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20234F 12 kET (45 1 1) BAEZEFRRIEES
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AN : 3% FLAHNY > ORERERES
() 1] 1
1)/ 0D 250"
Er Comg BIAf
2 1 S ) 0 "’\"I hd fat=] gr N ’
L Doldll\ 1) =/ 0D 25 15me " RIER,
[1] L1
W Ark N\
L NIV VI o/0D2E150meRIER,
Pregabalin OD Tablets [KAKEN ]
25mgOD$E 75mgOD#E 150mgOD#E
AERES| 30200AMX00810 30200AMX00811 30200AMX00812
) BB OMT R k) M 5 2 & b b 202041213
(REHEERRAE I D & RE)

2. MBI (RODBEICIIBELEVE)
AHN DR LB T O BAEEE D & 5 HE

25mg [ BHF

75mg [FHf ]

3. #ERK - MR
3.1 Rk
e FLHIN) YODEE | 7L AN ODSE | 7L AN 2 ODEE
e

150mg [ FHF

ARG

ek FLiosy v
250mg

18e 7L ANy v
75.0mg

ek FLHNy v
150.0mg

D-v>r=b—), WL, £/ AFT7Y VERZ) &)
Y. F NV, ik rva—R, JuxAERXE Ry, A¥

WH | FAMT VI VB IAY A o) YT MY
LMY, A7 Sua—A, ZIVBEAFTYNVF Y
Ay ATFTY VB TRV A, BR

3.2 WEIDHER

Wiges | 777N X ODE| 7L 2 ODE | 7L~ ODE
25mg [ FHF | 75mg [ FHiF 150mg [FHFJ

A T

ek B

.
HHE 5

D& &

i —
[ERES 6.1mm 8.4mm
JE & 31mm 49mm
B 80mg 240mg
4. SHEEX IR
OMEEEMERE
OFHEBRIEICE > &R

5. WEEXIHRICEET 5FE

GRMEBBIE IS S &)

WAERE OB, REY v~ F #0458 (k) &
HESE D EIR 22 R (2O XHEEICER L. MEZH SN
Il OARET5 2 L,

6. BiERUHAE
(FHEEEHER)
WHEL A HEE LT LAY Y1H150mg#% 1
H2MNZ 50 TR S L. 2o % 1IEM L L2 TLHA
e LTC300mgE THIT 5, B, EHln, ERICK D H
BT 525, 1HIRESEHEIZOmgE B2z W b &
L. W¥NRy1H2BNZ 0 TRITRS-3 %,

BEE, BAEOHEE LT LAY Y1HI50mg% 1
H2ENZ T TR S5 L, ZoH1LEARM E» T CTILHH
& LT300mg T Tl L%, 300~450mg THEFFS
5o 7B, . FERICE D EEMRT 525 1HR&EH
w3450mgwz Mz vz ke L, WINB1IH2MIZ4 T
RELEE-3 %,

7. BERUHAEICEET I EE

71 RH OG- 2 IET 212 AR L LEMDL
M TIREA I ET A2 L, [82 2]

7.2 BREREREICAR RS T HEE1E. FTRIORT
SLTFZv )T Iy AMiRSE L L TAROFRS
BROEGMBZRAGTAZ L, T2, MEENZ2%
FTWAEETE, 2L T7F=r 2075 AEICE
C721HH®mISMAZ T, MaEN %2 FEhE L 72 % IAKH O
BIMBELG- x24T 2 b BEBOHAENRESNTWDY;
HliE, BHE>PSHIBL, ZEMESMER SR, FE
AT o SIcEET AL, B, 22 THRLTY
A - JHEIE Y I 2l —Y g VERICEDSLCLDT
HHEZENS, REFETLICHEEICBEL 2SS, H
W HEZHAES TSI L, [92, 981, 1662 BIR]

(HEEEMHER)

JLTFZ

27T Al 260 | >30<60 | >15<30 | <15 gﬁﬁiﬁ
(mL/min) i
1H 3G 600mg|  300mg 5omg | 7omg
1[8125mg UIEIE??EIg
1\ | 1H3MmE |
W | mg| x| SESEH g | 2XH
1H2M| 1[H75mg 1150m LA g
1A 151@g
1[H50mg i
1m | 1H3ME
MHHE |150mg| ik UIEIEI?fEIg 5% rfg 570531’11[1 zgst
1H2M | 1[75mg e
1H2[m
118[100mg | 1[H75mg
1H | 1H3@ | 1H2E | 1[
R 30me| L | s | 7omg | [0EE
1H 2 | 1[150mg | 171150mg |1H 1] g
1H2E | 1AL

) 2HIZ1M, ARFIB G615 R 2 S 4R ML BT % FEHG L
AN Ial— g VEERICED L,




(HRHEBRRAE (CfF S &)

sVTF=Y NP
2UTFSYA| 260 | 230<60 | 215-<30 | <I5 ggﬁ%ﬁﬁ
(mL/min) =
b | 150~ | 75~ 25~ | 25~
e 450mg| 225mg | 150mg | 75mg
1B]25mg UIEEIZTIIEIg
1 | 1H30mE 1l
PR | 75mg i b [’1< :;2@ 25mg 2550%1@
LH2E| 1M75mg | | 220 |1E 1 &
LALE | e
118150mg 15125
1E | 1H3[mE
R |150mg| ik ”15'57 fglg 5%;}2 57053;‘5
1H2[E| 1M75mg LH 1
1020
111100
LI
|1 125mg | 1150
(BEs e 54 S 1H3Mm 75mg | 100mg
1H 20 EAE I
1H75mg
1021

) 2H 1M, AHI$ 5618 [ e 7 S ARG R I HEAT % F20 L
EHEDYIaL—va VRERICES

8. EELEARNIE

(ZhEEH@E)

81 RKH DG DT, MR, FHkEESE2xD b
N, HEIHEFRICE 720 H 50T, AHESHO
B, HEY B o @i S % A 5 B O B1EICE
FRELRVIEIIEETL L, [11.11 2]

%82 AF AWM ALY G5 P IIC X ), AW, B, FEE. T
Wy NEROLITIESFOBBEIRD D S5 b b 2 &8
HHDOT, HHGEPILT LA, PRl L LER
UEMPFT, BEOREZBIRL 2N ELICHET
LTk, [71 2]

8.3 RANIDBEGIZ X WAREI A KT Z L 25H 5 DT, il
WZIEE L, P oBEsH Sbh a1, A3k,
TEEIFESS O MY 2 E 2179 2 Lo FRIS, BSm oy
e &5 CIZEMESICEVERERNAROSNE &
W L7=0, EWMIAREEN L ERET S &,

8.4 RHOFHIZ X, FHH, HWERY., B, %D
ARRE =4 U AW REMED D 5 DT, &I, REE
WCOWTHBZET)SEEL, BEFFOSNEE
W) 2 iE %2479 2 & [15.2.2 BE]

(R EEER)

8.5 ARHANNC X A fife s Pk O W HR LR IR Cld 2 <
JEFETH L I 00, EROKRIKRE 7 55 EOBW K
WEH 2 PR TIT O, RFIZEBREBRS LT &,

9. HENEEZE I H2BEHICETSIEE

9.1 AfitiE - BIFEEHEDH 2 HBE

911 EED S ~ M LARL2DEE
DIEREELET L REICBVT, 9 - ik OAE
NHobhbIehdb, [11.1.2 BH]

9.1.2 MEMZEORETI &S EE
[11.15 2]

9.1.3 EMKEFEDOEB D H 3 BENIBRETEDH 5 8E.
EHEEOH HEE
KAFORBER R EBIR L, HMECHEGT L
to [15.12 28]

9.2 BHEEEETERE
JVLTFZUoUT S AMERSE L LTARORS
WROESHEREEMET L. ARNITFEE LTERE
ALRDIR A ICHEI SN2 720, MEREEREL 2D
BWEH A RBLLR T b BFN0H b, (72, 981,
1662 ]

9.5 114z
9.5.1 IR IR L T A etk 0 B A Lthicix, ihE
FoOFEEDSEBEE BRI S EHBENEBEICO
APEHTHZ L, BERT, BILEE (IEE,
R FEIEDSESR ER. SHEER, SILEE
&) HAERANORE (KEKT. EHAEOKT.
WIS DOS O T, FEEREE, g Icx§ 5
S PHE IR TWAY,
%9.5.2 AH| &5 L7z iims o BAd Lz # R icB v,
AR VL S R T S ST wv B
9.6 ®ILIF
ARG IZFL PRSI E5 2L, KAZE FEEFL
HANOBATARD 5N TWD?Y, [1664 BHE]
9.7 MR
IR E LA R O R e 2 IRiE e L2
IRFABRIIER L T, PFET v FTRERAED KRS
A < KR HE (600mg/H) & FEEDRTEIC
BT, PRARAEIR (HREBTELTEREELY)
FORENDFE (—BE:OKERMIH) 2580E &
NTwb, F72. KRN REO2 %8 2 2585 T
BB RS DAL T 25, K54 oM TG I o 4t
ERfEsnTns?,
9.8 Bt
981 7 LT F=v o) T I AMExSEIHKG R, KBS
MEZRET L2, BEIEET S, Bkt
PET LTV I ENE WV, [72, 92, 1662 Z:HE]
9.8.2 % F v, IR, FIkWELEIC I e L aPrsEak
LB H 5. [11.1.1 ]
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11.1.2 DA (0.3% A1) « BhiZKBE BUEA)
LARED) A7 035 5 BETIE, B2 51247
W, BEREO LN AIERS e RIEL,
Y2479 2 &, [9.1.1 &)

11.1.3 SRR CHEEAW)
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VU ERSERHobREICE. 52 dIk
L. BYRMEEITS S ko F 72, AR R
WX B AMEREEORIEIEET A L,

11.1.4 BAR2(0.1%A)

11.1.5 MEMZHE GHEEAW)
M EESOBBENH S bRDE I EhdH b,
[9.12 1]

11.1.6 {KIN#E (0.3% A1)
P&, BB, Wi, Rk, EikbEELS o in
BEREIRD D S b7 a a5 2k L, @y
BEERIT) T &,

11.1.7 BB MR R GHEEA W)
Wk, DR, FE A o R SE IR 2 T s
L. BEPRO L NRA IS X WERCT
s R ERT 2 o . BB SR
WalziEh ek L, B RERVE RO
HEHYRMEZITH 2 &,

1118 avy 7 HEEARN)., 7F715%>—(0.1%Ai)
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ANHE) . STSALHE CHEEANHA)

11.1.10 BIERFR CGHEARH) . FrBeREE (0.4%)
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AT == IE L L | AE
BRid A
AR B OV AR, | 1 R
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)
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K
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13.1 FEHK
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ZA SN TRRERIE, EBIRE, IR, SEELINE,

MH O, Wk, FHLHESORS, KERETH 5,
13.2 L&

FRANIMAENTIZ L VEBRESIN DI Lenb, FEHLT

W B HEIRDAZFEIZIE U CILBLENT D FERi 2 ZRE S 5 2

Lo [166.3 &M

14. @R LEDEXE
141 ERZTEDER

14.1.1 PTPREEOHEANIPTPY — A ST L TR
HEHigET AL, PTPY— bOEMKIZEY, A
WEAFR S EE R A A Ly IR LE B L
THERBI 25D EE R G IHEEZ DT A2 L 05D 5,

141.2 AFNEF O LICo TR 2 B S &5 & fiEs
L7208, K LTRAWETH L, $72. KTIR
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15. ZOMDEE

15.1 EeRR{ERICE D < 18R

15.1.1 A CTHNE S N7 ARF % & OB T A A
2B A, TADA, MERESEZNRE L72199
D7 T R H R R OME A RICBWT, H
BEEMOCHBEMOFEHO Y X7 H, JLTAD
ABDIRFEETT 7 b BB & I L TH2MEE <
(MUTAD»AERMEE : 043%. 75 X :
0.24%). P TADAEORHABETIE. 77 K
EHRI000AH 72D 1INZ WV EFE SN2 (95%
EHEX M 0 06-39)0 T72. TADABREZEOT T
V=T TlZ, 7R RELLE<I000AH7-0 24N
LW ERHHRENTWSEY,

) BRI CTHTALAIEE LTRIEEINT
WDBH, RIFIZBU B RFA O EE - #F 1L
[ iR ki . A L2 A D g | ©
%60

15.1.2 W ELHC B3 2 2 R oA S
NTWhnh, REl%2 G5 SN2 BE TRFEDIE
BIASTHIERICHE S hTwb, [01.3 )]

15.2 FEERRRRBRICE D < 155

15.2.1 24 D~ 7 A0S AJEVERERIC BT, i KR
HTOPYe MREEZREOMED L OBHERITHY S
HAREOHRGIC XY . HRARLE I M RO FE
AN L 72 & OHE2H B,

15.2.2 24ER D T v P BSAFEMERERIC B W, KRR
HTOXY e MEHRE O EOBREFERITHY$
LARIEOFGIZEIY . MGT VY ) Ty MIHEF
PR 5N MANZENG O FEH R DSTEIN L 72 & ol
BdH DY Fizw Ty eI AAERICE
WT, KEETOC-T L A8 Bk aE D
RRMBE LT E A LD SRBIETH -
725 5 v M13R OS2 M S AE R 5-H 1 Rk T Il
KR T BB SN h o7z, IRICH
THEWEHORERII TR BEL Y E L, ik
[ PR & it & L7213~ 168150 75+
RAHIEEER GHBEPES) O 7 I v RBETIE38%IC
L. AAIEE (150~600mg/H) T10.6%. EH#H
HE SRERBEA) TIX10.2%.  FHHE R I 6E % 5t
Gl L2168 075 Rl 75 ¢
RUEETIE2.8%2H L. AHIBE (300~450mg/ H)
T92%., RHHKLGRIRTIZ94%TH 72, [84
i

15.23 It v b O ZHEHe L OCHIHIR SR IC B 5 % BRI
BWT, KBRHRETOF S FIgEHER 0284
U LEOBRFERICHY T 2 REOKRSIZIY, JRE
T OFEEAEDBAIN L 72 & OME DD B Y,

16. MRS

16.1 MHRE

16.1.1 BERE
HARNEERB A, 7 L7y »50, 100, 200,
250 U°300mg (&H5-m6M51) 2 H FTRF L H ik
P14 L7z, 258 1R TChulZE L Tie
RO TdH 5 720 Conn K FAUCo-13, 300mg X
TOREHPHT, &AL THmL 727,

&5’% Cmax Tmzlx AUCan Tl/z CL/F Vd/F Ae
(mg) (ug/mL) (h) (ug-b/mL) (h) (L/h) (@) (%)

50 203 0.67 107 598 472 406 839
(040) (0260  (1.1)  (065) (044) (49 (54)
100 356 0.75 204 566 493 403 950
067) (027) (13)  (059) (035 (64) (27)

AUCo. © UILHE e B -IRe ] e~ T

T+ IUEE R RE 10

CL/F: Wiy oegs) 75 VA

VA/F @ WhF o545

Ae (%) @ Bl 560 M £ T ORZEALAKD IR HEIESR

16.1.2 R1E#%E

HARMNERER AT L AN 21150 K% 0°300mg
(£45-wm86]) 2 1H2M7H B RERIHESL L
R, L2~ 48l M TR IRBIZE L, &57H
HOT 13 Z2NZEN602 K U631RHTH -7z, 5
7H H O)AUC(HZLi\ &‘5‘%1 H H 0)141%'(&) D f:mo

Cmax Tmax AUC('—]Z Tl/’Z
(ug/mL) (h) (ug-h/mL) (h)
1H B7H E1H B7H E1H B7H E1H 7H
1 510T1 423  6.30 13 0.9 222 316 511  6.02
& 072) (074) (L) (04 19 (36) (069) (047)
(1H2M)
3010[IEn 882 103 16 16 421 588 542 631
(an 2@% (234) (23) (1.0 (08) (69 (106) (087) (0.54)

I (BRERAE) . %81
16.1.3 EF Y E S MHEEAER
(FLAHN 2 ODEE150mg [BHf])
TEHE RN 7 L A8 Y~ OD$E150me [ RHF
&) ) H0DEIS0mgD F N ENLEE (7L AN
> & LT150mg) %, #AREHEHRE S LTl
BRTL AN VIBEERIEL. 5Ny E)
BT 2 —% (AUC. Cuu) 122WTI0%MEHHIX
WIS TRRHRIT 2 47T - 7245 3. log (0.80) ~log
(1.25) O#PANTH D WH O 4 Wp2A iy ) S5 A
ML ENTz (raRF—nN—ik) 7,

(1) XTHRA
(ng/mL)

8000

7000 —e— 7L 77,3 > OD$E150mg i)

5000 —o—1) ) 40D§t150mg

T4 £ BHEG % (n=21)

il 5000
I
4000

£ 3000
2000
1000

30 36 (h)
TR 1]
HE T A—F BHENTA—
AUC Come Tow | Tus
(ng-h/mL) | (ng/mL) (h) (h)
FL AN »ODEE| 370349+ | 58024+
150mg [ -] 43230 9960 | 10F05]59=05
. 369412+ | 61960+
1)) % 0D$150mg ey le6s | 0803 | 59206

Py = B AE (0 =21)
(2) k%L THRA

(ng/mL)
8000

7000 —e— 7L 7731 »OD$i 150mglFHif)

——1 215
6000 ) 1) 70D#E150mg

TR (n=21)

5000

4000

EBEREE

3000 1
2000

1000 &

200 6.35 1.00 432 593 464 397 918
073) (032 (30)  (032) (032) (27) (26)
250 7.18 1.17 49.2 557 515 410 956
(143)  (052) 61)  (072) (061) (38) (44)
300 825 1.08 61.7 580 491 409 977
(1.36)  (0.38) 63)  (062) (052) (43) (7.3)

MR G %6Bl. TI9fH (BRER L)
Conax © B MUE PR E
T+ 52 13 ML 3 RE P SE 5[]

(.) 6 12 18 24 30 36 (h)



HE ST A =% ZHEINTA—F

AUC Cnax Toas Tue
(ng-h/mL) | (ng/mL) (h) (h)
T LAY YOD$E| 365288+ 6283.0 =

150mg [£Hif ) 48847 14697 | 12095905

Y ) % 0D§E150mg 33553%261 609%%231

3 = BEHER A (n =21)
MAE PRI ICAUC, ConZD8T5 X —F 13,
WERE OFEIR, AR ORI EK - e[ 55 0 3R 5
RS > TR DR D 5.
16.2 TR
16.2.1 BEDHE
H A N RE S A LB BT M e OV 41
T LAY a2 150mg H AR B L 72RO Chald
FNENA95 K 322 1g/mL. T t$0.947 2 U337
R, AUCusld ZENZFN31.2K U288 ug - h/mL
Tholzo BBEHEGIZBWNTConlIHI3B%ET L.
Tmaxbi%2.4H$FﬁﬂE§Lf:7b§\ AUCO-r18®1&T‘i%8%
TZ;)O 7’:8)0
16.3 9%
HARMNMEBRAIZ, 7L A3 50, 100, 200, 250
K U'300mg (K4 5-m6) % H A R S
L 72D BT o5 AisA (VAd/F) 1Z840LTH -
720 TUHNY FMLERICREAT L, A e g
HEMPEEDILIEZ, 076 TH o7z TLHINY ¥
3, 01~20 4 g/mLIZBWTILIEREIZ, T AL
G L5725 (in vitroiER) o
16.4 XE
TLUHNY T E AR Z T R B A
(HEEIN6HY) (ZHC-F LA 231 »100mg (107.9 u Ci)
ek, RIS & 7 BUstaE 0 #599% A3 AR 2 bk
Tholzo RPIHHBEEINT LAY ¥ o FEAH
WTHHN- A FIVFHERITR IG5 ED09% E LT
MY X L7z In vitroiREBRIZBWT, LAY »
159 y g¢/mL (ImM. 600mg/ H % 5-I D & HIREE D
Coax®F310f5) TCYP1A2. CYP2A6. CYP2C9.
CYP2C19, CYP2D6. CYP2E1 K USCYP3A4IZxd 5%
BHEEFRD BT Do 72012
16.5 HE;tit
HARMNMERBRAIZ, 7L A3 50, 100, 200, 250
B U300mg (458 5-1661) % Hf 2 R % S
L7z DCL/Fi34.64~515L/hTH o720 T DHEEDIR
PR 1283.9~97.7% TH - 727,
16.6 FENEREH T 2BE
16.6.1 =it E
SEWEA6T~T8i% O H AR NEHE Sl 66z 7 L AN
Y 2 100mg & B 8 G- L 72 g, Toadd 1410
Fﬁﬂ\ T120i632H¥&ﬁT§)‘9f:0 AUCO-W&U‘TI/ZLi\
fEFEIEEmEE I 7 L AN 100me % H a3
L7k L Th 32l R L NIERS 5 M

11+05 | 59+04

MR S 7z,
Conex Toas AUCo. T.. CL/F
(ug/mL) () (ug-h/mL) (h) (L/h)
TR 324 14 26.6 6.32 3.82
=1 (0.55) (05) (4.3) (082)  (0.65)
PR 356 0.75 204 5.66 493
IR G (0.67) (0.27) (1.3) (059)  (0.35)

ARG K60, IOl (R 2)
16.6.2 BipEpEERE
(1) BHHEBED R 2 WERE 266 % W RI1Z, T LAY
V50mgx HFR G L 72K, BHERE DK T I
Ho TTLMERE L, AUC.2InL 72, CL/FX&
g7V 79 vA2 (CLr) B2 LV7F=02U7
GV AZHBIL 72 BREAT— %),

7 ]/77‘:- M Cma\» T.nax AUCoroo TI/Z CL/F CLI‘
207524 (ug/mL) (h)  (ug-h/mL) (h) (mL/min) (mL/min)
230‘?3?“” 153 120 282 167 306 154
(n=7) (029) (0.39) (5.0) 41) (73) (7.7)
215';3;?“” 190 193 523 250 167 923
ME06) (48 (1D 6D B9 (3D
ML 69 100 101 487 830 430

7 1/7?":- M Cmax Tmax AUCoroc TI/Z CL/F CL]‘
s)797A (ug/mL) (h) (ug-h/mL) (h) (mL/min) (mL/min)

>60mL/min 186  1.00 159 911 565 44.9
(n=11) 039)  (0.22) (4.4) (283) (176) (236)

Peh5 0 50mg (HE), SFIMlE (BEHE(R )
CLr:®&27vV79 A
(2) BEMEMENRERER

3B D W ERE (HARNATAB % & T - fEHER B
7061, A RIE B 2 AR R 26051 B IR 5 T R A
AFERE LI PE 5 B & A T 5 B 154050 L OSHRHER
JRE R 22401) & wf 5 & U CRE F AR Y B RE MR AT
ML AR, RN &Sl 28—k X
YIFEFUPEEIN, EEE LTCL/FIZHL
T2 V7F=v21) 79 A (Cler) KUTHIAE(K
H, VA/FIZxt L CBMIL, BAAE, 5N OE#
DEE S NT2AS, T L HNY v OIRY B HE |2 2
525N T & L CTIZCL/FIZX$ 5CLer A EE
ThbHEEZ LNz, FREREEEIZBNT,
CLerDETIZE Y, LAY Y OCL/FIRET
T 57280, CLerfizx 2% & LM - HEOF
WETH b,
F 720 HAR A OBE BRI A AR R E 2R ) KR
HBHIZBWT, Cler230mL/minkh E60mL/min
KT LTWBEFZICT LAY »150mg# 1
H2m RIS (300mg/H) L7z 20%EH
REIZBIT 5 AUCH: (AUCopzss) DETFTNVIZE S
HEEMIZ. Cler?60mL/minbl EOBEFIZT L
231 »300mg#% 1 H 218 AR O# 5 (600mg/H)
L7z &M LUTHo72o Cler?®30mL/minbh I
60mL/minKiHOBEICBIF LT LANY D7
V79 v A, CLer?%60mL/mindh B EE DK
A TH o772, [72. 92, 981 2]

JVTF=v P54 AUCo1zs CL/F
VT TR o (ug-h/mL)  (mL/min)
>60mL/min 1Al300mg 755 69.2
(n=31) (1H2[m) (17.1) (138)
>30-<60mL/min  1[150mg 803 323
(n=14) (1LH20E) (165) (6.34)
SEIME (R )
16.6.3 MiREHREE

MENT % 520 T A ECE1260 7 L TN ) v
50mg % HLARE I3 5. U 72 e, AR oo ML & A7 12
X iiEd 7L ANy VIEEIZR50%F THRA L
720 FOWROEN 7T T A21F192mL/min T
HolW MEANT—%), [132 ]
16.6.4 ZELiF
FERRI2BEM L. Lo (106)) 12, 7L AN
»150mg % 12WF [ & & 1235 (300mg/H) L7z
B, FLANY VIERAHLICBITL. BRlhoER
IRFEIC BT 2 3 id, BRI 0 #76% T
H o720 FLIROFIHRFLIBEGE 2150mL/kg/H &
RETHE, TLAHNY VOILRANDIHDH72Y D
PR E13031mg/kg/H (KEHRF T 2 & FK
BEEBORHT%) LEEINDY BEANT—5),
[9.6 ]
16.7 I EER

FLUHNY ZEE L TREMRED T T RPICHER S

. B MZBWTIEEAERBENLEZ ERL, 2

MAERHICOEE LRWzD, FLANY ¥ a3kl

HAER 5] & 2RIV (BHEATF— %),



16.7.1 HIAXF2
FLHNY Ve HNRYF v OEYMHEVEH 12D
W, R ALLE 2 R 57 L 7N 2 100mg
BTNy F 2300mg % WAl 5 U723 Bk, &
O ANLI8BIZ T L A3 »100mg L S H 78R
v F v400mgx SRR (Be5-THIkE « 8KER]) L7z
B L CHRE Lz, FoRSE, MRS &L
UCRBHEGOVTFRIZBWTE, LAY VD
BEHIC X o THNRYF 0P BREIZEIL L 72
Dotze e TUHNY Y OWIPGERE L A /3R
CF VPRI L o THO TR T L7zAs, W
WWEEN o127,

16.7.2 ROEITE (BEg/ VI F > FOCRUIFZILT
ZRZTF—ILDOEH)
R N 1661 % R SRR3R (FRER 2 v
IF v P yIimghfmF VT A NS I F—
0.035mgOAFHIHLIME) &7 LAY ¥ (1H
200mgl H3M) Z [EEFICREO8%S Lz, S Ly
N VPO 2 VT Fa yDCuld 7 VA
N VIEDEHER & IR LT L, LAY
VOEHED AUCold 7L AN o IEBR R & FLik
LCl6%EEmMmL, LAY i/ VvF v o
VO BRI EE RIS ol TLUIN
Y UBHBOILF VI A NS IV F =L DCont
CAUCwuld. FLHNY VIEPEH & iR L T#
NENS% K 14%IEM L, TV AN i F=
VI A NG V= VoY BRI EE L KITS %
Motz T, BILEESIE T L FNY v ol
RIREE (T 7)) \SEBE RIS o 720,

16.7.3 AZ /N L
fEHERE N1261 % k527 L A8~ (11H1300mgl
H2Mm) zERORS-%, v7€/8%4 (Img) %
BEHS L2, 025 ¥ A DChut FAUCw
. LAY VIEBEHIRE & I L TENRENG6%
T 8% L., FLH /N ida T8 n 03
BREICIE 2 RIS ole 720 BT ERA
BEHEED 7L A N1) 2 DChulds B 7 ¥ 28 A JEHE
FARF X D 2% L. AUC131.8%MK <. v 5 ¥/
DT VUHNY) Y OEYHREIEEE 52 e h o
7o FULHANRNY ETQTERLOHHIZED, R
A RE B OSHL A E BB AE 1 B 1T 5 BU i R I &
BRGNS, WA G L TR ISR 3 A 1
MIASERD & 7222,

16.74 Fx%>ar>
fERERANI2B 2RI 7L A3~ (1R1300mgl
Ham) % ERORS%. ¥ a3 Fr (10mg)
UG- L7z, 4333 F Y DCaat FAUC.
. FLANY) VIR E IR L TERER
11% K 095% AL, L ANy vigtrFar
COMYTRICHE L BT K e olz, T2 F
FTARFVHEHEO T L FNY Y DOChnldy +F
T a R VIEBEHEE X D 45% K05 725, AUClZ
FFETHH, FFTIFLIEFLHTN) Yo
BB B2 5.2 e o Tz TULANY VT
FTa R YOPHIZE D FRARRE N OSHLKE B
FRREIC BT 5 B o B R0 IE B 3R 5608, HLAI % 5165
I HARTHIIAAR T 9 A EASFED B 7222

16.7.5 T%./ —J
R AL3B 2 xf R 7 L A28 v (1RI300mgl
H2m) ZERO%G5#%. =¥ 7 — (0.70g/kg)
FOEHES L, % ) — VD Couk FAUCw
. TV AN VEFRHREIERLTELENR
89%J 1N9.6% A L. FLAHNY VI y ) —)
DHYBREICHEL RIFS hhole T2 1Y
D= VPEHIED 7L AN ¥ D Cru . VAU Coas
i, =7 = VIEPERR LR L TENEN21%
K1 %E D> 7205, S OEIZIR FIEE 2% 575
TlkZweEzZohl TLANY) ey ) —
VOB X ) RAIERRE L OHL K E B eI B
V% BOSHE R IE A R ED, ARG T
AL T 3 2 @A 25580 & 722

1676 7= hr1>
Tz = M A OMERRR G5 X D IERD L E L
TWABAIS TAPABELIOR 2RI T LY
N v (1M200mgl H3Mm) 2 ARG L7z
B, LAY IET7 2= M v osEhiEEg (s
T M) ITEEERIFET, T M VBT
LANY O BRRIZHBE L 5.2 hh o2,
HILNTEE D
HINTEE VA RG-S TWARAT
AABE 2B 2RI 7L AN~ (1E1200mg
1H3M) % RAEREORS Lz, LA vid
HANNT LYV ROZFOHY (1011-=RF T F
1K) oMsEdEE (M5 7)) EEZ RITE
T, FANUNTEE LT LN Y OEYE)
RSB 5.2 Tah o 725,
NIV O
NV TalEF MYy ABAR R G S N TWwS
WA TAPABZLREZR}ZIZT LN v (11
200mgl H3ml) % KAERIOHEG Lz, 7L AN
V3NV T aBoli g (T 7)) 125
WERITEE, T 70BL LAY VD
YRR ICEBE 5 2 ko 2P,
A WE 2
I M) F U2 BATHEFRG SN TWARAT
ADABEL260% 58127 L AN o (1200mg
1H3ME) % KEROHRS Lz, LA vid
FSEMN)XFVOMmMISERREE (T 7)) 1388
FIFET, FTFFMNIVFUHTVLANY YD
WIS B R 5 2 e o 72,
16.8 Z D1t
(FLH/NU > ODEE25mg - 75mg [BHF )
FT LN Y OD$E25mg [RHF ] RN T LAY »
OD%e75mg [FHF] &, [Fm A2 2 #8TE 35
OEWFENFRESRBE T A K54 v ] 12D %, 7L
HoNY Y OD$EI50mg [RHF | Z AR sl & Lk
&, IRHZEEIDE S LRI S, AR S & A
AN,

16.7.7

16.7.8

16.7.9

17. BRERACHE

171 FMRORESMICEET 25k

17.1.1 BN 7 7 &R EBRER
TS AR B E 2o & L2133 RS-0
CEEREEREBICB W, FEFMEEE TH S
BRI OERAITIEITEROLEBYTH Y,
7L #31) »300mg/ H K& 0°600mg/ HBETIE 7
T R L R L CTREFAICH B BB 250

SR,
BRI YR A 7 7
P GHE W | BN TS5 REDHE
AR " e | oswmiExm) | P
Toex | o | slzs0lo | - | o
TVUHINY -0.31
50mg/H | 8 | A= ) Los5023) | %%
FULHINY v -0.86
300mg/H | 8 | ME0N ] g0.030) |00
TVHINY v -0.63
600mg/H° 7 449=019 L115.010] |01

a) HEHE AR A0 A0 D SE M L 72 LA O FIg%k

b)

c)

A7 [0 GfisarZzLl) 5610 (I ERWii&A) O11IERET
FHiiS I, 2RI TR EVIFIERVIIA LT RS ]
WHBEROCLer @2 /T, N—A T4 Y OEIFA A7 % Whm
&9 B ST

sV7F=r 077 v AR (Cler) 124 5T, 30<CLer<
60mL/min® #ER# 1213300mg/ H. >60mL/min® #Ek#H 1213
600mg/ H 252 5- 2 7z,




GV S b O RITEH S EEIE, 75 &R
HET439% (43/98%1), 7L AN »150mg/ H #
T57.5% (50/87%1). 300mg/H#T73.0% (65/89
B1). 600mg/ H#AET825% (80/976)) T - 72,
EREIMEM . FEEO v (31.1%). R
(286%). fHEL (12.1%). KMMEFE (11.7%) T
%Of:o

WEZEENIZ, 150mg/ H BRI OBZELE] iz
Ja o RMIAE) . 300mg/ H B B Rk 25 /R E o1
2tk (ks mfE) A3k S iz,
FEIRITE R AR I ) B E e R L L
7Z1SEE G O ZEERILERBICBWT, 2 E
FHIE H T 5 KGR O A I TIE T RD
EBYVTHY, FLHNY 300me/ HEETIZ TS S
LR L B L CHAFFNICE B RUEN RO 5

7,
AT O A 2 7
NR=AFA Y
5 o |B/N_TETY | HO0ZE bR | 752 RE D7
b l e .
RV e | ion—sersy ossefann| P
i
TIRR | 135 | 483+021 | -120+021 | - | -
A% PAVY M -0.63
S00mg/p | 13| 420022 | 182022 | 09,0177 | 00070
A% PAVME -0.74
600mg/ 1’ 45 408+0.32 | -1.94+0.32 [.1.39.0.00]

d) WEE DO RRRT A0 0 3R 55 H L2 LEM O FIgE
Z2a7 [0 GEazl) 25610 (ZhP EawiEa) OLIERET
IS, AT T7HAKREVIFERGIFAZRT ]
BeG5BE R OCLer B NT. N=2A54 Y ORIFGA T % HER
ETBIGEONT (M OEBAITDOR=AF 4 Vb
DEALRIZBIT BT L H N »300mg/ HEEE 75 R EEE O
BEEEARE L)

) 2v7F=r29U7 5 v AHEEM (Cler) 12X - T, 30<CLer<
60mL/min® # 8k # 1213300mg/ H. >60mL/min® #5k# 12 1%
600mg/ H A 5- & 7z,

GV S OBIMEREHREIX, 79 R
#C36.3% (49/135%1). 7L 431 »300mg/ H #
T56.7% (76/134%1). 600mg/H#T80.0% (36/45
Bl) THotoo EREIEME. BFHED F W
(300mg/ H#£19.4% M 1°600mg/ H #£:37.8%) . @R
(300mg/ H#:20.9% M 1°600mg/ H #£40.0%) . KH
P E (300mg/ H#E12.7% K& 0°600mg/ H #
13.3%) . MREBI (300mg/ H#11.2% M 0F600mg/
H#111%) THo7o.

FHE R RE R B 2R E L 16ENRSD " HE
MRILEGABRIC B W, R EFHIIEE TH 5 I&qT
i DIEIFGA I TIITEDEBYTHY., LA
N UHE (300~450mg/H) T T b AREE L ik
L TR A B R S 2300 5 72Y,

(S

~

AT DT A 2 7
PR T RAETH | TR DE
TR " e | roseetmmxm) | PE
7oA | 248 | 545012 | S R
TVHINY v -0.44
300-450mg/ H 250 501+012 [-0.78-0.11] 0.0046

g) WEERE MR AT 2 A0 Habh SH M L7z 1B R o V3950
2a7 [0 Gikzl) #5610 (ZhDERWEA) OLLIERET
FHE S AL, AT TAREVITERVIEAZIRT ]

h) BGMEERF, X—A T4 Y OEFEA T %L ER LT 5H5H

i
LA SR OBITEMEBIRGZ, 77 &R
TET51.6% (128/24861), 7L A\ > HET82.4%
(206/25001) Tdho7zo FHEIEMIZ, BIR
(45.2%) . FEIED TV (28.8%) . REHN
(144%) . 8 (128%) TH -7z

17.1.2 ERREAHR 5 HER

TR IE AR 12600, BE BRI AR fi ke
TR D i 12300, HHE A e i S 10661 3L
AR AR B S (R RETR R AR
FRERIEIE. 25 VEMIILRE (AL 9 &) BE10361%
e Lz RSB (W d52:H) 1281
I AHDRE (0~100mma Visual Analog Scale
THEARKEVIZEBVIFAZRT) OFHMHEITT
KorBY)ThHol

A OIE (mm)?
. s G DRI T A e s 2
PHIB PR L
;E:“F{ﬂﬁﬁ#,'fl Tﬁ‘f[k@;fﬁﬁlﬁﬁ L:1¥") :}2’%
g il g il
BRI Ay ERMITEq Iy -
$E5-1 126 62.0x19.0 123 528 +21.7
1234 116 353+223 119 30.0+23.0
24:8 105 34.0+23.0 112 277+220
523 94 283+229 97 248 +20.8
JiAOEE (mm)”
S AHE A R FRORR o A0 B
B " il - " Sl
REBIE | Ty REIBIEL | e (2
Eraon:l] 106 61.8+235 103 67.1x16.6
124 104 489+23.3 98 44.3+26.9
2831 101 48.3+238 92 46.3+27.1
5238 87 471+2438 85 449+270

a) 0~100mm®Visual Analog Scale TEATK &\ I LRV AZ RS
EN RS R GPREEZMERE) TBw
T, VRSB F ORIVERI1378.6% (99/126
Bl KOO, ELREIER I FEED Fw
(28.6%) . KFEMEFHE (16.7%). fHIE (151%). 1k
EIn (135%) TH o7z,

BN NEES E Y. C 3 e i F v ke A N )
) 1B WT, eVERIR S50 o RIE 1
70.7% (87/123%1) \ZiRo BN, ELRBIFERIE, f#|
IR (22.8%). R&EHI (22.0%). FEPED v
(20.3%) TH o720
FEP R E (BRAEmINE) ICBWw T, #Z4
PERFAL xS BIE T 1384.0% (89/106%1) 1Z7E
OO, R ER (264%). FEED T
W (245%) REESM (189%). fEM# (16.0%) T
Holze BIEHOEREEILX, ZLPBETHD .
HEORWEHIZRO N o7,
EP IR G (AR e R R ) 128
WC, SBATT A IR L[] R FUBR 2 O HE B A
L L 728 2 \WIARE B R A 2B 722 183 L 7= 8IE
i, 87.4% (90/103%1) (2FRH S, FE&REIVEM
. IR (485%). KRR (282%). FENED F
W (223%) . KAEVEIRE (175%) TH o720,
17.1.3 EEHEFFRAR SRR E
HFHiBGHEREE NS L Lz16AME S 0=
EEHMRILEREICBWT, FEFGEE TH 55
B OEIFEA I TIETEROEBYTHY, 7L
N UHE (150~600mg/H) T J b AREEE ik
L CREEMEMICA B R 200 Sz,

PEIRA a7
o B ON—274> | ..
B g | poormir | 77UEEOR g
Ao g | 0 I
77 kR 106 -1.07+0.149 -
TVINY v -0.59
150600mg /11| 10 1060157 [098.020] | %0052

a) B OB G. 150mg/ H2 S L. 4238 X ) @I % % 17
W BRI T RSP E LA RS A5 A 5 451608 F TR
sz kel

b) WERFEAVEHRR T A2MADOHEE [0 GiaZL) 2510 (Zh
VLEZRWIEA) OB TRl S L, A 2 7K E VI TRV
AERT ] PORMLHHN (16AM) OEA I T DR—
AT A 2SOV ELEE RGN T L2,



BN OR—2 T 4 v H e DT =

(R (1638R) OFHERA I T-R—RF 1 OFHERA 2

71 X [BEE R 5E/ A5 (16EH)]

o) BHBROMEE N T. N—2 54 OERFAIT KRORHIZB

T2 BEDFMOKA T T % AR LT 2 L5
VM SR oRIER BRI T 7 v R
T46.7% (50/10761). FLH N VHT67.0%
(75/112%)) TH o720 EHREIEHIE. HEIR
(33.0%). FEMEDF WV (19.6%) KK 7IE
(134%) TH o7z EELBIVEIE, MILEEELF
MBHE SN, \ELEY,

17.1.4 SE 75 Rt EBAER
WINEEBARREE 2R & Lz S HERILK
RERCBWT, FEFFMIEE T 5 AR
FEIAITIITROEBYTHY ., WINORE
IZBWTH 7L H Y »300me/ H# K %600mg/
OHTE 7SR MEL KL THREFEMICHEE S
YA S 72,

- R ST D PR A 3 7
Fip s . il o
- G- W NI T REDE
ety g
(R TEPVE | e | oo fampcn]| P
U
I [7oER | 93 |eu=023] - | -
(13ER) | FLH) 0.88
150mg/H | 5| P20F02 ] 1 55.005) 00077
A% VAV NI -1.07
soomg/H | 9B | POTEOB 1 70.045) |00016
A% VAV NS -1.79
600mg /11" 38 435+0.24 [.243-1.15] 0.0003
AVEES T/ AR ER
2 [77tx | & [559%021] - | -
(GHEM) | 7Ly 0.14
Tomg/h | 50 | PAOF02 ] 1471043 0799
A% AN -0.07
1s0mg/H | B2 | PPER022 ] roea050) |07
5 |79tx | 8l | 633022 ST
(8HEM) |FLHy s -1.20
1somg/E | 81| PMEO2 | 181058 00002
A% AU NS -157
soomg/i |10 | MTOF0B | 1500095 | 00002
I 77X | 84 |529+024| CTT
(8HEM) | 7LHNy -1.69
6omg i1 | 88 | 360024 | [, 00001

a) WBREAVEH LIS A H ik S8 L LA o3&
2a7 [0 GEAzL) 510 (ThEEZWHEA) DIERET
A S, AT T7AKREVITERVIEAE RS ]

b) BRI O 58, Wik R OCLerB2 /T N—=254 v D
Vg A a7 w Wk L 5 T
AR K O3 PGB R ik 2 HT. N—=Z2F 4 VOEFATT
(LU s BVSE 5 G

) ZVvT7F=r )T T v AHEEM (Cler) 12X 5T, 30<CLer<
60mL/min® B 5 1213300mg/ H. >60mL/min® #E#H 121
600mg/ H A% 5- 8 7z,

MEHE SRR B W T, et M2 pdh
DOEIWEHREBRIE T 5 2 REHET39.8% (37/9361).
T VLN »150mg/ H#ET59.8% (52/8761) .
300mg/ H#C64.3% (63/98%1), 600mg/H#T
744% (67/90%1) TH -7z

FEREWERIE. FEED Fv (150mg/ H #16.1%.
300mg/ H #£32.7% % 1°600mg/ H #£36.7%) . fHE IR
(150mg/ H#9.2%. 300mg/ H#£11.2% % 18600mg/
H#25.6%). EMMEFE (150mg/ HH12.6%.
300mg/ H#14.3% 2 18600mg/ H #13.3%) T&H >
T2 EELBEIWENIZ. 300mg/HECTF 714 5%
¥ — MR 161, 600mg/ H B2 B D F /BT
TR / 1 3 RE / RN PRI /G IR 0 51 AS 15 12
HEN, WIS ME LT,

FLESS O/ MAHERER212 BT, 24t Bl ) S 451
T OBEIWEHZEBIRIL T T R EET250% (22/83%51).
TV AN 75mg/ HEET32.1% (27/84%1) .
150mg/ H#:T41.0% (34/83B1) TH o720 F 7]
PERE B v (75mg/ H BE8.3% M U8 150mg/
H#14.5%) M OMEIR (75mg/HHE7.1% K O
150mg/ H #9.6%) . TNz (75mg/ H#E7.1% M
M150mg/ H #4.8%) . 5981 (75mg/ H#E1.2% K O°
150mg/ H#£84%) T »72%,
ALEZE T/ MAHRER3IC BT, 2o 5P A 5 52 651
T OEWEHSEHERIZ T I REET395% (32/8141).
T LAY »150mg/ H#ET50.6% (41/8141) .
300mg/ H#T67.1% (B51/7661) Td -7z F72El
TER 3B S v (150mg/ H#12.3% K O°
300mg/ H#£26.3%) . IR (150mg/ H ##14.8% & O°
300mg/ H#£23.7%) . N (150mg/ H#£9.9%
JO8300mg/ H#£6.6%) Z:CTH - 72,
FEE 2 EIERIE, 150mg/ HBEIZE5EL. O =M
W DA TENR /O 2= P AR 0 315041 A3
HENTZ, TNHDOIERITOWT, LEHEALIN
fiy DEEAREENR /O E AN SR MAE, Sl
W RIEAHERR S 7Y,
AV T/ A RERA IS BT 22 SR X 5 B
P ORIVEHEHEIZT I L REET36.9% (31/84
B, TLANY CBETT3.0% (65/89%1) 1ZER0O 5
N, FLREIERIEFEED v (27.0%). fHIR
(23.6%). KHMERE (13.5%). HNIZE
(101%). 55 (9.0%) KOEFEHIT (7.9%) &T
ﬁ)’) 7':10)0

17.1.5 S EREAR 555
HERIEE AR R E R L L RIS R
(15481, fek312884%5) K2 (27561, HE172
BPEG) IZB DI ADOREDOTFIMHITTFRD &

BYTHol",
A ORE (mm)?
S A F i 5kl Fejii$ 552

SR I it S T

5T 1 5 e 1 e s
Al 10 %5 i il 350 %5 i
PE5-1 154 69.4+18.7 275 673179
124 114 428 +26.1 211 40.3+254
2438 91 405+25.1 173 414+249
52 63 38.3+24.6 122 35.7+24.2
104,58 32 36.8+23.2 78 325+24.1

a) 0~100mm® Visual Analog Scale TEASK E W T ETRUVIFAZ RS,
R G RERIICB W T, Z4aMEFFHix S 519 o &)
YERIX75.3% (116/154%1) IZFE®O B, ERFEIE
FFEED v (20.8%). ARERMN (14.9%) .
@R (136%). Filz X 258 (9.7%) . TTNEZHRE
(84%) . KAV IFNE L OVl (%7.1%) MEJJIE I
UL (%65%) HTH o7z EELRENEHIZ.
HC X BAME3E, R PESEIR, B, KT

MU AMEE, S AN /O 2 1A B AR
G/ FlI X 2 AME /B X B A58 A
H3N, WIRbEHEL 72,
FEI$e 5 BR212 B8 W T, MR S5 Hh o H
TERE65.1% (179/27561) (2780 S, T2 REIME
HZEFEEHED T (160%) . KHTEFE (12.7%) .
IR (105%). MEJJRE. G981, RN K O HH
(%£58%) My (55%) HETHo7z. EELRRIEH
3 IR, R B I& G/ S 0 201 34 A3l &
N, FolikznEnERnE, METH- 7",

17.3 ZD1fte

17.3.1 BEOREAR

HARNERE RN 2 RS & U TR RO ERIZT
L AN % 150mg B MR 35 L 72k 0 i3 B ik
DFVOFEBEE, AHEG53% (1/196]) &1t
~HE AR 5-30.8% (12/3961) THEid o 72",



18. ZExhEEIE

18.1 fEAHF
FTUANY) R RHRERICB W TEMKGAE S V>
AT X R VORRREIC T LB 2 E E S a6
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