E L CCL/FIZH LT
JVTF=v )T 5 v A(CLer) LUK, VA/FICx LTBMI, #AH
RE, WO E SN205, TUANY v ORI R E 5 2
AHHFE LTECL/FICH T ACLer NEHEETH D EE 2 Hi/z, BHREREREE
HBEIZBWT, CLerDIEFIZX), FLH ) YOCL/FIMETF§ 5720,
CLerfiz % & L7- Mk - HROMREALETDH 5.
F 7o HAR A O SRV AR Al 52 A S i B E 2B W T Cler s
30mL/min2k F60mL/min A&l T LT A EBHIZT L AN »150mg#x 1H
2] AR 1% 5-(300mg/ H) L72 & D EHIREEIZ BT B AUChH12(AUCo-12,55)
DEFMIEHHEEMEIZ. CLerA60mL/minh EOEHIZT L A731) »300mg
Z 1 H 200 SRS 4% 5-(600mg/ H) L7z & & LR U Tdh o720 CLer*30mL/min
LI E60mL/min ki B E BT AT LA N D 2) 752 A&, Clerd’
60mL/minbh EDEBH DK TH o729 [7.2, 9.2, 9.8.1 BH]

ILTF=Y - AUCo12.5 CL/F
IUT TR e (ug * h/mL) (mL/min)
>60mL/min 1[300mg 75.5 69.2

(n=31) (1H2H) (17.1) (13.8)

>30-<60mL/min 1150mg 80.3 32.3

(n=14) (1H2im) (16.5) (6.34)

P (R ff 7)
16.6.3 MEEITEE
MEBEHT 22T TV BEEERE 1260127 L #28Y) »50mg e JLIRFRE 155 L7218,
AR IMHENTIC & O M3 7 L A8 VB3 #50% % TR L7ze 20
BOEN 2T T ¥ 213192mL/minTdh - 729 FHEAF—%), [13.2 BHE]
16.6.4 BILIF
PER12:A M DL E o 3L (1061) 12, 7L A3 »150mg % 1285 & & 12
¥ 5-(300mg/H) L7220, 7L AN VIZHFLICBIT L. #UhoEwIR
REIZH T 2 PR, BRI ORT76% Th > 720 LD TP REFLIE
I #150mL/kg/H EARET B &L FLHNY Y OFLRADIAH 720 D
IR EE 130, 31me/kg/ H (R HARE 5 5 & BRI 5RO #7%) & HEE
Ehz? BHEAF—%). [9.6 3]
16.7 EYHEIER
TN JiEEE UTREED F FRAICHHES L, & Ml2BWT
FEAERESNEZ R, FRMBEEAICDEEG LAWY, 7L
AN v HSIERYAN T % 5] &2 & 30 fg 1R (SHE A7 — 5 ),
16.7.1 HNNRF
TVUHNY 2 EHNRYF ¥ OFEYMTEAENOW T, AL % 5
LT VAN Y100mg L N H N Y F 2 300mg & Hilnlfx G- L 7-3kBR. 1
OERRE R N 18I 7' L #7232 100mg B S H/8 R ¥ F » 400mg % A5 5
(¥ H5-Tibe - SHEMD) L7zl a 920 L CHa L7zo ZofE i, Mm%
UREHGOWTFIIIBWTL, LA YOI > TH RV F
Y OIEWBREIIEAL L otz Thow TLANY ¥ OWRNGHIE LA /X
YF K o THEPIAET L7225 WU ISR R h o 721,
16.7.2 OB EE (FE/ IVIF > FACROIFIIIZANSITF—ILD
=3
RSN 216090 % 5 QSRR TREAESE (WE R/ v =5~ > R a » Img L OV =5
ZWVIANT Y F—10.035mgDAHILALE) & 7L AN ¥ (1H200mgl H
3l)) ZFEEICROR S LR, 7L AN YO v eF o Faro
CmaxiE 7 LN IR & R L T2 b3, T LAY Ui HRED

AUCo2lE 7L A8 2 IEBRIRE & JLE L T16%3 L. 7L ANy i3/ v
IF RO ORISR LY KIS B o7ze TLHN) VMO
FZIWVIADNT VI =V OCmax t FAUCo24ld, 7L A3 ¥ IEfEIE & L
L TENZNE% LB, TLHN) VRIF VIR NT T F—
W OSEEREIZ B A RIS hh ol Ty BIBHTSIZ 7L AN o
AP (b T 7B A AT S e dp o 72192

16.7.3 A5 H/NA
TERER 12612 R RIS 7 L #73) » (1I300mgl H2[) % JAERE 19 5%, |
5 €84 (Img) & BEHITE G- L7221, 15 /8 A0Cmax e FAUCo-=ld, 7L A
N IEDEIIE & H L TR E 6% R D% L, LN viga s ¥
INLADIEWBRE IR T S otz Fh2 BT ENABEHIEO T L AN
) > OCmaxid. TFE/SAIEGEHIRE L 2% L. AUCo12131.8% (%<, 15
ERAFT VAN v OIEYERI R -2 e olze TN v aT
ERADOHNC LY RIS S OSHLRE BB FE L 3510 2 BOGHEE R 145 3%
SEAS, ML SRR AR T 3 2 R 25280 H i 7z,

16.7.4 A#¥>aK>
FEHERR 1260 2 5527 L 78 > (1181300mg] H 2181) % SOSE#E 13 514
F %33 F ¥ (10mg) % oG- L7z, 2 2 F ¥ OCmax  IFAUCo-
& LAY VIR E L T ENENL 1%KL O9.5% A L. T
LANY VIEFF 2 a N oEYIREISEER RIZE o, /20 F
F3a FVPEREO 7L A3 Y OCmaxid, FF 33 FUIEGAKEL D
4.5%%% 5 72h%, AUCoiZFRETH Y, FFa FrixrLirinyg v
DY HER G2 R otze TLANY) Y EFFT AR OIS
X0, RRAIBERE K O SE BB AR B 1 B BUS R IE R IEA %505, A
G THIMIIAR T 3 2 @im 253880 & 7z,

16.7.5 T&/—Jb
e N 1361 %2 xf G127 L 8 > (11a1300mgl H 2181) 2 RCE R 1% 5
%y =% 7= (0.70g/kg) ZPEHES L7z, =% 7 — )V ®OCmax K ¥
AUCheldy F LAY ¥ IEGEIRE & Il L T2 N2 N8.9% K 089.6%iK
BL. TUHNY PGy ) — VOSEY BRI E Y RS hh o7,
F70 1y =V T L AN Y OCmax K FAUCH21d, ¥ /) —
JVIEDE RIS & LR L CZ2NZEN21% I 1% 0o 72hS Z O EIR
ML R DAETRERVEEZ LN, TLANY &2y ) — VOB
WX 0. FRAIBERE R OHLGEBIBEAE 12 351) B PUGHE R A 3R 578, I
FHE G- LA THIMI AR T 3 2 2580 5 722,

16.7.6 7Tz = k1>
7 = MM Y HAOMEFE G X VIEIRDPLE L TO B RARTTAPA
BE10B 2RI T L 3 » (1I200mgl H 30 % SAERE % 5 L 720,
TVUHN) 7 2= M OMEEREE (T 7#) IS EE LTS T,
FT7 2= M YD TVIHNY OSBRI L G2 o 72,

16.7.7 AIVNTEE >
AN LY v HH 2 RS SN TV B IRATAD»ABEL26 % 14
W7 LN v (101200mgl H3M) % AR S L2k, 7L ANy »
XA NN LY Y B OZEORHY (10, 11-2 8 F 2 M) o e rp g (b
FIE)ITHEE RITET, ALY v T LH N oEYH)
BISEBE G 2 e ho 722,

16.7.8 /NIL 7O
SV aEEF M) AHEE RS S TO LA TADABE 1260 % 5 5
W27 LN v (1RI200mgl H3IR) % AR G- L7z, 7L AN vidovn
T OBEO MG (b T 7MNEEE LT ST, F 0 7a@Bb 7L ANy
v OFEY BRI B R 52 e dp o722,

16.7.9 SEFUEX>
F%E M) F U R BRI TR G XM TR BRATAD ABE1260 % 52127
7 730)  (1E200mgl H3M) % BABRE % G- L7, 7L AN SETE M) F
S OMAERIEEE (T 7N EZ RIFE ., $2IFTNIF VLT LANY Y
DB B A 52 e tp o722,

16.8 ZDfth
FL A3 »ODEE25mel RH 723 ], 7L #31) »OD$E50mgl iH 773 |
O 7L A3 »ODEE75mgl BH 778 1, [ At 2 2 R O BB RA 0 4
WA R SRR T A N T A~ (Pk244E2 20 H A AL 7022945107)
12D &, LAY Y ODFEIS0mg I 7 /3] 2 fRe il & Lz 8 &, %
AL L AEWEMICHS L AR Sh7,
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17. ERERAGIE
17.1 B RUORLMHICET 255
17.1.1 BRT 7 R B

WAL BRI R A X G & L7138 5 00— B M H BB 351
T, R T 2 BRI ORI 2 I T EFEO L BY TH Y,
TV AN 2 300mg/ HEE K 0600mg/ H#ECIlE 7 7 & KRB & Lk L CReit
A R AT B LFB

GV LB ORIEMIEBIEIE, 77 £ RBET51.6% (128/24861)
TV IN) VRET82.4%(206/2506)) Tdh o 720 ERIVEIE, MR (45.2%).
TFEED £ (28.8%) . REINN(14.4%). A (12.8%) T o720

17.1.2 ERRHBR5HR
RIS T AT P 12600, BRI T AR M e S5 LA ) i B 123
B, e A 10651 LI R PR R i i CRF BB S, i
PRI, SRR BE S P2) A L0361 2 i G & L 7= R lide 538

SRR D3 A 2 7o) B (371 B 5238) 1B 1 B9 A O 5REE (0~100mm @ Visual Analog Scale
e , WA | 7oeRrok . THAK XV IEEROIA ERT) OTBMETFROLBY Tho 72,
BEPR [95% 2 ] piH A OMIE (mm)”
Toek | o | saze09 | - - 1] APANE A ARG B BRI AR LR PR
PNl S it 5115 S i e (1 S A A5 S i 7 2
TVLANY ¥ 36 4.8140.20 ~0.31[~0.85.0.23] 0,262 ARG | PR =R | RSP P A+ A A A
Wome/H |\ ] P 126 62.0£19.0 123 52.8+21.7
37(;01/ ﬁ;g v 89 4.26+0.20 -0.86[-1.39,-0.32] | 0.002 12:8 116 35.3+22.3 119 30.0+23.0
0T R A S S 2438 105 34.0+23.0 112 27.7+22.0
TV HNY v
o 97 4.49%0.19 -0.63[-1.15,-0.10] | 0.019 523 9 28.3%22.9 97 24.8+20.8
600mg/ H
a) BB A3 H RR RS 2 9 A 0 HEE2 & 55 L 72 1AM o F 349395 2 2 7 [0 G & A DI (mm)®
% L) 510(Z Bl EZ i dA) OTIERS TS L, A 2 7 AR & WIT LR SEALI T S A G SN
A& R . ] Ey— S Ey— -
af TR R | R PR+ B 2
b) BB R OCLOr &I T ~— A5 4 % OUAIA 37 % SR £ 5 2 ISP I L O L L i
O/ LVTFZY s YT Ty AHEM(CLer) 12 X - Ty 30<CLer<60mL/min B B 106 61.8+23.5 103 67.1+16.6
B#1212300mg/ H. >60mL/min B 1212600mg/ H A5 & 7. 128 104 48.9+23.3 8 44.3%26.9
AR R ORI I, 7T AR HET43.9% (43/981) | 28 101 48.3+23.8 92 46.3+27.1
7L 8 ¥ 150mg/ H#ET57.5% (50/87f1) . 300mg/ H#ETT73.0% (65/89 5238 87 471248 85 44.9%27.0

B). 600mg/ H#ET82.5%(80/97H)) Td o 720 T REIMEMIE, FBIE
BHFEWVEL1%). MHIRE8.6%) . F(12.1%) . RHPERE(11.7%) T
B otze FEEZRMEME, 150mg/ H R CAAEZELH] B © R mIE)
300mg/ H BE L2 Zaldid Je /M o LB (fdis © A8 Asiil S 7z,
BRI AR AL R A ) I 2o R & L 72135 -0 “EE
HBGERERIZ BT, BEEHIHH C & 2 iR il O 2 2 71X T RO
EBDTHD, FLAHNY »300mg/ HEETIET 7 AR L B L Tital
N YA ST,

AR DI A 7
PG R L =0 '\\_7‘:1"@% TR EDE "
e e el I T
U | meme e
TR 135 4.83+0.21 -1.20+0.21 - -
VAZ AV -0.63
* -1.82+
00me/H 134 4.20£0.22 1.82+0.22 (-1.09.-0.17] 0.0075
VAZEAV M -0.74
) 4 4.08+0.32 -1.94+0.32 -
600mg/H" g 0803 91203 [-1.39,-0.09]

d) BB 23 H Rt i 29 A 0 Haba 5 5 L7 LE B o F3999 2 a2 7 [0 G &
L) 510( SN EZ Vil A) OB TRl 4L, A 2 725K E W LR
A ERT ]

e) PGB O CLer g 2 AT, R—=2F 4 Y OERA T &R LT 2505
W O RFEEE DI A T T D= A5 4 U5 DELRICBIT AT LANY »
300mg/ HEEE 79 L RTEL DIz FEHME L)

7 V7F=rr)7J >y ZHEEM (Cler) 12 & T\ 30< CLer<60mL/min ® 4

BF1213300me/ Hy >60mL/min D #BR# 1213600mg/ H 234k 5- S htz,
LAEVERH R R ORIER R FIE, 7T 2 REET36.3%(49/13561).
7L A3 ¥ 300mg/ H#ET56.7%(76/13441). 600mg/ H & T80.0%(36/45
Bl)ThHorze FaEIEMIE. FEhED F v (300mg/ H#E19.4% % 18600mg/
H#37.8%). {4l (300mg/ H#£20.9% % 1°600mg/ H #£40.0%) . A 1k 17 i
(300mg/ H#£12.7% }% 1°600mg/ H #£13.3%). &1 (300mg/ H #11.2%
K O600mg/ H#E11.1%) TH - 720
HRAE I B A R & L7216 B4 G- —E H M ILEBGRER IS B W T,
FUEHIIHH TH 2 HGHIIRFOERA I TIETEROLEBYTH Y, 7
L AN 2B (300~450mg/ H) T7 F L REE L g L CREHFAICH =
BUGENED H B,

AR OIEA 2 79
ErasRii YN, S TR E D
sy | TS TERLOE i
= P S [95% 15 X 1]
75K 248 5.45+0.12 - -
TUHNY -0.44
+
300-450mg/H | 20 5.010.12 [-0.78.-0.11] 00016

o) WA AN H RLIRS 29 & 0 HEED 55T L 721538 M o PI9350 2 2 7 [0 G A
L) 25102 B EZR Wi A) OB TR S 4. 2 2 728K E WIF LR
A ZIRT o]

W EGEEZRF NX=2 74 Y OEJA T 2 AR L5 I HoT

2)0~100mm® Visual Analog Scale THAYA & W T LRV AZ R T o

FEIDAY E 5  CHFARAS 5 B M) 12 50 T AP B 0 O
fFIX78.6% (99/126/) 1278 L, A RIEM X IRBITED £\ (28.6%).
RREVERNE (16.7%) MR (15.1%), AR (13.5%) T > 72
1513 ST 5 SR CRE PR AR R 0 5 i) 1S BTl et
R e DREAE70.7% (87/12300) 12 b AL, ERRAEHIE,
IR (22.8%) . (RTERINN (22.0%) . FPEIPER £\ (20.3%) Tdo o 720
SIS % 5 BB GRAE S ) 12 BV C %2 A PR AR e 0P e P
84.0%(89/106HDIZ DS, LA M E B (26.4%) FRBIPED F 1 (24.5%).
RTHIN8.9%). B (16.0%)Cob 720 HITEDTAEIE, % < ABIETHY,
RIEORIFHERD SN o720
PR 5 R AR P AR PEPEN) 125\ Cy AT S IR R
Ao > THEREDIEAL L 7285 B ATBII I B 721 B L 2RI,
87.4%(90/103FIZ RS, EARIIL, MHIR(8.5%), RERIIN28.2%),
FIIEDF(22.3%), KRIPEPIE(7.5%) Cho7z
17.1.3 ERRHFIERAREERA
FRERG A 2 R & L7216 G- 0 “ HERILEGRRIC BT, £
BERFIEF T S ERNORIATTIE FEDEBY THY, 7L/ 150
~600mg/H)T7 7 AR & HOBE L CRERMEIN A RSS20 S,
PERATTY
e B ON=2T 14
| PLOTELE
B A B
-1.07+0.149 - -

TIEREDE
[95% 15 #iIX [4]]

FUHRY Y
1.6+ ~0.50[-0.98.
150-600mg/tl | 108 1.66+0.157 0.50-0.98,-0.20] | 0.0032

Q) HE OB L, 150mg/ 0 SHIE L, 28 5 Y MIMRE v, ST
WHCE L 7 RIS C A5 5168 F CHERFT 5 2 & & L7

) BEBE A H LI 5 i1 0 HEELO (i 7 L) 4 510(Z UL i ) 11
BBCRPAI S 1L %37 Ak & S EBRHIR &R 5 5T L 22N (16
S DA A DT D= AT 4 0 b OFIILEALEE B SN CHAEL 72,
BHMON= X7 4 b TR =
BN (16 OSH9IEHT A 37 -~ — A7 4 ¥ DFHIERIA 7] X e
FOB I/ 5 (163R)]

OBRGWROMBEWT, =27 1 ¥ OEIA DT RUHHHT 5 BEOF
O A 37 %3620 k5 5 3650
S A PERFAITRS GBIk ORIE I R BUKIE 7 5 K BEC46.7%(50/10761). 7
L AN YRET67.0%(75/11260) Td o 720 ERRINERIZ. IR (33.0%).
FOVED F(17.9%) RIPERIE(11.6%) Th - 720 EIEZEIEAIE, 1K
HBEAEL B S, B L 7

17.1.4 HE 75 £ FHBHR
WARKTS BRI B AR 2 L7 ST BB BT, BRI
H T LA OSATA T T FRO LB THY, WFRORBRIHL
TH 7L /%Y ¥ 300me/ R U600me/ HECE 7 7 KB & L Ciat
SN AT ISR BT,

_6_



- AT OIER AT T
HTRASE | e BT | oL o
CRUETY BB | e | roe repren | PO
O e | ot | P
SMEI RIS
1 TR 93 6.14+0.23 - -
WQHEE [y g 088 |
A .
150mg/H 87 5.26%0.24 [-1.53.-0.23] 0.0077
TV v -1.07
+
300mg/H » 5.07=0.23 [-1.70,-0.45] 0.0016
A AL IV -1.79
4.35%0.24 K
600mg/HY 8 50 [-2.43,-1.15] 0.0003
SMEE T TAHAS:
2 TR 87 5.59+0.21 - -
GE) oy | o014 |
75mg/H 83 5:460.21 [-0.71,0.43] 0.7999
A AL M -0.07
2 .52%0.22 .
150mg/H 8 5520 [-0.64,0.50] 0.79%9
3 TR 81 6.33%0.22 - -
GHEE) [ona | a2 |
1 14+0.22 ) 2
150mg/H 8 > 0 [-1.81,-0.58] 0.000
TVULHINY) -1.57
+
300mg/H 76 4.76+0.23 [-2.20.-0.95) 0.0002
4 TR 84 5.29+0.24 - -
(L R e R N 16 |
A .
600mg/HY 88 3.60+0.24 [-2.33.-1.05] 0.0001

a) BB A3 HFETRT 20 A 0 H 3t & S L 72 AR o SF359 96 2 2 7 [0 G &
L) B10(S UL EAVHEHR) OTERCRITS 7L, 23 7 40K % 0 K
A% RT o]

b) BRL L O« $e 5-8F, Hidt LOCLerfg & f-. N—=2 54 v O¥EfwA 3T &k
ZE e &3 B 3R AT
A2 O3 BB OREZ W T N—=ZA 54 Y OEFFATT AR LT
% LW AT

) V7 F=r )T Ty A (CLer) 12 & - Ty 30<CLer<60mL/min D # 5k
H1213300mg/ Hy >60mL/min D #E## 1213600mg/ H 258 5- S 7z,

AHET OB RERLIC B\ T, R VERHilie S a0 h o RIE S BIZIE 7 5
L ARBET39.8%37/9361). 7L H 31 »150mg/ H#ET59.8%(52/87#1).
300mg/ H # T64.3%(63/98B1). 600mg/ H #: T74.4%(67/90%1) TH - 7,
TR FEIMED £ v (150mg/ H#16.1%. 300mg/ H ##32.7% & O°
600mg/H#36.7%). 16l (150mg/ H#£9.2%. 300mg/H##11.2% &% 1U°600mg/
H#25.6%). AANV:7IE (150mg/ H#£12.6%. 300mg/ H#£14.3% &% U600mg/
H#13.3%) TH o720 HERFEWERIZ, 300mg/HEEZTF 74 FF ¥ —HK
1B, 600mg/ HEEI IR B PE @D /B 5/ 5 069 / AN P 1 /AR
STASIEIHRICHE S, Wb IR L 72

AHEISS T/ MAHGRER2IC BT il R B oRIER SEBI=IE T T &
RHET25.0%(22/88%1). 7L A3 »75mg/ HEEC32.1%(27/84451). 150mg/
HHEETA1.0%(34/83B1) Tdh - 720 ERRNWERNZIF D T (7T5mg/ HEES. 3%
K OM150mg/ H#14.5%) e OMENR (75mg/ H#E7 . 1% K ON150mg/ H#9.6%) . 11
PRI (75mg/ H#ET7 1%} UF150mg/ H #E4.8%) . 59488 (75mg/ H #1.2% M OF
150mg/ H#8.4%) % CTdr - 720

ARESS T/ TMAHRBRSIC BT A EaFfilid S plrh O RIE BT T 7
B AREET39.5%(32/8161), 7L A 231 »150mg/ H # T50.6%(41/8151).
300mg/ H#ET67.1%(51/7681) TH > 720 EARFEIWEIZIFEITED F W (150mg/
H#12.3% % 0°300mg/ H#26.3%) 16l (150mg/ H #£14.8% &% 1U'300mg/ H#
23.7%) FINEZIE: (150mg/ H#E9.9% M 1°300mg/ H#6.6%) % CTdh -~ 72, HEE
ZEWERIE. 150mg/ HREICEEEL, OEMEINAMIGE, OB EATENR /D2 P
SHHEDIBIAGEAS S S Tze SNHDERIFIZOWT, LEMEIIIMGEE, O
FEASEER /B VAR R I, $ETLIE IS ATRERE S 7z,

AMEE T/ MATERERAIC BT RatkaHlia R elh oIS BERIE 77 ¢
RUET36.9%(31/84%1), 7L H /N L BETT3.0%(65/89B0) IZ5EH B, F e
FIVEHNZZBIPED F 2 (27.0%) 6 (23.6%) ARRGPERIE(13.5%) TNz
#(10.1%). §98(9.0%) B O FHAAT(7.9%) ETh o 72,

17.1.5 SE R 5HER
WIS BRI R E Z MR L Lo R 558k (15460, R E312:88%

5. T O2(27561, e R172388% 5) [ B B A O MEOFHHIE TR
EBYTH o720,

5% OB (mm)
FHANE 2 SRS L G2
AHIGIE | PR B | FPGIE | TN B
Erasni) 154 69.4+18.7 275 67.3+17.9

CH | w4 | 28+26.1 | 211 | - 40.3+25.4
o | a | 205+25.1 | 173 | H4x2:49
T 8 | 8.3+246 | 122 | 3B.7:242
ol | 2 | 36.8+23.2 | B | 25+241

2)0~100mm® Visual Analog Scale CIHAYA & W T LRV A Z R T o

BGRB8 VT e thafli e o BIEHIE75.3%(116/154%1)
WCEOLN, ERBERIEIRBIED 0 (20.8%), R FEIEHN(14.9%), fHIK
(13.6%). FHHUC X 2HM55(9.7%) TINFEHEE(8.4%) AR TR J OV (%%
7.1%)\ MEJIHE L OV (£56.5%) S5 CTh o7z, EERREIEMIZ, Fc X 541
a3, FEEPESEIR, SEEDREEE, A N AdE, S MIGE D= P
IR It/ i X BAME/ i & AAME OIS S, Wit
[FfE L 720
Rl BR21c BV, RATERHIN S8 O RIVEI65.1%(179/27551)
RO SN, ERFEWEEFEIED 0 (16.0%), ARRPERIE12.7%) . fHHR
(10.5%) MESIE. S5, ARTBGIN I O (455.8%) H0s(5.5%) 5 Tdh - 720
EEREEG, FHHIEREE, IR IEG/ I o263 A5 S, Eolinls
FZENZEIREE, [ THo720

17.3 ZDft

17.3.1 BEOHEHR
HARNERER A 2 3R & U CHEERE L OVERIC T L AN v & 150mgHi Al
RS L2 Rs 0 BE o £ Vo s 3iE1E, BEE55.3%(1/1961) & 1t
AT 5-30..8% (12/3981) TR o 729,

18. IR

18.1 fEA#F
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