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1.

FRDRERE

T LN 20D BE 25mg, 75mg, 150mg [ 7 7 A W —] X, 77 A VRSt BFE LU U 7 0D 62
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T LAY COERBEFIL, BRI EE U2 B RICI W T, BAKGEEI LY T AF ¥ 1L
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600mg L7V Z &L, WY 1 H2ENZT TRAKEGT 5,
RRIERRTEIE I S &)
BE. RACEYEAEL LTTL AT 1 H 150mg 2 1 B 2ENCOT TRAOKBE L, 204 1AL
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I BEEICBE¥ %A 2



3.

(5)

(6)

PP G« ARIES LR D 72 8 O FRER M _E o H Y fH A
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KB EERE

EWNHERISHER, ENRHEG R, AMNEZE DA, A8E S AR R & OSE R & 5
BRIZIBUWN T, AHI 75~600mg/H A 1 H 2 [mdHHWMT 1 B 3 [0 THRE S - 22t i 4451 1, 680
Bl 1,084 il (64.5%) ICREIERADZRO biv7e, ERAWERIZ, wEIMED £ 393 fil (23.4%)
AR 267 B (15.9%) K OVEE 179 # (10.7%) TodH o7z, (VU B0 TNV EREEE TORED
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1I. A%ICET HEE

1. BR3E4

(1) ¥4
FVIINY 0D EE 25mg [VTRS
FVINY 0D EE Thmg [VTR S |
VI NY 20D BE 150mg TVTR S

(2) *4
PREGABALIN OD Tablets

(3) BMDEE
BRI THD T VN ZHE, E8E Y ITVTRS ) &2 L7,

2. —f&4

(1) #n& (&4%E)
FLHRY > (JAN)

(2) #%& (@g%)
Pregabalin (JAN)
pregabalin (INN)

3) RT L
gab : gabamimetic agents (GABA #{i¥E)
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CHy { g

/Kwkl\/uui
HiC
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438 : 159. 23
5. k%4 (ffiE) XITAE
(35)-3- (Aminomethyl) -5—methylhexanoic acid (TUPAC)
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(1) 5 - K
HEBEOMARTH S,

(2) afEE

HKITRREITFIC K, =& 7 —/b (99.5) IZEEIFIT< vy,

(3) RIEE

25 CCTHIRMEZ 7R S 7200,

(4) g (MR . Hm. BRES
MG R L

(5) ERIBEMRBTER

pKa=4.2 (FILRxILVHEHR)
pKa=10.6 (7 3 / JHk)

(6) SECHRE

4.57X107% (1-A4 27 ¥ 7 —)V/5EMEK, pH7. 4)

(1) =MD EGRMENE

pH : 6.42 JKIEWE (1—50)

R [l )

2. AN DEREUTICEITIREN

: +11.0° KR (1—100)

OB AT RIFIEBE PRAFHAR R
FEWIR R 25°C/60%RH B L 36 % A
s . o (—H)
IR 40°C/75%RH 6% A R
HaEJE 120 5 1x-hr K O®
w7 P R E A e v — LBk ST EEAN T = L —
258W+hr/m?
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1. BRI 25 E 7
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1. Fif

(1) FRZDRA
e (AER AR ESE)

(2) HENDHNER VIR

I (mm)
R4, o L
’ |- T i -

LAY ]
0D &£ 25mg \[P{ % 6.0 :l}.O @IBO iz 80mg
[VTRS | _ -

LAY V T
=FE)
0D £E 75mg P R 8.3 @ 8.3 @ 48 g 240mg

[VTRS|
TUHNY \/ T
=R
OD #E 150m 105 105 @ 6.0 480m
s P R H 5 @ ey g
[VTRS]
(3) #EAla—F
HR5E44 Rl — K

N . VT PR
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Wi, TV IINY 0D BE ZVIiNY 0D BE ZVIiNY 0D BE
- 2%5mg [VTRS | 75mg TVTRS | 150mg TVTRS |

ANy LEERT LAY LEERFT LAY v LEERT LAY
(F&) (25 mg) (75 mg) (150 mg)

ATT VU~ 7 3T A WL, 7V 'Y VBB ATV, XL fEEREL
wsngAl| n—A, D-vr=h—/b, JOARE RS, AXTART VI VR~ TR T, W
YAV T PY T LR, AV Tu—A, FR TIABATT IS FY UL
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Y L

() BE
M L7

3. RMEMRDOHEEEUVEE
M L
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M L

5. iBAT DAIEEED H DR H Y
W PD 0144550 (RR) K IRPD 0147804 23 iB AT B AIHEEM DS & 5,
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URH) | WA, 005, SdispT, BUET . e U3 R, IIER O &, Bk R OFRBR 71555 03 W)
—ThHLBREERN (A=Y TA AR - T=x Y v 7 ERM AC) THDID, LEMERBIIEREE
b DR R 2 LR L7,
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R 7R 30°C/75%RH B 36 % H
PTP+ 7 /L 2
b o/ D 6 »H
NN ER 40°C/75%RH HIEEN
TTAF T
R L o 671
AT V] N %‘%%‘Hﬁg 120 73 1X'hr uj:&(){
g | DESCTRU v | ittt = oL —
LT 200W-hr/m? UL~
HIETE R : MRk M) | mesREBR, ks, ®A-ERER. M. B, &8
FleRR AR K DU — MER BRI, IERBRD 7T 2 F v 7 R F LV EEED 2 E i LT-,
EHEMEE, NEERBRO 7T AT 7R MVEEETIESE N L Ty,
a) TEEERERIZ OV T 25mg. 75mg X 150mg0D $E & T/ 1 oy M &2 AV TEMR L7,
b) RV E=A-RIVEIE =D T T 4V A/ TIVIE, TII =0 L8
c) 25mg M TN 75mgOD $ED M SEhE LT~
(2) J1)A0D%E25mg DEBERVT7ILIEO—BERBEOREN
1) DR AE D2 E N
D40°C, R BIR BT T A, Bie)  (EE)
FRERIE H BHAREE 1% A 2% A 3 # H
S EREXQF 7 i L A7 L Eib7e L
- Bl L k7 L Bz L
P =N 0 e g
aht (%) 100.5 100. 7 100. 4 99. 2
- ik L k7 L B2 L
R (kef) 3.2 3.6 3.3 3.3
AR ke L X | B L A7z L
@25°C., T5%RH, BRI BT 7 A, Bk  (GRE)
AERIEH BH 4G 17 H 2 % A 3% A 6 » H
PR EREXEA VX | b7 L VX | EX |99
SE (%) 99. 8 7z L Bz L EirZa L 7z L
BRI : 100. 5 100. 1 101. 8 100. 6
Bl @ Bk Y B v Bk Y
fEAE (kgf) 3.8 A N) (A& A1) (A& A1) (A% A1)
2.0 1.8 1.8 1.8
AR ey el L el L el L i L
a) ZbdH Y (HFEN) - EEZE 30%LL ., BEE 2. Okg LAY -
b) k0 HRESN) BEEZS(L 30%LL b, fHEE 2. Okg ERTE Y - P

T ARHIAEL, (R RAYREESEAINI RIS K 2B HIciE~ Tz,

IV.

WKL HEE 11




@30 5 1x+hr, 60 J3 lx-hr OV 120 5 1x-hr, ¥ — VBl (H 72 v—1) ()

AERIE H R 30 57 1x+hr 60 77 Ix-hr 120 5 1x-hr
PER 4 D SR EE Bl L Bl L Bl L
P 27 L 27e L 2L
S h (%) 99.8 100. 1 100. 7 100. 5
- 27 L 2re L ez L
WEEE (kef) 3.8 3.0 2.9 2.8
FREEME Ny A7z L 27e L XA
2) 7TV v u—wEERRE% O ENE
25°C. 75%RH. PTP AldE (J@JE)
PERTE H BH 4G IR 15 A 25 H 34 H 6 1A
LRI H 6D FEHE EibZa L Bz L EibZa L Zib7a L
S8 (%) 99. 8 X (AP el L il L el L
R : 100. 1 99.5 99.9 100. 8
Eled b )
s P Do =
B (kef) 3.8 mitml ) AL REEL )
: : : 2.5
AREENE PRy Eieis L b7 L Eieis L 27e L
a) ZbdH Y (BFEN) L 30%LL ., BEEE 2. Okg DL Y B
T ORFHMIEEYEIL,  (fh) A AIEBREFIRIRIC LD ERICE- T2,
(3) V1A ODEETomg DEAERV7I I EO—EERHEOREMR
1) MEEEEREE D ENE
D40°C, HEHREM BT 7 A, Bie) (GEE)
FRBRIE H BH G 1% H 2% A 3% A
PR H D FEE Bl L 2l L |
P 2L b7 L b7 L
& (%) 99.9 101. 6 100. 1 99. 7
- 2l L 27a L 27a L
L (kef) 4.8 5.1 5.2 4.8
AREEE A Ble7s L | |
@25°C., T5%RH, MESEERROR (BT 27 A, Bte) (BE)
AERIEH B AGEE 1% A 2% A 3% H 6 » H
PR A DFEEE el L el L el L il L
SE (%) 99. 5 E7r L Bz L EiZa L Zib7a L
BRI : 101.0 98. 8 100. 2 102. 1
Bl v @ i v @ e AV v @
HE (kef) 5.3 (BAEN) GREEN) (BAEN) (HRAEN)
2.6 2.7 2.2 2.6
FAEEME T E 27 L Bl L 27 L 27 L
a) ZBibH v GHKA) B 30%LL ., fHE 2. 0kg HLL LY B

- AR AL TE,

()

A ARREREANAN 21T K 2B e > 7z,

@30 7 1x+hr, 60 7 1x-hr V120 5 1x-hr, v —VBk (B2 v—1) (k)

PRERIEH EEpEiR 30 5 lx-hr 60 5 1x-hr 120 73 1x+hr
PR ERENPEF B2l L VXA 27e L
Aom (o Bl L Bl L 2l L
w & (%) 99.5 100. 7 100. 8 100. 4
- 27 L Bl L Bl L
R (ket) 5.3 4.4 4.0 3.9
FAEEE A Bl L | Bl L
V. #ANIZBE4 5EE 12




2) 7R v u—adBEMR OREN

25°C. 75%RH, PTP AldE (JEJE)

AERIEH B AGEE 1 %A 25 A 31 A 6 %A
PER H 0D R EE Eieis L 27e L Eieis L 27e L
SE (%) 99. 5 Ev7r L Bz L EiZa L 7z L
BRI : 100. 3 100. 3 100. 9 101.5
- b7z L e L e L b7z L
W (ket) 5.3 5.1 4.7 4.3 4.0
FAEEME T E 27 L Bl L 27 L 27 L
(4) ) 1) A 0DEE150mg DEAZERUVUT7ILI EO0—aAEHREOREN
1) A EERED L ENE
D40°C, HEEREIR BT T A, %) (RE)
BRI H B A& IRE 1% H 2% A 3% A
PR H 5D & HE Bl L 2l L |
2 2re L 27a L 27a L
a it (%) 99.9 100. 8 99.5 100. 0
- 27e L 27a L 27a L
RREE (kef) 7.9 7.2 7.3 7.3
RAEEE S =y 27e L 27e L 27e L
@25°C, 75%RH, WBRHOR (BT T A, Bk  (RE)
PERTH H BH 4G IRE 1 %A 2% H 34 H 6 »H
LRI H 6D FEEE EibZa L A7z L EibZa L Zib7a L
Aom (o VX REQ 27z L 27 L 27 L
aht (%) 100.6 99. 2 100. 2 100. 3 101.0
Bl @ Eikdn @ Bl @ ik @
TR (kgf) 7.8 R GHAEP) R GREEN)
3.6 3.5 3.2 3.5
AR SRy Eieis L 27e L Eieis L 27e L
a) ZbdH Y (BFEN) B 30%LL ., BEEE 2. Okg DL Y B
o ARRHmEAE X, (fh) B AREBEEEAIRISIC X A ERIZHES T2,
@30 5 1x+hr, 60 5 1x-hr V120 5 1x-hr, v —VBk (B2 v—1) (k)
AERIEH R 30 5 lx-hr 60 5 1x-hr 120 77 1x+hr
PR H a0 FEE Bl L | Bl L
Aom (o 2re L Bl L 27 L
aht (%) 100.6 101.0 100. 2 98. 8
- 27 L Bl L Bl L
R (ket) 7.8 6.8 6.0 5.7
ARLENE T A A7 L b7 L A7z L
2) TV e —alERRER DL EME
25°C. 75%RH. PTP AldE (V@)
RERIA H BHAAEE 1% A 2% A 3% H 6 »H
PR H 8D FEE 27 L | A 27 L Bl L
P 27z L el L el L el L
a it (%) 100.6 99. 4 100. 0 100. 9 100. 1
- ki L X (P ki L ki L
RREE (kef) 1.8 7.1 6.8 6.2 5.9
AR PRy el L 27e L el L 27e L
1v. WAL 5IHE 13




1. AMERVBRROREN
M L2

8. fF & DESRIL (MELZFHNEIL)
AZ LR

9. RHM

ZLHNY 20D BE 26mg, 75mg. 150mg [V TR S| i&, U UL OD & 25mg, 75mg. 150mg & BRIy

(FER) | WAl audr, S, RGEH R RhRE U, AR O &, S & OVRER 5 1E5E M3 [
—ThoHHHERN (A—VTAXR P2 w7 ERMN AG) THDHID, LAY 0D B
25mg, 75mg, 150mg [V TR S| OEHFRERIZFN L TV 7Rv, LUFIZERERLOV Y B 7k

WY U 7 0D SEDOVR B ER &2 ed s L7,

VY B AT e

ROBR VL B R RERBRIEE N RRBRIESE 2 1 (O RLik)
Ml #i5 % 50 [AlEE/ 4y

A OBR R : pHL. 2 L TR 6. 8 DRETE

RS B - EHOTIEH LT

U U % 0D §E

AR VL B R REBREE N RBRERE 2 15 (O RLTE)
[ #i5 % : 50 [HlH/4y

X BR K : pH1. 2. pH4. 0. pH6. 8 DFEMEIE M UK
ABRAE R - O LT

10. &% - %

(1) FENDELGRS - A, SNESRRCESR - AR(CHT HFER
A L

(2) 8%
(FLANY) > ODEE25mg TVTRS] )
100 &£ [10 & (PTP) X10]
500 & [10 & (PTP) X50]
500 && [Jfi]
(FLANY D&M TVTRS] )
100 £ [10 & (PTP) X10]
500 &£ [10 & (PTP) X<50]
500 §E [
(FLANYDEE150mg TVTRS] )
100 £ [10 & (PTP) X 10]

V. BRI HIHA 14



Q) PREE
RN

(4) BRHEEOME
PTP A3t - BV b=/ WU E = U F o7 4 LA, T
A H—RVTF Ly, Fy oS —RY For Ly

1. BIRIRE S0 B EHE
LR L

12. 20
LR L

V. BRI HIHA 15



V. AEICEEY 5I1EH

1. MEEXIIHE

4. HREXIFZE
O EIEE &R
O FfRIEI<fF > &R

2. MEERIFHRICEET HFE

5 MEERIIHRICEET HEE

(IRHERRRIEIZHE S ER)

FAERIE ORZENL, KEY v~F o005 (W) REEOEEE 2K S EEICHE
ML, HEEZK SNTGRICOREGTH L,

<>

BRHERNJRE OZWr 2 VN 34k~ 5 L o 1Rk L7,

ZWrz oW

1990 4EIZIZK[E Y 7~ F ¥4 (American College of Rheumatology : ACR) (2 X W 4348 () Hug»
WERE S, ERNNAZRDT 2 0RBERZKICH OGN TNS Y,

AFLAEL, O3 » A LL LR 2 IRGEPHIC 72 2 m OBEEIE (o8, Ay, ¥y (X0 B) |

Ty MLV T) ROMKESE (SEHE, Aot MokE, BEED) OFT X TIEFNA b D56 % NP
DR LEE] . @18 HFTOHEIC L DmMA (K 4kg DFFEIZE Y 18 #FTD 5 B 11 % FTLLEIC
EIRZE U D LGS HE) O 2HENLHARIND,

V. IGRRICEEY 5T A 16



1990£FACRRHE A i JiE 77 SE A4

L. JRFEHICOT=DEmOBENH D Z &
TEF IR BPRIORTENL T R CUZRD DN DA, AR D3R & 72§
s FEFHICHA LI DER
CAEFICHR BN D ES
s BPEHICHALNDER
s PEEICALNDER
- REEROVSE  (SAME, RO, WOKED DV IFRER)
AEFRTIE, BLEOESRIL, REIMAMN (EUIHEEE) OFwWmE AT, [hE
W ORI, N O & AT,
2. FEIZEY ., BHEATOETRED I By FTIZERZROH 2 &
B FREICEY . UTOERAI8H D7 b1l n FTCERO MR T &

- REHES  RREAE TESARTAEE (A

- TR : CB-CTIZIIT D BAZEIHF ORiE (7E4)

- fEER . BRlBROFEA (EA)

CRRER AR O RO B ()

CEE R B B EEGE, AW Lim o i (EA)
< SMALESE - BRSNS 2emiERL (A7)

CEEED o AMANCER Y L 7e R 2 U455 L A
(4D

CREET B TREZEROBE (A7)

g BT O RIS (2 4)

FEEIIR4kgDE N THEMT 2 Z &, FREICLVEREN KR 2hz 86, *
DI RZ TRt ST 5, B2 EmIE R I2EFHu0,

% M. 020D EUERETZ LTV IUE, BRHERSRIE &I 5, IREPHIC 25
IR L3 H UL FERGE L TR TSR 6720, B 0REENED 5N T, BHEDIR
JEDOBZWHIRETH D,

V. IGRRICEEY 5T A 17



3. HERUVAE

(1) RERUVAE DR

6. RiERUVHAE
(HRREEER
W, AT HEE LTV A ANY > 1 H 150mg 2 1 H 2[ENCH T CTROEE L, T0%
LB ENFT1 BAEE LT 300mg O 5, 728, i, ERIC I EEHEET 52,
1 B HEIZ 600mg 22202, WInh 1 H 2ENZT TRAOKET S,
(GRMEFTRIEICHE S &ER)
WE, AT AEE LT LV > 1 H 150mg 2 1 H 2 [BNZ0 T TROEE L, T
LABILL BT T 1 A& E LT 300mg £ THi L7-1%. 300~450mg THEF T %, 7ed5. 4Elp.
JEMRIC X 0 B EHET 22, 1 &I 450mg #2202 s L, WEnb 1 H 2 [EI2Sy
ROk ET 5,

<fR >

RZERUVRAE : #i8AE

<BES>ERNBRRKRFARICE T2HIESZ (FREPRABERUVERAEREHZESTICE S ER)
EWNE 1 FHRBRICBW T, AAI300mg/H (150mg 1 H 2 [F) &U600mg/H (300mg 1 H 2[E]) DOE
B RELRRBEII R D> T b DD, BEGRRBIIMOZ2MEZBE L, RS %R & OB R
FATE ARG ARRPE (A 0 o 2 xf G & U7 /M E S AR ERER & (AR I [E N 26 ITAHERER 12 35 C b A
300mg/ H#E K& TN 600mg/ HBED I &% 150mg/H (WIH DX JFIZ Tomg H G- HH4E) &L, 1
fil % 2>1F T 300mg/ H & %\ M 600mg/ HIZHE = L7z,

ERFELEARICES T OREAZ (FRASRABRERUVERREREHREESICH S ER)

%1 (i) & 2~13 itk

Ji& F1H | ¥2H %3 H %4 H %5H %6 H ¥T7H (&7 E=4) Rl
A I AN BN AN A EE AR i 24 o4

FS5vR| — |0 | 0| 0] 0 0 0 0 0 0 0 0 0 0 0 0 0o | —
150mg/H | — | 75| 75 | 75| 75 | 75 | 75 | 75 | 75 | 75 | 75 | 75 | 75 | 75 75 75 75 | —
300mg/H | — | 75| 75| 75| 75 | 75 | 75 | 150 | 75 | 150 | 75 | 150 | 150 | 150 | 150 150 | 150 | —
600mg/H | — | 75| 75 | 75| 75 | 150 | 150 | 150 | 200 | 200 | 200 | 300 | 300 | 300 | 300 | 300 | 300 | —

LAY 0D EE TVTRS | TR Z EE L T 7=, BERRBRAGE B3 2 iedi it
REFLOA LV EZ a2 —T+— 5B H LT,

V. eRICEd 5 HA
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EPNH RS, ENREIRGHRBRIZRS T 2EENoR 5 I7EE, UToLBh Th o,

AgHE (AR 1575

RAERLEER
(g
3004
;
150mg/B# @ 7]
E 7
(mgh
A00-
:
300me/BE & i)
B 7o
(g
2004
]
600mg/BE B {0
2 7o
R 5HER
150~ -
600mg/EIF B 20
E

1HE 208 3gH 4HE 3=] =] =1=] =] 7B 2EELE
¥ OB F B F M F B F W F W F OB OF

FEIFSH (R £,
IESEMETS

1T71I71I3I7TTITaITaARATAAT

T
....lllllllllll

1THE 2HE 3HE 4HE G&5HE 6HEBE 7HEH 8HE 9HBLE
B F B ¥ B ¥ B F B OF B Y B OF B ¥ R OF O

JBEZ R &b, 1 immiE DEEEE O
EEERETS FHFEIEDEETS

]]]]]]]]]]]]]]]]]]

<BESERNBRRKRARICHITDHESE BHEHREE)
EN R AE B GRBR IV T, AH 300mg/H (150mgl H 2 [A]) M OF600mg/ H  (300mgl H 2 [B]) DAL
PRI R & 2RI o T2 b 0D B HBIMGOIH D22 &M% B8 L CRHEMRIERE 2% L L-E
N7 T & R RERER TIIAAT SR O W &4 150mg/ H (W] H D4 J512 Tomg F5-0>HBHME) & L.
1 % 27T 300mg/ HIZHE & Lz, ZaMEICRBIX 2 <HEEICEI D 2 MR HFI D8
BREICKR L CIE, 512 1EMZ20F T 450mg/ HIZHE& L7,

ENEIEARICE T HMEAE (RMEFFBIE)

F 1 %20 %5 3 % 4~15 1 516 3

M | B1H | F~TH| H8H | H9~14H | HI5H | HI6~21H | FH22H | H23~106H | HFH1H?
L A A A O A B A I A I A e

150mg/H | — | 75 | 75 | 75 —
300mg/ H 75 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | —
450mg/ H 225 | 225 | 225 | 225 | 225 | 225 | 225 | 225 | —

a) 153 - frikEekEE A

HAT : mg

LA NY 0D EE [VTRS | TR Z EE L T 7=, BRI B 3 2 iedid
FEHELDA A a—T F—LN6BH LT,

V. eRICEd 5 HA
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<BESEBLR TS ERABRERCE T SHEHE (BHEEERER)

FHEEREREAE T 2BE 234 L L EBRER 7 7 2 AR T L AU CREO P
&% 150mg/H (FIH DL FIZ Tomg HH5NHEME) &L, 5% 1, 2, 3 XUV 4 KO 4 BIZH7z
0. Ml & OWERE DE IR VL EMEEZERE LR35 150, 300, 450 K (Y 600mg/ HIZHEE L=,
B RET I ENC 1L EBBET 1T 2N TEDHI L L Lz, MERFAEIT, 4 B (224 1280
TRESNTZHAR&ETEEE{To7, 27 L, #FAEMICERTCERVWAEERR BRI LIS
X, 1EBEOES LBlOATEHZEE LT,

EBRIE R 77 A BRI 1 D IREE 7 15 (i BERE25m)

A== —EERAERY ez
1EMAE
LERAEREH 128MEAER ~ HEH
Pregabalin 600 mg/H
A A >
Pregabalin 450 mg/H
g A 4
A
Pregabalin 300 mg/H
\ 4 \ 4
A a
Pregabalin 150 mg/B I
: A 4 .‘ R 4
ok - _
=221 2 3 4 5 6 7 8
HiE]-2 0 1 2 3 4 8 12 16 17 18
B#&|-14 1 8] 15| 22| 29 57 85| 113] 116 118 |120 127

*AERBRRGELUBREICESWTHET S,
* BETERVAEERNRELLSS L, HRAERMBITBRBEOREREZ 1ETICENTES,

(2) RERUVAEDRERE - RN
V-5, (3) MERISHERRR) OHESMR

KUY 0D EE TVTRS | IR Z EE L T e, BERRBRAGE B3 2 edi i
REFLOA L EZEa—T+— L0 5EH LT,

V. IGRRICEEY 5T A 20



4 RERUVHEICHEY SIE

1. BZERUVAEICEET 35

1.1 KR E-Z2F 1T 2568120F, D &b LR ENT THhA IZEET D Z &,

1.2 BHRERRERFICARZ B G T 2581, TRIORTIZ VLT F=2 I VT 7 AMaxSE L L
TAFNOBGEELOBRGREEZHG T2 2 &, £z, MIKSEIT2% T TCWAEETIE, ZLTF
=27 0T T AMEDS Uz 1 BRI A T, MigasET 2 3206 L 72 5% SRR OBk 5- 217 9
Zl, HEORENHKEIN TWAHEEITIE, KAELGG L, ZEESHEZRI N, IRA+
SIS HITHET LI, BB, CZTRLTWAIAE - AEIFY I 2 L—y g URERICESKS

(8.2 /]

LOTHDLZ e, KBETLICEEICBE LN, Hik- HEZH#AGTH L, [9.2,
9.8.1. 16.6.2 %M]
(HIEEEHER)
JLVTF= S Py
IUT TR >60 >30 - <60 >15 ~ <30 <15 LT 6 0>
i EBaEh—n
(mL/min)
1 Hfe G & 150~600mg 75~300mg 25~150mg 25~75mg
1 I8 25me 1 [2] 25mg
1 H 3 %fglﬁ
- 1 [A] 75mg L<ix2mE 1 [2] 25mg
P & LB 2 pdss it LH 1E 25 1% 50mg
1 [A] 75mg
LH 1 1 [9] 50mg
1H 1A
1 [A] 50mg
1 A3 1[8] 25 i
e ﬂ%fgg O ﬁg?g 50mg 50 I% T5mg
1 [=] 75mg 1B 11
1 H2H
1 [2] 100mg 1 [2] 75mg
1 H 3 1 H2IH
e llﬁégg?glg i i 11 %‘ 715%? 100 X% 150mg
1 [2] 150mg 1 [=] 150mg
1A 2[H 1 H1[H

) 2 BIC 1AL AFIES 6 Rtk 5 4 R BT 2 T L 72 H a0 > 2 2 b—> 3 VRERICHES <,
(RRERRIRAE (S 5 & R)

JLVTF= N
VT TR >60 >30 - <60 >15 - <30 {15 m&m@f?
. e =
(mL/min)
1 P& E& 150~450mg 75~225mg 25~150mg 25~175mg
1 [ 25mg LIl 25mg
LB 3@ 1A 1
o= 1 [B] 75mg H LI 2H 1 [A] 25mg
W1 &= L H 2 B e L H 1M 25 1% 50mg
1 [2] 75mg
1H 1 L] 50mg
1H1[H
1 [9] 50mg
1B 3ME 118 25 X%
HERE R 11|E‘|3 125 ?glg paEs 11 E: 715;%? 50mg 50 i 75mg
1 [F] 75mg 1H1[H
1A 2[H
108100 % L< 1Z
125mg 1 18] 50 )%
HEFF R 1 [E] 225mg 1 [d] 75mg 1H1[H e 75 1% 100m
(et 5 8) 1A 2Mm 1B 3[m paEs h lg@ &
1 [=] 75mg
1H2[A

) 2 B 1R AR S 6 Btk b 4 BRI gENT 2 320 L 72 BB 0 v 2 =2 b—3 a URERICES <,

V.

1BRICEI S A
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<fifin >
1.1 Ak

HARB B ARR 28 & LIZENSEIHERERICE O T, 13 B0 —ESHREIK T, BHGR
BRICEAT Lo W5 1T, SMNESIERER & Rk, BEMZRTTICARORGEZ/& T Lz, £0
FER, BETIEB 1LEMO 7 a0 —7 v 7HICB T 2RIERARBMEE L, 77 R AH 150me/
AR, 300mg/ HEEM O 600mg/ HEETENZEL, 4.0% (2/50 i) . 0% (0/45 f4]) . 2.3% (1/43 f5)
KOV6.1% (2/3341]) TV, AHFITILE ANRES OVFEED EVORIWER GO b,

2B AHITED S EWER XTI SR TR G H R X A ERRIICIHE L 72 2 2 2NTER D &
FARAY RSN

BRI PEAR TG AR IS D R 2 xR & L7 ERNEIERRICS O CX, 13 MO &SRk
TR, BEMEGHBRICEITLARWEGEAIE L EBOBEN 2R T, RFORLGE2KT Lz, Ok
R, WEMICE T HIRREREGE TCERWEEFRORBERIL, 77 2R AAKI 300mg/ H#E K
N 600mg/ BRECTENEh, 18.0% (11/61 f51]) . 17.8% (13/73 #i]) KN 15.8% (3/19 f5) TH Y |
T U NY CRET2HILL RIZFE D AT RIVE R I3 RFE MR IE (300mg/ H T 4 1) & OMAREHE N (300mg/
AT4fB]) Thotz, o, TNOLOHEPITRTRESH L WVIIHEET, HEO LD o7z,
FREBERIER 2 x5 L U EREFEF AR X, SBR2& T2, BERFT 1 AMORBE
AR TREEZKT L, —HERBEHOKGETHUIPIEZICRD SNEITER BEN %
RTICHGHE T LIcHBRE OREZE ) ORBRIL, 7T R T LAY UEETENEILS. 4%

(9/107 B) . 14.3% (16/112 %) TH Y, F LAY BT 2 FILLEIZFE S S = BIERIZ I
. RIRAE, &9, I CPK 8N, Wit Ch oz, Fio, FEEIIMRMPHE | §2 R 3 CRREE
HLLIEHNEETH o, MBrEZTIET 58T, 1| @R OBERZR T LI o ofkh 2]k
LTWeZ enn, B52 1T 2BRCERICRIEE 725 X 5 et EOBREITRO L
277,

FRAHERFRIE 2605 & LT-[EWNEITFERGERR T, BRA K T2, BRT T 1 @M OREY %
BRCHERGEEKT Lz, 2720, TIEfloH b, ﬂé@h@@m&kfﬂi%w % TE S R B 7 R

[ 72 AREE35.0% (14/40 f5l) | LA NY UBEAL.9% (18/43 f5i]) ] 122\ Ik, EM 4%
TICEGEKT LTS, JBEMOEGHKTHUITIERICRD DN NEBERE GE TERNE
%%%(ﬁ%%%ﬁﬁ_&ﬁﬁTbtw%%®%¢%aﬁ)@%ﬁ@i 7T vAREE, LAY
VEETTENTFRN 2.4% (6/248 15]) | 8.4% (21/250 i) TIH V. FL AN UREET2HILL FIZERD
LINT-AEFEGII TR, ROMmBE. BLThotz, F7-. BEEEIZTHOPEE 2 filzikx, =
NHOFEZGITITRETChH -T2,

L2x L7223 & [EN R B G300k CIOKE & O E T ORAM SCE THE STV A IBEFIEICEN,
300mg/ H (150mgl H 2 [B]) DA EOHETIE 1 EFOWEMN 2K AR ORGEZPILToZ e L
L Fe, AROBWEE R I . RIR, EO, . R, R OZITE S O B E R
NHOHLNDZERNDH LT, RElOERGEHIET 2855121%, D7e< &b BRI Eo T Thxa
WCET D2 &,

KLY 0D EE [VTRS | IR Z EE L T2, BERRBRAGE I3 2 iedid it
REIFLOA L EZE2a—T+—EN5EH LT,
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<BES>EARPRSHBRICETIHEOFIE

1) HARIEIB % 0 M OV PRI PE AR A AR IR L0 © W
RSB ARRE B OWE PRI ME R RS AR AL O IR O B xR & LI ERNEM& GRRICES
5. WEROFIEZ DL FIORT, AFEEG P IEIZOW T, 150mgl B 2 [ (300mg/ H) LLEoHE
ZRRAL72FE, 1 EBOBENZRETRAZK T L, 75mgl B 2 [8 (150mg/H) OHAEFRAL
B, BEETICKR T TES L L,

EREHESHRICEITHHEDOFIE

Vpge]
&Ik A & % 1A %2 H #3 A %4 R %5 H %6 H % 7H
s |lwmls | s |wm] s |wm|s|w]s
75mg BID (150mg/H) PR L
150mg BID (300mg/H) 75 7% | 75 | 75 | 75 | 75 | 75| 75 | 75| 75| 75 75
225mg BID (450mg/H) 150 150 | 150 | 150 | 150 | 150 | 75 | 75 | 75 | 75 | 75 75
300mg BID (600mg/H) 225 225 | 225 | 225 | 150 | 150 | 150 | 150 | 756 | 75 | 75 75

BID: 1 H 2[H]

2) FHHHEGICHE S KR
FRREGREFHOBE 235 & L ERNRYIR GHRICK T 5, BEOFIREZ LU TIORT, AHER
B k2 oW T &S 300mg/ H LA EA AR L7=flid, 1 M oBE 2R TR T2 L L L,
2N 160mg/ H 2 M L7z, 1o/ T L,

ERRHRSHER (FRBGEHERE. NEPREBRUSHEMEEEICH S ER)
CRITOREDFIE

—— e
AR w1H w2 H %3 A 4 H %5 H %6 H wTH
g/ 4 g/ 45 g/ 45 g/ 5 /4 g/ 5 L]
300mg/ H 150/75 75/75 75/75 75/75 75/75 75/75 75
450mg/ A 225/150 | 150/150 150/150 75/75 75/75 75/75 75
600mg/ H 300/225 | 225/225 225/225 150/150 150/150 75/75 75
* 2211 BN :mg

3) MUHEFIRAECFE D TR
MRAERRAE (Z0F O IR B 25 & LT EN R GRS BT DR O FIRZ L FIZRd, AH
DEGHNZ O TR, HED 226mg/ A LL EDO & ZARM L72Bilid, 1 8B OGRS 2 8% T 5 2 &
T2 L& L. MED 150mg/ H ORI EZ IR LI2flid, EEFIT’k T L,

ERRARR (REFRE) ARENEFIE

o R
o = w1H %2 H %3 H %4 H %5 H %6 H %7 H
W%@H&ﬁﬁ;
24 A AN AN AR N ]
225mg/ H X% 300mg/ H 75 75 75 75 75 75 75 75 75 75 75 75
450mg/ H 150 150 | 150 | 150 | 150 | 150 75 75 75 75 75 75
* 15200 - RUERERRER (%72 11) BANT :mg
ML ANY 0D EE TVTRS ) XERRRZ N L T Wiz, BRRRBREGEICBI T 5 Rtdiddk

REIFLOA L EEa—T+—LN5EH LT,

V.

1BRICEI S A
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7.2 BESREREE A OB R OV &
RHSREREE B At & U AME AR SRR U 12V T, BISREREE RS TR BB RN L
otz REAERE Lz, £, MEENT 2% T2 BFEICBIT AR VLT, ik
WrE x5 & LT BRI RBR OFE RICESERE L, 2B, RIRLTWDHZ LT F=0 7
V7 AEMOREROCAREIIY S 2 L—y g VEERICESS LD TH A Z b, BB L
WCHEBEICBIE LR, HIELROCHEZHAET 52 &,

1) BHEBEREICHITIREERUVEERRIZONT?
RS RERE F A & BRI ARH O S BN HE A Mt U 7= A4 E g PR SRR BR (2 55\ ¢, CL/F 13 Cler (2
B4 25 2 ENBHBNT-Z ED3E, Cler 28 60mL/min % T 5 B E (i A AK D 1 H% 5 &
I, IERREHEEE L~V A AT D ERE O-E L L, Cler 2% 30mL/min % F[a] 5 #8R# 2% LT
1L 1/4 &, CLer 28 15mL/min Z FEI A HEERE 20 LTk 1/8 BICHET HLERHDH, Lizhi-o
T, BHREEREICAAZEET 25813 RICRT 7 LVLTF=0 2 07 70 A iE2BE L
LCARAO 1 BEGEEOCEGMEZHREEGT5 2 &,

<S5 > BHEREREE B O I ENHE 2 Wt U 72 S E B R S E R

EHERE D2 DR 26 Il A R IC, AK| 50mg & HEIRE QG U2 oK EiRe 2 it L
72 ARBRTIL, 8 O WM., AA| 50mg & BRI G LU, MAEHRA KL ORI L 0 fR$
TUHNY CREARIE Lz, ZORER, BHEEOIK TN > T T, DEE L, AUC, 23N
L. CL/F RO Z VT F A (Clr) 137 V7 F=227 07T 7 AZHBI LT,

BHRAEREEEICE T 54KF S0mg HEEFEARSFHOEDIE/ NS A —4

JLTF= Conn Tooe AUCoo Tos CL/F CLr
JIVT TR (pg/mL) (h) (ug-h/mL) (h) (mL/min) (mL/min)
>60mL/min 1.86 1.00 15.9 9.11 56. 5 44.9
(n=11) (0. 39) (0. 224) (4. 4) (2. 83) (17.6) (23.6)
>30 - <60mL/min 1.53 1.29 98. 2 16.7 30. 6 15. 4
(h=7) (0. 29) (0. 393) (5.0) (4.1) (7.3) (7.7)
>15 - <30mL/min 1.90 1.93 52. 3 95.0 16.7 9.23
(h="7) (0. 62) (1. 48) (11.7) 6.7) (3.9) (3.37)
<15ml./min 1.69 1.00 101 48.7 8. 30 4.30

(n=1)
PG 50mg (HA[ED) | Pl (EEHE(R )

<BESEBHEREEEREICBITAMPEPTEES I 2 L—3 3 VR (REEMERICB T DK
G )

TR A S OVEE 838 f5i] (9 B HAAN 474 B) 7> HAEEE L 7= RHERIEEMENEE T L 2 -V T
B RERE R I OVBMSRE EH# (Cler @ 60~120mL/min) OHEFEMAER 7 L AN Y L EEHE
Balbimet Uiz, ZORER, AflokbE&, #5MEE2 27 V7 F=0 27 07 7 AL VR
LB OHEEMAER 7 L AN Y R BERBERE E R E COHEEMET 7 L AN
FEO@BIANTH 5 2 &0 R S v,

XAV NY 0D E [VTRS) KRR E L T RW=o, BRAREERAGE BT 2 503
REHLOAL A a—T+—I0LB[H LT,

V. IGRRICEEY 5T A 24



BHEORLGIBHICETIHEEMRERTLANY ViRE

(BHBEEREEICTLA/N) > 1[E300mgl B 2 @5 LI-HE L DLHER)

Q7 v7rF=>27 17T A :30~60mL/min (FEfes-2 17 150mgl H 2 [F13(% 1 [#] 100mgl H 3 [A])

BHHETHHEE TR GELZ RS, &5 8~14 H HiTMFEZ &G

— O —  BEE5E 1E150mg 1 B 2 @RS : BEKRS5®E 1E300mg1 B2EKE
—E’ ™ (CLcr=30 mL/min) (CLcr=60-120 mL/min)

IS) — BE5E 1E150mg 1 B2 @RS

2 0 (CLer=60 mL/min)

i

el
=

MmEERTLH NV
5

10

| \\\\\\\wWW“NNN

P

o 4
0 7 14 21 28 35 42
B (B)
— BER5E 1E100mg1 H3EHRS  BERSE 1@300mg 1 B 2@K%S
38 (CLer=30 mL/min) (CLcr=60-120 mL/min)
‘5, — EE5E 1E100mg 1 B 3EES
= o (CLecr=60 mL/min)
M —
i
AR
‘: -
ES
B T
I TR e
# (LYY
H o
T T T T T T T
0 7 14 21 28 35 42
BRI (H)

KUY 0D EE [VTRS | KRR Z FEZE L T 7enWzd, BERRBREGE BT 2

REIGLDA LV EZE 2 —T 4+ —AN5BH LT,

RLkE e
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@7 Vv7rF=7 VT T A 0 15~30nL/min G581 8] 150mgl H 1 8133 1 [8] 75mgl H 2 [a])
BeHFHTHEE MR GEEZ RS, B 8~14 A BITMREZ &S

~ 8 —  BEE5R 1@ 150mg1 B 1 @EEE - BERER 1E300mg1 B 2@EE
—E' (CLer=15 mL/min) (CLcr=60-120 mL/min)
> — BEESE 1E150mg1 B 1EES
= 9 4 (CLer=30 mL/min)
%
i
N\ o |
A
L
’\
R
A 0 A
N
H
0 7 14 21 28 35 42
BRI (B)
= — BEBR5E 1@E75mg1H2EES - BER5E 1[E300mg1 B2 EES
(CLcr=15 mL/min) (CLcr=60-120 mL/min)

- HBEHEE 1E75mg 1B 2EES
E (CLer=30 mL/min)

E (ug/mL)
15

s
s

2 2
W
il ._m“\\“ o
0 7 14 21 28 35 42
BRI (H)

@I VvT7F=o27UT7F A 7.5~15nl/nin (FrE¥ 58 118 75mgl H 1 [A])
BHFETHEHE IR EZERS, &5 8~14 HHITHFEZ &S

0

EmEREE 1E75mg1 B 1 @RS - BERSE 1@ 300mg1 B2 @RS
(CLcr=7.5 mL/min) (ClLcr=60-120 mL/min)

=  EEREE5E 1E75mg1 B 1EES

b (CLer=15 mL/min)

2

15

10

5

\\“ﬂ*‘

0 7 14 21 28 35 42
BERE (B)

WINNN

0

MR FLA /) R E (pg/mL)

LAY 0D EE TVTRS | TR Z EE L T e, BERRBRAGE B3 2 iedi it
REFLOA L EZ 2 —T+—E05E|H LT,
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<BE>BHEREEEREICBITAMBETEE S I 2 L—> g U GREERIRIEICAE 2 ERICk
oM R (kARG E) )

TR A L OVRE 838 ] (5 B HAN 474 ) M OHREE U -RHEMSEMEMEE T L2 0T, &
HéRekEE B K OB AR IE 3 (Cler : 60~120mL/min) OHEE MAER 7 L H N L JEEEHERS &
PR Lz, 2 OREE, Aok b5 &, 5MRE2 7 V7 F=0 27 07 7 RAZX VL
BROHEE MR 7" L AN ) R R SRR IE R A COHEEMAET 7 L R R O
NTHDIZ LR INT,

BHREDELDBEICETAHEMERTLANY VIRE
BHEEEEEICT LA/ > 1E 225mg1 B 2 EEE LI2HE & DLHE)

Q7 VvT7F=o27 075 A :30~60nl/min (B 58 1 (8] 76mgl H 3 [A])
BEETHEETTIIHBREELERS, &5 8~14 B BITHFFEZ &5

&1 — :1@75mg1H3EES 1 E225mg® 1 B 2 EAEE
(CLcr=30mL/min) (ClLer=60~120mL/min)
© | wm 1[E75mg 1B 3EES
(CLer=60mL/min)

MMM

Mg T AR EE (ug/mL)
10

ARARRAK
fIJ I7 1I4 2I1 2I8 35 42

#BE&ERM (B)

KUY 0D EE TVTRS | TR Z LG L T2, BERRBRAGE B3 2 iedid
REIFLOA L FZEa—T+—EN5EH LT,
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@7 Vv7rF=r7 )T T A 15~30mL/min
(#5518 100mgl A 1 [EXIE 125mgl B 1 B X% 75mgl H 2 [H])
BH5ETHBE IR EEZEYS, &5 8~14 HBITHEFFEEZ &S

& 1 —— :1[E100mg1 A 1@EEE o 1 E225mg M 1 B 2EBE
(CLer=15mL/min) (CLcr=60~120mL/min)
o | = 1[E100mg1 B 1 EES
(CLcr=30mL/min)
=

MmiFhFLA N VRE (ug/mL)

1t AR AR

0 7 14 21 28 35 42
HE®ER (B)

3 | — :1[@125mg1 8 1 [@E5 [ . 1@E225mg® 18 2E/kE

(CLor=15mL/min) (CLer=60~120mL/min)
— 1E125mg1 B 1 E#&S

) (CLer=30mL/min)

\\»\mnﬁ\\\\\\\\\\NN\\NNNNNNNNN\\N\NNNNNNN

T T T T T T T

0 7 14 21 28 35 42
HE&keERE (8)

15

miERFL AN R E (ug/mL)
10

g QA —— 1@ 75mg1 B 2 @5 e 1 [E225mg 1 H2EES
=) (CLer=15mL/min) (CLecr=60~120mL/min)

i 0 = 1@ 75mg1H2EES

Z\\E (CLcr=30mL/min)

‘ [
BT RRRRRRANY

g o )

0 7 14 21 28 35 42

RE®EME ()

T VUANY D EE VTR S WEFERRERZ T L T 7=, BERRBRAGEICEE I 2 iodidt
REEDOA L a—T+—ENLEH LT,
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@7 vrF=2707 T %:7.5~1bnL/min (FxEH 5=
BEETHBECIIYMRGEES RS, #58~14HH

18] 50mgl H 181 Xi% 75mgl H 1 [a])
IIHEFF R AR

gﬁ- — :1[@50mg 1 B 1HE%E [ 1E225mg 1 H2 @RS
3 (CLer=7.5mL/min) (CLer=60~120mL/min)
# 1w | =——:1[E50mg1B1EES
'\5 (CLcr=15mL/min)
TR RUR LR R LR ALY
B AP RLTRTRTAA
cl) 7 1I4 21 2'8 3I5 42
G &KEME (B)
% S — 1@ 75mg 1 B 1 @E&E 1 E225mg® 1 A 2E‘E
g (CLer=7.5mL/min) (CLcr=60~120mL/min)
" oo = 1[E 75mg 1 B 1 H%ES
’E - (CLer=15mL/min)
. (R
lll l L
go- l\”—:“"‘l
(i) 'I/ 1I4 2l1 2l8 3l5 4'2
wE5®EHE (8)
KT VIAANY 0D 6E TVTRS ) ZERARRERZ FMi L T a7z, BRRER A B3 2 it#id e

REHRMOA A Ea—T 4 — LB H LTz,
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2) MEBERIADELBEEEEREEICH TR EERVERERMREICDOLNT

MR BAT S B 7 R RE RS = B E A5 RIS T L AN Y o O3B RE A Mat U 72 S0 E R 3 2t
BRIZIHEWT, B2 V75 v &%, 192nl/min T 4 BEREIBATIC & - T, fiE 38 B 1349 50%
FETHD Lz, LIS TMEENT 2% T D BE T ARRBITICZ VRES NS 120,
JVTF=r VT T AMEIG U 1 BERGBEOER 52N A2 T, MiENT 2 £ L 7% I CAH
OBEMFH-21TH Z &

ek, 1 BEGER O FEHENMEEHRE SN TV LA, MHEN OB L, ARMENHERR
S, DR RGECEET D,

<BE > BN ERE O ERE 2 FRET L 74 E AR SR B RS D

3 [BILL_ LD IMEEENT % % TV 288 12 BIICAA] 50mg % HRIRR O 5- L 7= s D 3 EhRE
et Lz, ARBRCIEL, 8 R oK IHa AR, MIREHTIRIEBA LS 24 REMATIC A 50mg 4 HilH]
BO®G L, HERINL OB G% 168 Fefi] £ TIIMEY o 7V 28I L, FIRERe A 5% 48 Kl
ECEREIT- T2, TOWROBENZ VT T A%, 192nL/min T, 4 B0 MigENTIc L - TE
WED 58. 1% 03 FRE S 7,

NRTA—H BATEE (AR E)
Coax (12 g/mL) 1.24 (0.29)
Tyax () 3.18 (1.98)
AUCo» (u g-h/mL) 94.6 (49.4)
Tz (h) 54.7 (30.2)
Ti2HD (h) 3. 00
M#EBEHNTETD CL/F (mL/min) 11.8 (8.0)
Ae (%) 2.23 (2.20)
CLr (mL/min) 0.45 (0.60)
CLdP (mL/min) 192

£ (%) 58. 1

Tiye @ TR ORI

TiHD @ 25 2, 4 KON 7 H BH O M S IR o T,

Clr : 27 UT 7R

CLAP : # 2. 4 R OVT HEOEE B VT T A

frH2, A KONT ABICBITIC L > THE LTEERNED L R—E > b

KLY 0D EE [VTRS | IR Z G L T2, BERRBRAGEIZ B3 2 iedi it
REILOA L a—T+—EN5EH LT,

V. IGRRICEEY 5T A 30



<BESMIKBITBEEICBIT D METEES I 2 L—3 g9 U R (MR EEEMREFE IR T D K
e =)
TR R OVEE 838 il (5 HHAN 474 Bi) 2> HAREE L - RHERIRYEIEE T L& W,
MR HBE e OB HERE IE#r# (CLer @ 60~120mL/min) OHEEMSEF 7L AN L EEHER
Z PR L7, MiENTIX, 2 B 1A, &5 6 R0 5 4 R o IMikiET 2 %1, i
FHERESNI-MiFEAE (100 XX 150mg) ZHH SNz EE Lz, TORER, M E
FIZBWTT L HANY o & B GRREZ R L & 2 ofEigEd 7 L AN RREE T,
EHEREIE R & COHEEMAET 7L AR VIBEOHKANTH D Z & B HERSNT-,

MBEBEMBFICE T DHEEMERTLANY VRE
(BHBEEEEICT LAY > 1[E300mgl B 2 @S5 LI-HELEDLR)

O vT7F= 27T T A 7. 5~1bmnL/min
(%581 8] 75mgl H 1 [A], B OMFe & 100 32T 150me)
BEET HEB ETIIRESEE#RE, &5 8~14 H BldHiRrar &5

— BERSE 1E75mg1 B 1ERS — BER5E 1E75mg1 8 1ERS

’_1; & 1 (CLer=7.5 mUmin) (CLer=15 mL/min)
< — cBERER 1E300mg1 B2 @RS
2 " GAnERERRC LT H0ng (CLer=60-120 mL/min)
B~
#l
A
S o |
6< -
EN
A
N
#+
L)
g o

T T T T T T T

0 7 14 21 28 35 42

FFfE (B)
_— BERS5R 1E75mg1 B 1 8BS —  BEE5® 1875mg1 B 1E%S

’_-JE‘ A (CLer=7.5 mL/min) (CLcr=15 mL/min)
= _—  BERS5E 1E300mg1 H2EES
=2 SRS loT. TR (CLer=60-120 mL/min)
]
b
e |
2 -~
R
A
N ©
#+
2
H o

0 7 14 21 28 35 42

B (B)

KUY 0D EE TVTRS | TR Z G L T 72D, BERRBRAGE B9 2 s
REFELDA A a—T 3 —L065H LT,
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<BESMIRKBITEEICBIT D METEES I 2 L—3 3 URER GRRERIRIEIZLE 9 KR IC BT
LR (Rmf58) )

TR R OVEE 838 il (5 HHAN 474 Bi) 2> HAREE L - RHERIRYEIEE T L& W,
MR HBE e OB HERE IE#r# (CLer @ 60~120mL/min) OHEEMSEF 7L AN L EEHER
Z PR L7, MiENTIX, 2 B 1A, &5 6 R0 5 4 R o IMikiET 2 %1, i
ZHREEINI-MAAE (75 T 100mg) Z#h- Sz LRE Lz, ZORR, MikEiaE
WZBWTT LAY v ofkh& - BHMREZTFE L S OREEMSET 7 LAY R,
SRR R B COHEEMAET 7 L AR VRBEOHFANTH D Z D3RI N,

MEETEEICE T HEEMBHRTLANY VIRE
(BHBEEREEICTLA/NY > 1[E225mgl B 2 @S5 LI-HE L DHR)

Q7 Vv7F=27 0T 72 A :7.5~15nL/min (& 5-8 1 [8] 76mgl B 1[5, #WEOMMTEHAE
100mg)
BE5ETHBE TR GEEZES, &5 8~14 H BITHEFFEEZ &S

] 7 1B 75mg1 B 1 EHLUBEHEOHTHAE (100mg) %% 5(CLcr=0.001mL/min)

3 o

£ 7| = 1E7mg1 B 1 EHLUBHEOBKAR ( 75mg) % 5(CLer=0.001mLimin)
% ° S0 1@ 225mg 1 B 2 [E3#%5 (Cler=60~ 120mL/min)

W < A

i

10

kiAW AU
5

0 7 14 21 28 35 42

wE®ER (B)

XL A NY 0D EE [VTRS | IZEKRRERZ S L T ez, BRRRERAGE B3 2 5edid
REIMBDOA A E 2 —T 4 — A58 H LT,
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5. BEEREUEE
ERR BRI R ERS (VY D7) OFREZTHEH LT,

(1) BRT—2/1\wF5—2
1) FRASRAERE., RHEHEESTER
FeRERS (VU BT RN) OERIRT —5 /3y r— Y OFRBROMET 2 FRIZRT,

<B&EA> <SEA>
£ I HEERSHER % 1 AEERSHER
(1008-1J)
PK tb#g
£ [ HRERSHER £ I HREREHE
(A0081087)
BTEASE O FAERER
(1008-3J%)
| TSR % /4856
| (A0081120) (1008-196)
RHR5HER -
(A0081121) 5 0/IMHAEER
(1008-030. 1008-045.
B R B ISR 1008-127. 1008-132*%)
(B #5#& :1008-2J. -
BEDOE:A0081119) RHA% 5 5E% (1008-
061, 1008-198)
x%a%@ § PR SR IR ER
HUAFESE : : (PK. E¥+EE{ER. BE %)
L S NN NN NN NN NN EEEEEEEEEEEEN

#: OREICH 2 HATREHIRIC £ 0 BGRT Tk Sh -3
TREBRAERE] EHEREHRET IRBROBKT— 2/ y 77— O DR

<BAEA> <HEA>
TSR BRER REIGENR % I/I/IVEEER
(A0081163) RV (1008-014. 1008-029.
1008-131. 1008-040,
P e e T e P e T R PR 1008-149. 1008-173*.
; A0081071. A0081030.
: A0081060)
EIE B
: (1008-155*)
ESREHR
(A0081164)
§ S5 B
: (1008-015%. 1008-074.
5 1008-165. 1008-134** .
: 1008-166* . 1008-174**)
s HEPRIELTS B B O SR MR R AR BE 5 PTG O J5 % et 5 & L 7= ok

#1 REICI B H IR RS ELC 30 BBGR T T SRR
IRBEREETIEER] ZURIENRET SRBRFERITEMUEBRT —2/3y 7— O OB
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ENICBIT 27 LAY O RPN (CX 27&FEHFE ISRV T, EER KRR
W, RIS P AR S O R I T AR R AR 5 L © YR 2 x4 & L7 [ENES TIAE ~° 7 & A & FRER
B (A0081120 3Bk, A0081163 k) ThH D, MKT — X \v Fr—VEMERT HI2H D, HIREE%
MR CIXT ) » UV ZERIKIC X0 SNES 1T/ ARG 2 RFE R & U CoME L 7=, BEIRIF MR RS e
BEE AL S BRI OV TIE, BN RER (A0081163 34BR) 2 3ElE R & L, #ES I/ MIAHRER 4
BEEEE L THWE,

PRI BARIR ] IRV T T Y v P VB E UCHM L72ENT 7 &R FREER (40081120 3
) LAMESS O/ IFERER (1008-196 3ER) 1281F 2 A2 K VL RMEICSOWTIE, FRllc7 Y v o
TIRHFEBICTRUE LRI > Tl L2 & 2 A, BANEANEA E O CEBIMEN RSz, F
7o AMAPE RN OV H AN EAAENICBT 2 EEIc K& RERIRO LRV EEZ LR
2 enb, TPV TNMSL LT ERE LT, Lo T, ENTER LKA, 4t
[ I/ MAEERER, RTG53, RRERERER (EMFrRSrE, Bl EMICB T 2 3K EiRe, 3K
W EAERSE) OF —2 %2 BARNIIMEL, THIREZ %R 22008 « 20R &3 2 BEIRM IR
FEAKGRIE (2010 FF 4 H) DERIRT —Z Xy r— U A HE LT,

[RFE AR A | A 20HE - 2R & T 2 RS — A RAR B FEICB WL, Ao IRE
BRI 2ot % & L EN S IAHEABR  (A0081120 3REBR) (ZINZ. H A A ARG PEfh R s 2 M B
TORNER O EZMFTT 272010, BERIFHERRAREE 10 5 &R &2 x4 & L2 EWNE IR 7 7
AR xR (A0081163 FRBR) A M L., HIREB BRI 2 x4 & Lt EN 7 7 & R & R
(0081120 #fR) & DHIER VLMD AT o7z, & HIZ, FEIRFTERMFRREEE I E 5 &R
RS LTEAME T 7 B R B & O MR VL2 T 8 7 7 4 MR ERENRIRN T & &
AL, AEFEL/I/IVAET 7 R BB K ORI GHBR2 2B 88 & LT, BIRT— 2/ 3y 7r—
THERER LT,
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2) FRHERARIEICH D ER
FeFEERE S (VY B A TRN) OBEIRT =53y r— V2l 2 BIRRR -2 THIORT,

<BEXEA> <SEA>
ZEMET SR BRR (| so/mETstRsmR
(A0081208) (1008-105)
EfBERE BT SRR BRER
(A0081209) (A0081056, A0081077.
A0081100, A0081059)

: BB 5B
: < (A0081057., A0081078.
: A0081101. 1008-033*#,

1008-197**)

s o RAERRRE, BEPRIIVER R MRERETE (T 0k © 508 MRS IR . AT BIEIAE (£ 5 2 R PEIER I
DR x5 & LIRRBR

s s FRAERIAE AR étﬁkfféﬁﬁiﬂ%f&ﬁ:. TRES IR, WIS AR A ek 5 & LR

#:ORENCIS T 20 IR EHEE IS & 0 SRk Tk SR

rﬁﬁmﬁf!#oﬁf]éﬁ%iﬁd%&?éﬂm FERFITIEB L=BRR T — 2 /Ny 7 — S D#EES

ERNIZBIT 27 LN o EHERRAEIZFE O IF ] 1Sk 274K IRV TIR, BRMER TR E 2
ﬁ%&btlm77kfﬁ%ﬁ%(ﬁﬁmAmmm&&Ulﬁ77tfﬁ%ﬁ%%mTLt%%ﬁ%
gL U R G3ER (A5 No. A0081209) Z FEAEEE & L, AARNBMERRIERT BT L7 LA
N DF MR OV Z G LT,

SET T ARRHERER (755 No. 1008-105, A0081056, A0081077, A0081100, A0081059) K UMNEIEE
FIER R (JRBR No. A0081057, A0081078, A0081101, 1008-033, 1008-197) IZEEEI & LT-,
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3) MREEEEER
FeFERS (VY B 7 en) OWRKRT =53y 75—V OFRBROAEMNT 2 TR,

<B&EA> <HEA>

FMAT SR R (B R - B EREEHR)
(A0081107)

EMB 5B F10b 75K AR
(A0081252) (1008-125)

RS HER
(1008-202)

5% S Mb/IVIET SR x R ER
= (A0081063)

TEEEMER] PRI RET HABHRFERITEMLEBERT—2 /8y 57— D O8I

ENIZBIT 27 LAY o TREEEMEEN | (3 2 AGBH BBV T, AR R R
a2 RETDRETH D HEHBERLRE RS E LIEANE T 7 2R BB (755 No. 1008-125) | [
AR 5] E e & Flis SN 7 AME R IR G (JRBR No. 1008-202) | [A] U < FFHHREHIEN & x5 &
L. BARNEZE LS L EHBEILE 77 ' A5 EEER (B5R No. A0081107) | ftllod AR MR e 5 MR
JERE (MBI, SRMEE(GIERR) bAAN, BEARAT—2 28E-TH 22 HME L
ERN RS GREB® (58 No. A0081252) A FHIERIE L. 7 LAY OFE R O M 2 34 L
77

M AE R 2 kb g & LT2ANE 77 2 AT HEEER (A% No. A0081063) (I EBEELE LTz,
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ENTORZBHREBICAVLE [ BEHRR VERKREERER
( TFRETEHER] ZMEXIIR L T 5 RRBHERICIRR LIAER)
A FEIN T N - e ; it el ol I
ot | SEA| 2 155 No. FSE-d TBBR O FEAE Sk RS I AE5E (mg) T ey ey
b)
7 |1008-1J B R EORE  (MER | P, 50, 1007, 200, 250\ 15 14 [k, 2
EFN 300
3 |A0081087 K18 “HEEMR|LA 2[E P. 300, 600 7HR |20 (¥, %
- g L |HEEL, 2 #12 m|PL1, 20 5, 10, 25, 50, o
514 7 [1008-001 R HLE] —EHER| 75. 125. 200. 300 LlE |29 |3, %
B P, 25, 100, 200,
SEAN S 5 NV ey | HRE] 300 1A - S
#F 1008002 Hal - S —EER| | 5 0/3 5 1P, 75, 300, 600, |15 pf|YT [P B
900
3 [1008-023 i ZHEM|1H 3 P, 900 29 HiF |16 |3, %
7F |1008-2]  |E#mE FER 72 L H HEHR |HE P, 100 1| (8 NS
ARA | -, " y AW R o HAEl, 3 H e o
R |A0081119" | fRERk A i Op HEH |, % (150 LE |20 %, &
ZF [1008-049 kil FERI 7246 F FEEM | HE 50 LlE |26 |3
K&
£ [1008-121 g}‘g@ﬁ LRl b | FEMR |HmE 50 LE 12
- RAFT ATV, [HEL 38
#F [1008-003 S REDTE HER |, L% s | 100 1E 12 |3
_ ZE TN
=F [1008-005 < ANT LA JEEBR |HE 100 1 |6 3
EQA _ - A — E'i\ 2/H;q _—
3 |1008-128 BEOY IFSH 2 Ao rs | 150 1l |14 |
aF 1228’018‘ ALTamE SR |1 E 3 600 8 HE |11, 5[5
FF [1008-019 | TAMA A=Y |FEER |1 H 3 600 S HME |14 |3
i |1008-020 | ZERPIRY  GEER |1 H3MH 600 8 A |12 |3
i B ¥ 1288_120‘ Zx=bAr FEER |1H3 600 8 B |2, 11[%
e = [1008-075 e e JFSH |1 A 3m 600 PEIIOES
SHELA e W, 300
#F {1008-077 1B HER |, L% (100 1E |12 |3
T EEENEE]
2F [1008-144 B HE R > 277 [P, 300, 600 3 HR |21 |#K
B 7 A —N—
B o e |1 H 2L 48]
3 [1008-076 =AU —HER 1 Ao s [P~ 600 2R (12 |
N (25 IN o Ten — LE2ME, 44 .
#F |1008-078 F¥oaky | TEEHKR vt A s P> 600 2HM (12 |3
- _ o |LA2EL, 43
3¢ [1008-079 & )= THEWH vt Ao [P~ 600 2HM (13 |
3 [1008-072 AETERRE~ OB | “HEM|L A 3 P. 600 14|46 | &
. g FREIRERE - FEphERD| . __ . |1 B 3@, 3] -
#F |1008-097 HE A~ 85 THER 1 A s [Py 450 3HIM (23 |&
2F |A0081022 /N~ D B8 “HEEMR|LA 2 P. 600 29 Hi# |42 |%&
PR IE O
~ L/ T | e ot | e | FEL, 58 P, 200, 450, -
#F [1008-098 | O EYELAORREE | —EER 1 A A s |57 B A 15, 30 1 15 |z
I
FERHmEE & 2EEE
P: 7T RR, K KpERE, 27 Baett
a) AANZMBRITHECTEM LZIE5R
b) BFOXBLBRFLI-HAE (BFOREL, WA, 287 a A4 — "=tV RF Lz, )
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EATORZHBICAVWV-EIHARVENARUVRREHER
( TFRETEHER] ZMEXIIR L 3 5RRBHERFICIER LIAER)
BB (BARN/| R |, . AR . # 5 #wehR| T
155 No. % TRER D FEEE . b 1 = ] B
om | amEal 2 1R5% No PIEd 1RER OFEIH Sk ik AH#&5& (mg) i N -
% |1008-3] ZEEE TEEM (1 H3E 150, 450 6 i 31
EAEEEEIN pres Ll
% |1008-4 i m “HEEMR (1 H3 P. 300, 450 2 38 34
J e HEM |1 H 3ME bl
AAA | 3F (40081120 CHEM |1 H 2@ |P, 150, 300, 600* |13 3 371 | a7,
FF {1008-030Y “HEEM (1 H 3R P. 75, 150 5 i 255 |%2
gy =T 0452 | . TEy E] . N s
1 /10 fﬁ 1008-045 iﬂkfgr S —— gﬁaﬁ 1 B 3[HE P. 150, 300 8@ 238
FOSAEA | BE |1008-127Y | ARRRSE “HEEM (1B 3@ |P, 600* 8 173
% |1008-132" “HEEM (1 H2[E P, 150, 300, 600* |12 i 216
#F [1008-196% “HEEMR (LB 2FE |P, 150, 300, 600* |13 id 368
HAN | #F [A0081121 FEHR |1 H20H 150-600 147 126
3 11008-061% 3 5 183 75-600 IfR72 L™ |154 |22
w5 |mE e 2 P =M HEHR B I FR i
27 |1008-1982 FEH |1 H 2@ |150-600 HIFR72 L® |275
i FHEEE. & 2EER
1) SEhEE : kE 2) FEEE RN, A=A NZ U7 3) FEhE  kE, b F

P: 7T7wvR, A Ak & Bt

% LAY 2 600mg/ BHEETIEL, FEUE Cler J& (CLer>60mL/min) OFEERE 121 600mg/ A |

WeBRFE 11X 300me/ B &5 LT,

T

KE
Wz,

X A

RN S

B 5H 5

No. 1008-061 Ti% 312 i

FRER NG IS~ v A & T2 IERREE 23 AR
T EMn . KE K OFHESMNE T O EMEE R 2 %14 & 7 D ERRERIC
NTHE AR ZTIE Lz, D%,
LINRE AL, FDA L
# o FEHEETT L AN OIS th R I
. 185% No. 1008-198 TiX 172 M TH -~ 7=,

SRR HEE (partial clinical hold) *{

S

pik

L0, R

{25 LC FDA |

& CLler J2

(30<CLcr<60ml/min) @

WP THIEIAERBRTHY XL

BT L TN AT K2 ME O FEBUE EE N ANFE

PRI

L oloY ghe
(2 & DI REEHTE S & B, [E]

IBMOIERAERDT DAL, AT~ 7 AR O TH Y . & h~DSt
X IR BRI S iz,

X DHICIEDTRGR SN D £ THREMKET 5 2 & & Uiz, R&EGHRITIER

V. eRICEd 5 HA
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ENTORZBRFBICAVEI~NVEARRUVRAKEGHER
( IRAEMEES AR ZEEREIPHR &I HAZRFRITIEM L 2EER)

B8 |HARN/[FE/ |, . , N , Bh | s FE
155 No. % TRER O FEYE . i 1 i+ . N
0)*@ 571\}\ % /n%ﬁ [0] XT% /D%ﬁ * H ji{f ﬁﬁff E&’%—‘*E (mg) ,ﬁ;ﬁFEﬁ %%( ng{ﬂﬁ
AAN | #F |A0081163 “EEMI|LA2[E |P, 300, 600* 13 38 314
% |1008-014 “HEEMI|LA3ME |P, 150, 600 6 246
% 1008-029 TEHEM|L A 3E P, 75, 300, 600 |5 337
* NS
- % |1008-040 “HEEMI|L A 3ME P;%0‘7\h)9ﬁ 254
FL/IL 75 R 7FY T
M PMEAN [ 5 Tlo0s-131 TESH(1A3E [P, 300 8 i 146 | O .
% [1008-149 |pern oy CHEEMK|L A 2E P, 150, 300, 600*|12 ¥ 395 |%&
% [1008-173  |Shyshick _EEM|1 A 2@ [P, 150, 300, 6007|128 147
% 40081071 @{%:‘{EH‘ “EEM|L P 2@ [P, 300, 600 13 38 456
D
% [A0081030 N _HEEM |1 R 2@ [P, 150-600 14 8 406
EEERPANEEDN 7R R ;
% |A0081060 ZHEM|1 A 2@ |P. 600 13 # 167
HAA | 5% [A0081164 HEM |1 H2H  [150-600 14 123
E % (1008-015 £ JESEM |1 H3E [300-600 24 220 -
Bels 1SHEA | % |1008-074 / JFEEH LA 3 [150-600 IR L7189
Z |1008-165 SR [1H 2@ |150-600 HIRZ2 L @[329
HORFES| . _ _ . EIC TSN
R % [1008-155 |, . . |7 T RxE | ZEER|L A 2 P, 600, 150-600 |12 )& 338 |,
A [ E A a7 7 *f HER|L A 2[E Bl %
FH K OV
% (1008-134 | ES 5 1H3 75-600 7L (249
py s PANEEDN %ﬁ*%ﬁ% EiR H 3 [ filpR 72 L
% |1008-166 |"MEEFEE JEEH 1A 2E |150-600 WL 9156 | %
EIVHE [SMEA WZFED R 7 5 2 R xR
% |1008-174 |45 JESH |LH2[ |150-600 iRz L |9

FE FHEE R B EER
P: 7FIRR, A A, LAtk
% 0 LAY 2 600mg/ HEETIX, BEYE Cler B (CLer>60mL/min) OHBRE1Z1Z 600mg/ H ., % CLer B (30<CLcr<60mL/min)
WEBRAE 121 300mg/ H 2 #5- L=,
HEENT « CRENCR T D E RO E (partial clinical hold) ¥z kv, REAEF CHIEENEZRBRTH Y, LoMHHICH
W=,
M MARRRBR S 2~ 7 2 % O T FRERR S AVJRMRBR T L TN U N2 K 5 I IO SRR EE R S58.8 BTz
T Db KEKRUFESMNE T ORI E M 2 x5 & 3 2 ERR BRI R LT FDA (2 X 23 Bt BHE Es & b, H
NTHHE TARBRZ T IE L7z, 0%, BIOIEEKRRBR T, AMEI~ 7 AR LOTH Y, & b~k
FRPEIIARWNZ EAVREN, FDAIZ X DRy BB B IR s S -,
a) FEMETT LAY o ORPRIGIBLAFREIR SI0E IR ARAG AR A 5 IR 1) 2 i I E A3 AR S 4L 5 & TR Gk
T2 L L Lz, HERGHMIT 1008-074 3B CIX 289 i, 1008-165 RABRTIX 228 M, 1008-134 RBRTIX 52 3, 1008-166
SR TIZ 192 W, 1008-17T4 RERTIZ 3 W TH - 7=,
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ERNTORZHFICAVENRARVRAKREHR
( TERHMEFRIEICHE S BIE] ZRRERIPR &I HAZBRFERICHIET L ER)

NN =1 o -
gﬁ Z;i”; 1552 No. *% | WBRORHE iﬁ Ak | 1 A5 (ng) g; iﬁ ;ﬁ
AR | HAA | 3% |A0081208 CEER (LA 2E [P, 300, 450 16 3 498 E(ﬁm‘
A1/ % |1008-105" “HEEM LA 3E |P. 150, 300, 450 |8 i 529
% |A0081056Y | . ... .. IR | ZHEEMR |1 A2E P, 300, 450, 600 |13 748 | (A,
P aoostorr) | THEWRE im0 [Saeme (L zm [P, 300, 450, 600|148 145 |%
AR % |A0081100” “EEM |1 A 20 [P, 300, 450, 600 |14 736
| osioson i}zg#ﬁ 1H2 300, 450, 600 65@ 1051 ],
% CEER LA 2 P. 300, 450, 600 |26 566
AAN | #F |A0081209 ek [1A2 300-450" 53 106
Z |A0081057" | JEEM 1A 2\ |150-600 52 il 429
=M % |A0081078" PR A HEHR  |1H2E  [150-600 12 38 420
=H %
#5 | HEA | % 0081101 JEERM |1 B 2[  [150-600 12 357
% [1008-033%  |1& L SE" JEEM |L B 3[E |75-600 BUERS  |1517
% [1008-197"  |1BIEZ )G FEH |1 A 3ME |150-600 HEEE  |106

B AR B 2B
D EEE : KE 2) EEE: KN, A=A TV 7% 3) BiEE: X BNSE 4) BiEE: CkE. b F
P 7T7RR, B AN ZRek
* 0 BRHERRIRIE ., BESRIPIIE AR R AR IR O Fom . WA AR . TRk BIEE IR 5 R, 1B VEIER IS RE D K
sk BUHERTTRIE . BEIRIAME R R AR B0 5 90, HIRIE B iR
HBHENT - KRENCRIT D EO B HE (partial clinical hold) *i2 kv, HBRFCTHILSNEZRHBRTH Y . LM
W=,
S ARG NG T~ ™7 R % T JERGER 28 AUEMERRIR C 7 L A8 ) N2 K 2 8 PO OO S BRAR S HE N ASER 8 & vz
T Enn . KEROGESNE T OMERBEEMAIR 2 0t 5 & 3 2 BRARFRERIZ KT L C FDA IZ K A MIREEHIE S & B,
NTHHE TARBRZ T IE L7z, 0%, BIOIEERRBR T, AL~ 7 AR L OTH Y, & b~k
FRMEIIARWNZ EAVREN, FDAIZ X DRy B B IR S -,
a) 155k No. A0081059 DIEEMMIL, T v & LbiafH kiR
b) WA 150mg/ B

ERNTORZRFBICAVEZEL, VEARVRAKRSHR
( THEEERER] EMRIIIHMR &I HRBHFRICRT LK)

NS 2 By = |
el Vool B A 1% o | o0 | ms | TR e | R
AAN/| . 1 [ s 3 ) N (219
N i i I e il i e S P I I
SEA | B |1008-125% 77K | EER (1B 2E [P, 150-600 |12 137
SI/1D RS LT
M| BAN | BF |A0081252 | fis s th 7 JEER |1 A 2 |150-600 5238|103 %
SRt s RIS
AT A (i #)
SMEN | FF |1008-202% | F BEEIS 14 7L JEEM |1 B 2@ [150-600 HIRZ L |103 7
SRIIL/TV 1) | B 7= o 4% ) > S — T A _ E a) 3y
0 SAEA | 2 [A0081063" | b4 14 1L 5% 7T uARKRR | ZEEK |1 H 20 |P, 150-600 |12 ¥ 219 H O #)

i R, £ B ER

D FEhE : OKRE, AR PE%E 2) FEE: A—A T YT 3) FEE: A—A T VT 4) FEE:TOT AR T
ZU7r

P:7FIvR, A A % Zaet

a) pili L AEOBEHNRE SN TND,
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(2) ERPREMERER
PDEMHERY 9
HANERER A, L A3 250, 100, 200, 250 &8 300mg (45455 6 f5]) A #o Al BElRR
R L7z, 200mg £ 5- LA B CHURMRGRIEIR 232 < 8 BT, i & 300mg £ TORAME
DHER S, HEPENEICB W CHERR ERFICEET & Z &3k ol
F7-. AARNEERABMEIZ LAY o 1[E 150 KTV 300mg (K458 76) % 1 H 2 BERD
B LRI HOWTRBEITIERD b T,

AEBRAERUVAZE

(HREEENER)

WEL. BACITOEAEE LT LAY 1 A 160mg &2 1 A 2 BT TRA®FES L, F0% 1 #ELL
T 1 HAEE LT 300mg £ CHiEd 5, 7223, Fln, RIS X EET 505, 1 A& 600mg %48
2Nz EEL, WY L H 2B CRAKET D,

(GSMFRRIE I S &IB)

WE L. EAIIOHEAES LT LAY 1 A 160mg &2 1 A 2 [BEISAT TRA®FEES L, #0% 1 #8ELL
FT 1 HAHESE LT 300mg & CHlidl L7-t%. 300~450mg THERF T2, 7eds, Aln, SERIC LV @ EHET 525,
1 B BT 450mg 2B 27202 &L, Wb 1 H 2ENZHT TRAKS 45,
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() BERGEARBR
LR L

(4) HRELRIEAER
1) BtErRaEaER
E|AEAELITHE RIS
DA0081120 54E& (FkAEHRMERE) (TV v oI wtgHER) 00
HEY « BRI AR B kI, 7V /8 ) > 75mg, 150mg, 300mg % 1 H 2 [A[#5 L 7= K
DAL T, 77 BRIk 3 HEEE R O &RSPEZ 7T 5,

BT A 7T AR, EER A, CEER, WATHRH, ZiisekFERR

POE BRI IS R AR R 371 5] (B E-A)
EEVAR s o 8 o lha Mo O 3L 2 B < AR 28 18 ik UL Lo B4

- HOARRIE O BB HARR ISR 08 3 % H UL BRI L T b i

- BEWIBLARE (22 1) RO EEMRMBMGE (2 2) 1231) D MHEKR McGi 11 J§ &
B (SF-MPQ) @ VAS 543 40mm LA £ T % B

- CHERBAE (222) FTORAOBIEICBNT, BETHEMO > H 4 BRI
FIRADRFHIEEA S, DOFHRa TN AL ETH B BE %

F7pBRo e R E 2 AELINIZEME RS ORZEIN T S B

« HPRIE TS 12 AR 1T L TR & 2 U SN R M 72 1B R & i T S = B

+ Cockeroft and Gault &85 H L7= Cler fliAS 30mL/min LA F D 83

A OFHICE RS 5 L O R IREE %R IR U OF A0 b 2 B

- WO ORRBEMLC, FHAOFHNCEET 5 L5 RO REEEEZ AT 288 5

AR 7k TEEREIT I3EBIE L. 1B 2EEYICS VAN > Tomg, 150mg, 300mg XL T
TARERS U, IRBIII HE RGN (%2 2) O 55 13 # - FIkREskE:
H O E CARA LT,

WS HARIE 13 BRI E L,

BNPE DT Bt AR NE|

EfEHT
CFRAHD BEEN DB U B IR O PR 2 a7 (0~10 O 11 E¥pCELfE) &
BV AT

* BRHIR AR D T L OEEA 2T
AT OFIH A 2 T IRR— R T A )b 50%LL FIR T L7 (L AR #—)
DEIE

) JAAOBENOREME LR PR AT (LT, ERAaT)
BB (3 BEIRIEIC, 2 24 R DA% 0 (A7e L) ~10 (ZHBLEZeVWEA) @ 11 BT
fili L7z,
W5 24 FEHIC, Hiel=0dEAh B, BB T DL I RJEH,. VY 35 L5 RIEHE) ORE
b LS ETHTFERATLEZY, (—27EFRATOEDITD)

0 1 2 3 4 5 6 7 8 9 10
I A hil bk
L 7RV VR
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I. AUMEOHER

(1) FAEFHMFREOE R A 27
B AEETAIIRE DFIR A 2 7 OSEHIL T 7 B REE, 7 L A3 Y o 150mg/ H B, 300mg/ H £, 600mg/
HEECENZEIL 512, 4.81, 4.26, 4.49 THVH, T XCTOTVINRNY VHENRT T EAREELY
i<, 300mg/ H &L N 600mg/ HEECIL Y 7 B RBEC LR TREHICA B R 20N R ST,

RIEFHERFOFHEF AT Y (FAS)

I /N R 7R EDHEY

RPARE 51 (FEAERE) 7= [95%CT ] p il
75 v REE 97 5.12 (0. 19) — —
150mg/ H B 86 4.81 (0.20) —0.31 [-0.85. 0.23] 0. 262
300mg/ H B 89 4.26 (0.20) —-0.86 [—1.39, —0.32] 0. 002
600mg/ F # 97 4.49 (0.19) —0.63 [-1.15, —0.10] 0.019

CI : fFHEXH

a) BRUIBITDR—RAT A O ERA 2T OVEEHERFE] - 77 'R [6.21. 5] 150mg/ H
#E [6.51.6] . 300mg/HAEE [6.1+=1.4] | 600mg/ HEE [6.2+1.5] , 72k, FHIZBITFHX—2F
A OFHMX G, A& & [FFIECd - 72,

b) HHBER O Cler BEK -, RX—RA T4 VEZIEE LT HIL0BOT.

@)%Jﬁﬁm BIF2E I L DERA 2T OHR
T E DK AT IL 150mg/ BRETIZE 1 BEOE 2 T 7 v REICHE L CHEIZED
otommyﬁﬁﬁmamyﬁﬁfiﬁlHﬂ%&@%ﬁ BIREBLTCT T BRI L
ﬁlm\ \-@&75‘0 71:_.0

104 SE = 74
BE <‘:0)T§Tii?131 G)?E*; ceo- TSR
7L#\U>1650mg/BEf
9+ -4 7L AN 300mg/BHEE
—— 7L H/N)>600mg/BEE
8_
r 7
’;iﬁ
a6
7 | N\ e, ®..... & eeeen °
% 54 NG ®-en.. @eceeen @ croee @ ceoee ®..... PO ”
N ——t—— & —t
= 4 it CEES CEED SRR Sy ame
% * * (150mg/H)
5 34 sk kk kk k% k% ok sk kk sk kk kk k% %% (300mg/B)

skek sk sk ke kg sk3k kk % % % sk % % (600mg/H)

o

K25/, 1 2 3 4 5 6 7 8 9 10 11 12 13 (@

5 TR 1 R UIHIEE 71 & B AT
* p=0.05. %3k :p=0.01C7>tREL)

SR | A =294y | 138 | 238 | 338 | 40 | 5 | 638 | 738 | 83@ | 9 |10 | 1138 | 1238 | 13
75 ER 97 97 | 96 | 92 | 92 | 90 | 89 | 88 | 88 86 86 85 83 82
150mg/ H 86 86 | 83 | 83 | 82 | 81 80 | 80 79 78 77 75 74 73
300mg/ H 89 89 | 83 | 80 78 | 1T 75 75 73 72 72 72 72
600mg/ H 97 97 | 86 | 84 | 82 78 | 78 78 76 74 72 71 71 71
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(3) R (YEpHlOFE)

BACTHIRF OIEIFE A 2 T IN_N—RZF A4 0B 50%Lh B LT fBE (LARZ—) OFlIE
L. 7T 2R EE,. 7L AR > 150mg/ AR, 300mg/ A BE, 600mg/ HBETENFH 15.5%. 24. 4%,
36.0%. 30.9% CH 7=, VAR X —DEEGFZNTNOT L AN UEETH T 72 REECI
RCEL, T78RAHEET VI CHEROkRE TIX, V3 0 300mg/ H# LW
600mg/ H #E CREGHIIICH BR 2D R S,

LARVE—DEE

s L AR H 7T R L DY
uq:ﬁﬂifj'%{ﬂ (%) b {ﬁ
7R 97 15 (15.5) -
150mg/ H #f 86 21 (24.4) 0. 1160
300mg/ H #¥ 89 32 (36.0) 0. 0015
600mg/ A Ff 97 30 (30.9) 0.0107

a) Cler fEDO¥EZJERIIK T & L7= Cochran-Mantel-Haenszel (CMH) %,

I REMOHER

TVHNY RONT T ERICL DEWERAREBLSRIL 64. 2% (238/371 f)) ThH-o7-, WNiRix, 7
TEAREET43.9% (43/98 fl) . L H XY L 150mg/ HEET 57.5% (50/87 5]) . 300mg/ H Ef
T 73.0% (65/89 fil) . 600mg/ HEET 82.5% (80/97 f4]) Tdh-7-, FREWEMIZ. FEIMED
Fu, IR, Hfh, RIEMERECTH -T2, T LAY COEEZRBERIZ. 150mg/ HEEZ O
FEZE 1 B (Hz)F : REIE) | 300mg/ H BRI ERIE L /MRILED 1) 2 4 (Bx)F - [B11E) Wi X

niz,
. TVUHNY
A i -
B R 150mg/ H 300mg/ A 600mg/ A e
n (%) n (%) n (%) n (%) n (%)

RN R 5451 98 87 89 97 273
B S B 451 43 (43.9) | 50 (57.5) | 65 (73.0) | 80  (82.5) | 195 (71.4)
5 3 (3.1) 11 (12.6) | 10 (11.2) | 12 (12.4) 33 (12.1)
A M A 1 (1.0) 4 (4.6) 11 (12.4) | 17 (17.5) | 32 (11.7)
D F 6 (6.1) 10 (11.5) | 27  (30.3) | 48  (49.5) 85 (31.1)
R 7(1.1) 19 (21.8) | 22 (24.7) | 37 (38.1) | 78 (28.6)
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QENFEMMHARER FERBERMEEREZICHESIER) (T3 RxEEER. A0081163 :KER) '?

B« BERIFPER R RRPEE L 5 B A ki, 7L /3 > 150mg, 300mg % 1 H 2 [A]#¢
5. U= O F R O 2% 5l 5,

RERT A 77 eRxR, EAEA, EER, WATHEM. Sk IEE R

x5 BRI ME R RS AR AR P L P 5 SR AR 314 151 (F 5-461))

T XL U o Il d B OMZ L 2 B < AR08 18 7k UL Lo B4

1B BT, 2HOBERFEZK S, D b TERBL TS EE (T
raryAle: 11%LLF)

TRBREAE () EEAEERAICUL TOBAENS, iy he— RN —ETH D
LW E T LN TELIRE

AFERFTIEFRIE (IFERE TR, A2V 72 E) ORREZT., o AENS R
BRlaR: (%22 1) £T47< &b 30 HRMM EOHIMT—ETH Y, 22 2IRERH
s —EICHRF TN TE L FPHITE DAY
ABERIFEF IO 25119, EH) - ﬁ%ﬁ&tf@%%f BHENAENZZ 1
FCizhe< L 30 HILL Lo T—ETh Y, GBI+ b iER) - BFE
EE—TEOEFITHRFFT D22 N TE B ICHERIFIRFRELZLEL LN ET
Hcxs8%E

- BUEHIBHRARE (22 1) ICHEIRIFIC X 0 5 % 0 O R ME O SRR IE B I 2 5
MRRREE L BZWT 5 Z LN T ZORIERAN 1 FELLERTTH D LR T B R
#

- BIEIBRAARE (2322 1) KONREIIBMEE (2 2) (281 A JMEhR McGill 3 A/E
fig (SF-MPQ) @ VAS BN 40mm LA L TH % B

IREMIBIAE: (22 2) ETORADHZEICBW T, BETAMO S B 4 AFLLE
SR AR REA S, R a T N4 UL ETH B HEE &

FpBRo e C B 2 ELINICEME RS ORI T Sz B

+ Cockcroft and Gault K SEH U7 Cler fli2s 30mL/min LLF DB

o B DR IPTIE AR AH AR B L S B L 2V MR R A T D R

A OFIZ T B X O AR AR R R B L © VIR LN O 403 b B R
=

A OFHIIC BT B X O O EREB A AT HEE %

B 5L T U HNY EIREIBRMGRE O & DR B L, L EM oW 0%, 12 38

OEEREHTIXT LAY 1 [E 150mg, 300mg XiX7 T AR%Z 1 H 2 [EI4 IR

FAL, 133 - Ik (Rl R SkBEH & TIRA L7,

EMEERBPUIBIT L2V ES T 1 HAMoBEEE®&R- 14 BEFkREE ETRAL

72

BESHRTIT 14 W & LTz,

HWE DT TEFmE A

FfRHT

* BEEHMIRFIC I 5= AT A DD OWFHPEIHA 27 (RADHFET 0~10 D 11
FLETCEHMnE D) DOZE R

BRIl AT

c B FHIRERICB T 2 T L OEFEA T

o S REEEABE OISR 2 a T BNNR— AT A D 50% L IR T L7-#kBE (L AR
#—) OEIE

) WA HENSEH LEEEER AT (LT, ERAaT)
BB I B ERRFIC, B 24 BRI O A % 0 (A7 L) ~10 (ZHLL E7eviEd) @ 11 Bk CaF
fli L7z,
HE 24 BT, B0 AH R, 56T LIRMA. BV TD LI BRFARE) OFRRE
PR IS ETHEFTEZRBATLEIY, (—2FTEATOEDITS)

0 1 2 3 4 5 6 7 8 9 10
I A bk
7oL 72U VR
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I. BEDHER

(1) &R DS A a7

FHEFAMIEE Th 2 & RIRF OB SEXEE A a7 OFLEIL T 7Rkt LAY~
300mg/ H #E. 600mg/ B EETEFNF4L, 4.83, 4.20, 4. 08 THY ,  X—RA T 4 VNS OB E:
IXZE4, -1.20, -1.82, -1.94 TH o7, EEFTHMRFIZIBIT HX—R T 1 VBN O

ISR A 2T QBRI T VA ANY CWFETT T B AR A TR IR TV,
R—RS5 4 VENORRFMBETOEATHERFRAITNDEILLE (ANCOVA) (FAS)
BRI 0 . . o
T IR % 2 T A& IR LD
KRG | BN TR ) /N TR @ .
() () 2 [95%C1] p i
7T B AREE 135 4.83 (0.21) -1.20 (0.21) - -
300mg/ H B 134 4.20 (0.22) -1.82 (0.22) —0.63 [-1.09, —0.17] 0. 0075
600mg/ H & 45 4.08 (0.32) -1.94 (0.32) —0.74 [-1.39, —0.09] 0. 0254
CI : {54 XM
a) BEHGHEM N CLer BZIR 1, N—RT A AMEE LR L T 5 I8 00T,
(2) FBAHmEEAICRBIT D & OKR A a7 OHR
WL DER A 3T OHERBIZ W TIE, 300mg/ H BN OY 600mg/ HEEE B E% 1 LD

77 AR L TR GHIF A2 E L TAERUENED b,

BT EDEBAIT DR
8- —o— 7 ZtRE(n=135)
—a—JL#H/NU> 300mg/BEE(n=134)
7 —e— 7L AH/NJ > 600mg/BE(n=45)
& 6
7
I 57
7
7\
% 3 £ sk sk ksk kg sk skk ks sk skek skek sksk *%k  (300mg/B)
I'Z skek ksk Hkk kk skek skek skek sksk kk skek LS £ £ (600mg/H)
¥ 27
14 FREEARR UBIEETIUC K BRRIT
% p<0.05. #*%:p<0.01CT7StRE)
O T T T T T T T T T T T T T 1
A23{v1 2 3 4 5 6 7 8 9 10 11 12 13 (@)
5 HE
SR | AN 2y | 10 | 20 | 3@ | 408 |5 | 638 | 78 | S | 9 |10 | 1138 | 1238 | 13
IR | 135 135 | 133 | 131 | 130 | 130 | 128 | 125 | 125 | 123 | 122 | 121 | 120 | 119
300mg/ A 134 134 | 132 | 129 | 128 | 125 | 125 | 124 | 123 | 121 | 118 | 116 | 116 | 115
600mg/ H 45 45 41 41 41 38 37 36 36 35 33 33 33 33
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(3) R (UEHDOFE)

EEIIE DI A 2 T INR— 2T A b 50%LL B LT-BE (LARZ—) OES
. FTEAREE. LAY 2 300mg/ HEE, 600mg/ HEETENLH 21.5%. 29.1%. 35.6%
Tholz, VARV Z—DEIRITNTNOT L AR VL T T2 RBECH_TE L, 300mg/
HEEZHE 600mg/ HEECOEIAIXE - T TTBRBEE KT VA NY UREO B CIEHEE
WA E R ZETrR SN0~ 7= (300mg/ HAEE p=0. 153, 600mg/ HEf p=0. 059) ,

LRARUE—DEIE

e VAR — % 77RO
sl %G1 (%) o fif
75 &R 135 29 (21.5) -
300mg/ A ¥ 134 39 (29.1) 0.153
600mg/ H #f ¥ 45 16 (35.6) 0. 059

a) CLer fEOEZERIIN T & L7z Cochran-Mantel-Haenszel (CMH) 72,
b) XL A3 600mg/ HEETIE A 4E Cler J (CLer>60mL/min) O#EERZE1Z1Z 600mg/ H 4 CLer & (30<CLer
<60mL/min) DOHFERFEIZIE 300mg/ H &5 Lz,

I. REMHOHR

TVHNY R ONT T RIS DEWEARBESRIL, 77 8RBT 36.3% (49/135 fi)

A

X 2 300mg/ ABET 56. 7% (76/134 f5) . 600mg/ A BET 80.0% (36/45 ) TdH 7=, F72Fl
TERNZ, FEMED E v, HHIR, KR E, KEEINTH -7,

N TVHNY
5 7 7Em 300mg/ H 600mg/ H A
n (%) n (%) n (%) n (%)
2RI R G451 135 134 45 179
BIIVE R BB 49 (36.3) 76 (56.7) 36 (80.0) 112 (62.6)
AR M 6 (4.4) 17 (12.7) 6 (13.3) 23 (12.8)
FEIESD E W 9 (6.7) 26 (19.4) 17 (37.8) 43 (24.0)
fEHIR 11 (8.1) 28 (20.9) 18 (40.0) 46 (25.7)
{REEHE N 3 (2.2) 15 (11.2) 5 (11.1) 20 (11.2)
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ONEFMIEHER FIRAESERMERE (T vy oo g, 1008-196 =8 GMEAT—%) ¥ 1

HE) : BB %R B 2R, 7LV A3 > 75mg, 150mg X% 300mg 2 1 A 2 [A], 13 ¥
M5 U= B o F M b 022 20 2 Wit 5,
PERT A 7T ARRR, BiEAL, CEHER, WITEER., Sl IR

E

k5 BRI B % 10 KB 368 1] (1TT)
EAREGLE W0 K QMR AR & bR < 18 LA LD B

< BRI O BB IR ISR AN 3 » AL R L Cnp 2k

cAY ) == TR R OEEAE] O A RS FERE L 72 SRR MeGi 11 9 AE 2 (SF-
MPQ) @ 100mm Visual Analog Scale (VAS) 23\ d 40mm Ll ETHAH Z &

T HMOBELO S b, FAOHGE (RGOSR 28 Al L Cidgkd %) &4
HLALEZEER L TER Y 230 0~10 D 11 B Gl L 7= @ EEmE 2 27 (BLF,
EIFAaT) NALUETHBZ L 5

FAebRoI e iR 2 ELUNICEMEIESGOBZKIN T Sz ig

< BRSO 6 U CHRRAE B 2 WIS R A B ) 72 15 0 % A T S U T- iR

+ Cockeroft and Gault B L7z Cler fEA3 30mL/min LA T O B#H

< TRAOFHINC RS 5 L 5 RARIRIEZ iR AN O 523 b 2 [

< HRRREIB OB, IRAOFTMIICEET L L5 RthOREERBRE G T2 8%
A

AR IE A OB TH%, MAANILUELRTZ LT BRE ICX L TF VAR Y > Thmg,

150mg, 300mg IX7'Z7kAR%E “EHEMRFIZTL H 2@, 13#EM o 1 EMTH

HEUE, 2o% 12 8REEERR) | B&o&k5 L,

A ORI FEFEER -

T AT
CTEHO AZEN DB U S O A 27 (0~10 0 11 ByBECREE) &
B R AT

« B S OER A a T
- AR OB A 2 T IR — 2T A b 50%LL FMIE T L7-BE (LARUF
—) OEIE

) A BEENOEME LR PER AT (LT, ERA2T)
BB (3 BEIRIEIC, 2 24 R DA% 0 (A7e L) ~10 (ZHBLEZeVWeA) @ 11 B TaE
fli L7z,
Wk 24 BT, BieleodmA B, B HLFT D LI A, RV KD $2 L 5 Aefskie L) OFRE
b LS ETETFERBATLEEZY, (—27ZFRATOEDITD)

0 1 2 3 4 5 6 7 8 9 10
IR A Uk
L 720 VR
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(SR 1=30) LN E R

I. BOMHEOHKHR
(1) FAEFHMFREOE R A 27
HRRIEE AR (P D IR OFEFNC W T A2MED FEFIE B T o 5 e t&a MR O &R
Za7ix, TRTOF LAY UEE (150, 300 KO8 600mg/ H#E) TF T B REECHARTHE
WL TN,
SEFHEBFOERFR T Y (1)

\ B y /NI 75 R E D
B AR ) (SE) E 5% R plE PR p O
7SR 93 6.14 (0.23) — — -
7L AR 2 150mg/ B 87 5.26 (0.24) -0.88 [-1.53, -0.23] 0.0077 0.0077
7L AR 2 300mg/ H 98 5.07 (0.23) -1.07 [-1.70, -0.45] 0.0008 0.0016
7L AR 2 600mg/ H 88 4.35 (0.24) -1.79 [-2.43, -1.15] 0.0001 0. 0003

WERE L O AAERZENIRT 5 p il : fiZk 0. 2965, CLer fg 0. 3991, ~_X—Z 5 A L 0. 4771

a) FEHCBIT B2 X—2 T 1 > O [FHlixr B, I A 27 O 2 E#ERZE] - 7 Z 248 [93 6. 6.9+1.5]
L FHNY v 150mg/ B [87 f3], 6.4+1.6] | 300mg/ A [98 f5], 6.7%=1.4] . 600mg/H [90 ffil, 6. 7x1. 4]

b) ITT @ 5 HEALTAMRF OE KK T - T2 BBRE 1T xR ok & Uiz,

c) WERE, Wigk. Cler BZE . N—R T A M2 R L9 5 50T

d) Hochberg {£IZ & 0 7%

(2) FREMRE USRI D Z L OERA 2T OHER
HWZEDEFAATIIH 1LENL, WThOT LAY UEETH T 7 BRI THEIZE
<. FOETHGHIM 4@ U TR L7,

BT EDERFA DT DR

-0 T AREE
— 7L AN 150mg/BE#

== 7L H/N)2300mg/BEE

—— LA 600me/BE#

...
e,
*ce@eccccce @eccccne @cccccce @eccoene [ TR @cccccas @eccccce @ @eoccaa, @ @ ceen., °

B - e o VA
.

&- o & e
¢ —— g -

(150mg/R)
* * % % * * * * * * * * * < (300mg/R)
(600mg/A)

T T T T T T T T T T

I T T 1
N=2717 1 2 3 4 5 6 7 8 9 10 11 12 13 (&)

51

FRRFEAAE 0 K LIE T T /WS K DT
% p=0.01 (7 >tRE)

ST 5 A=274y | 1TE | 238 | 338 | 408 | 508 | 60 | 78 | 83 | 9 |10 |11 | 123 | 13
7R 93 92 89 87 83 72 67 66 65 64 61 60 60 54
150mg/ A 87 87 86 84 83 72 68 66 66 63 63 61 61 58
300mg/ A 98 98 94 87 87 74 72 70 68 66 64 63 62 57
600mg/ H 90 88 79 78 75 69 67 65 64 63 62 62 61 56
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(3) thER EHOEE)
BASTMEE DI A a7 IN_R— 2 F A B 50% LA B LT-fBE (LARZ—) OElE
. WTNO TV HNRY VRETH VAR —DOFIGILT 7 BRI THEIZE -T2,

LRAKRUE—DEIE

e VAR Z =% FT R E O
AEAT o G 45 (%) o fif
7 TR 93 7 (7.5) -
150mg/ H ¥ 87 23 (26.4) 0.001
300mg/ H #f 98 26 (26.5) 0.001
600mg/ H #¥ b 88 33 (37.5) 0.001
a) Cler JEZJERK T &+ % Cochran-Mantel-Haenszel (CMH) {£. Hochberg 3EIZ L0 L HEMZFHE L~

p i % 7~7,
b) L H Y L 600mg/ HEETIL, Y Cler B (CLer>60mL/min) O#EBRE 1L 600mg/ H . {& Cler &
(30<CLer<60mL/min) DHERFE 1Z1E 300mg/ H &5 L7z,

I REMOHER

TVUHNY U RONT T ERICL DEWERARELHIL 60.0% (219/368 fi)) TH-o7-, WNiRix., 7
TEAREET 39.8% (37/934) . L H/NY L 150mg/ HEET 59. 8% (52/87 f4i]) . 300mg/ H Ef
T 64.3% (63/98 fil) . 600mg/ HEET 74.4% (67/90 ) Tdh-o7-, FREWERIZ. FEIMED
FU, HHR, KRR CH o2, LAY COEEZRBEWVERIL, 300mg/ HREZT 7 4T
F U — UG 1 1], 600mg/ B BEIZYRENE D F O/ BEIE A/ 7 D/ AR PE TR /(EIR O 1 61 5
s S, Wb EE LT,

- . FVHNY
B HHE 7 7em 150mg/ H 300mg/ H 600mg/ H

n (%) n (%) n (%) n (%)
AR R G4 93 87 98 90
B 8B 37 (39.8) 52 (59.8) 63 (64.3) 67 (74.4)
RAYPE IR 10 (10.8) 11 (12.6) 14 (14.3) 12 (13.3)
FEED E W 9 (9.7) 14 (16.1) 32 (32.7) 33 (36.7)
TR 4 (4.3) 8 (9.2) 11 (11.2) 23 (25.6)
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LA ER

ONEF I/ MEHER (FRADERMHEE)
HE) « RIS R iR A2

(1008-030, 1008-045. 1008-127 F&&)
FVUANY) a5 LIc & E ORI/ L E T TR L

HEAT—%) ¥

e kRET 4 5,
HER 1008-030 1008-045 1008-127
FRHT RIS 255 5] (ITT) 238 %5l (ITT) 173 51 (ITT)
BT | TR, CEER, WATRERTRER
x5 HARIE S iR B
o e e ON% s 2 Br < 18 kL Lo B4
c AY Y == TR OEVE SN Y AT BRI SEHE U 72 AERERR McGill g RE (SF-
R MPQ) @ 100mm Visual Analog Scale (VAS) 23\ b 40mm LA ETHBH Z &
<7 HEOBEB DS b, wHOHEEE 4 BRI EREL TBY ., 52 0~10 ® 11 &
BECREM L7l ESERm A 27 (LT, BRAa7T) B4 EThirz b %
1 B OBERY LA OB %, 1A OB %,
FUHNY FUHNY TFUHNY
75mg/H (25mgl H 3 [A]) 150mg/ H (50mgl H 3[®]) . | 600mg/H (200mgl H 3 [A])
kBT 150mg/H (50mgl H 3 [E]) | 300mg/H (100mgl H 3[E]) 7 | 7 & RICEIELE Y 1
T IR RICEELEI T | TERICEELE T, & | F
O 1 E R =T ke
< 7 HREE R
e 5] 5 3 [ 8 3 8 i i
FHRHMEA -
EfEHT
IO AEEN S B U R &Rl OE A 27 (0~10 @ 11 B caEqmh) *
HEIMEORM | BIKARAT
« BPHEF R OEIR A 2T
 SREEHIBF O A 2 T INR— 2T A D 50% L FE T Lizgiie (L ARV F
—) OFEE

KENHTTES, PREZ2 7 LT F=27 V7 T2 (Cler) OHEEMEIZEESNT 2 JEIZHML, LAY
VBRI AT S RE (LAY UBE) 09, % Cler | (CLer>60mL/min) OBEREICIZ S L
/30 600mg/ H %, 15 CLer J& (30<CLcr<60mL/min) OHEREIZIE 300mg/ H & #¢ 5 L7 (BG83 DT
1Tolehotz) o BAIO 1 EMITHEEHES L, 20%0o TEEITEEHEE L,

W) AFOBRERTERIN TS HEE L B 2ETH D,

) FHAOBENLEM LEEEERA =T (BT, BRAaT)
BRI BRI, @ 24 BERI O A% 0 CRA7e L) ~10 (ZHLL 72 VEad) o 11 B CaF
fili L7z,
WE 24 BEEIC, B0 A @K, < BT D LI RFEH. RV RY 35 85 RFHRE) ORE
Eib IS ETEHTEZBRATIESY, (—2EFRBATOZDITD)

0 1 2 3 4 5 6 7 8 9 10
I Fx Ll k
L VAQUAY =AY
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I. BOMHEOHKHR

(1) FAEFHMFREOE R A 27
1008-030 FBR A2 R < 2B T L ANY UEETOEEA 27 OFNI T 72 REEL D HIK<,
WD T LAY UEETH T T AREE L OMICHEICE B EZD /R ST,

RAEETHER Y /R IT

1R%k No. [ 5-714] 7FT R E DI

AP Sp] fRe/ 3P (SE)

B Gat 7 [95%CI] p 1 ¥
1008-030 [TID]

TR 87 5.59 (0.21) - -

F LAY Thmg/ A 83 5.46 (0.21) -0.14 [-0.71~0. 43] 0. 7999

F LAY 2 150mg/ A 82 5.52 (0.22) -0.07 [-0.64~0.50] 0. 7999
1008-045 [TID]

TR 81 6.33 (0.22) - -

F LAY 2 150mg/ A 81 5.14 (0.22) -1.20 [-1.81~-0. 58] 0. 0002

F LAY 2 300mg/ A 76 4.76 (0.23) -1.57 [-2.20~-0.95] 0. 0002
1008-127 [TID]

TR 84 5.29 (0.24) - -

ZFLHNY 2 600mg/ H © 88 3.60 (0.24) -1.69 [-2.33~-1.05] 0. 0001
TID: 1 H 3

a) IcASFHMIRE ORISR A 2 7 OSEIEIT R 554 T H 2 & TeER1 7 B ORAO HEE DA LT,
b) N—2F A MEA LR L T 5 ILSEAHT. 1008-030 3B K T8 1008-045 3BT Hochberg ¥EIZ X Y £
M FHEE U7z p 2T,
c) LAY 2 600mg/ HEETIZ, =Y Cler & (CLer>60ml/min) O#EERE1Z1E 600mg/ H . 1% CLer &
(30<CLcr<60mL/min) OHERF 11X 300mg/ H Z$eH- L7,

(2) FFHEFE ISR 21 Z & DR A a7 OHER
2 DPEIFA a7 1E, 1008-030 #ERTIL, & 1 HORKR TT N TORLEFETERA T O
BWAERRKE 7272, T, B1LHEOERAATIZOWTIX, VI URBEE 7T B REE
EDOMICHEBEZENRD Lz, 1008-045 5BR & OY 1008-127 5RER Tl &M A 2 715 1 #)
5. WTFNOTLHINRY UHETH 7 T BERBECHERTHEIUKRL . T0EIBRELE 2@ U T

Fie L7,
BIEDEFBROATOHS
10 =
1008-03055& -0 7St
—¥— 7L AN\ >75mg/BHE
—@— 7L A/N>150mg/BEE

8 —
&=
) 4
A
a |
7 4 &:§SEEEg_"_-fr—_——:ig;=:=2§======ﬂ
= %
@ sk
— 44
£
E‘Z
&)

2 —

% p<0.05 75mg/B% vs 7> tREE
%% p=0.01 150mg/BE vs 75 zREf FRRFRIRE 0 3R LIIE £ 7 VS & D T
0- I T T T I 1
R—=RAFA1Y 1 2 3 4 5 (38)

R E AR
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1008-04555% -O- 7S uRE
7 —@— 7L A/ >150mg/HEE
& 8- —— 7L A\ >»300mg/HE#
&
Z
= N K%
R ek
/J\ 4 sksk sk sk el t o)
z |
:'Z
8 2
I p=0.05 150mg/H% and p<0.01 300mg/HEf v~ 7=+ +=¢
k% p=<0.01 150mg and 300mg/B&f vs 7> MEE  MEAOME Y IR LIIEE T /WIZ K BT
0- T T T T T T T 1
S Sk 1 2 3 4 5 6 7 8 (@)
KE5HE
10 =
1008-1275& -O0- 75tumE
7 ——- 7L #/\Y>600mg/BHE
& 8-
B
A
i |
7
B
I
qi; _ skkck kg o g stk
5,
| %% p=0.0001 vs 75 wriEt SERFASR D B LIIE 7 T & BT
0— T T T | T | T |
R—=AFAY 1 2 8 4 5 6 7 8 (@)
‘5 HAE

(3) EE (UHEHIOFE)
BARFHRBE OIETE A I T INN—=2A T A U vD 50%LL B LIZHE (VAR Z—) OFEE
1. 1008-030 ZfR< 2 HMBR T, WTFNO T L AR VEETH L AR X —DEIFILT 7 BR
AR THEEIZEN ST,
LRARE—2 OEG

— - Ny
‘f;g; (25573 minsan 70 %‘ b i
1008-030 [TID]

7R 87 15 (17.2) -
FLHANY v T5mg/ H 83 17 (20.5) 0. 465
ZFLH Y 2 150mg/ H 82 18 (22.0) 0. 465
1008-045 [TID]

7T R 81 8 (9.9) -
F LAY > 150mg/ H 81 21 (25.9) 0. 006
ZF LAY 2 300mg/ H 76 21 (27.6) 0. 006
1008-127 [TID]

7T R 84 17 (20.2) -
LAY 2 600mg/ H © 88 44 (50.0) 0. 001

TID: 1 H 3]

a) IASFHMIE OIEIF A 27 NR—RF A inh 50%LL B LIz BEEZ L AR X —LEHRL, TOEE
EREREZ SICEH U, BEFEREOER A 27 OB G T2 ST EA 7 HEO#EADOH
SEINDEH LT,

b) ClLer J&ZERIK+ & 9 5 Cochran-Mantel-Haenszel (CMH) %

1008-030 BB I TN 1008-045 3BT Hochberg 112 L W £ EM A T8 L= p HE 7T,

c) Z LAY 2 600mg/ HEETIE, #E%E CLer J& (CLer>60ml/min) OOHEERE 1Z1E 600mg/ H

& CLer J& (30<CLer<60mL/min) OHERFE 1 300mg/ A 2 He 5 L7,
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. ZeftEofiR

1008-030 B

BIVERIZ. 77 BAEE25.0% (22/88 ) | 75mg/ H#E 32. 1% (27/84 1) K O~ 150mg/ HEE 41. 0%
(34/83 f5il) (2RO BN, EARFERIIFZEMO EV (7T 2 REE 3 F. 75mg/ B EE 7 451} O 150mg/
HEE 12 1) ROMEIR (77 2AEE4 6], 75mg/HEE 6 B & 150mg/ HRES i) . ONEE (777
Y AREE 3 B, Tomg/ HEE 6 il OY 150mg/ HAEE 4 f51]) | 8341 (7 Z&ARBE4H, 75mg/ HEE 1 I &Y
150mg/ HEE 7 H) Z&THo72%,

1008-045 B

BIVERIZ, 77 BA#E39.5% (32/81 51]) | 150mg/ HAEE 50. 6% (41/81 ) K ¥ 300mg/ H#E 67. 1%
(51/76 ) 12788 HAL, EleBGUIIREMED £ (777 B REE 11 4, 150mg/ B #£ 10 61 & OF 300mg/
HHE 20 f51]) | fEIR (777 & AHE 6 1, 150mg/ H#E 12 1 & T 300mg/ HHE 18 f51]) | ANEEE (777
YAREE 2 1], 150mg/ HAE 8 # & TN 300mg/ HEE 5 ) S TH o725, FTL NI v OEERFIVERM
1%, 150mg/ H BRIZBEEL, o= MEHIAMIGHE , O 55 AR/ O s MEEISMIRE D 3 1] 4 {23 S duTz,
ZID OEIFIZON T, D EMEIISME ., O FEPEREENR/ O S MM 1 AR B SEELIZEIE A3
fERR S 7=,

1008-127 #Br

RITERNE. 77 B8 36.9% (31/84 i) | AAIRE 73.0% (65/89 i) IZRRDHIL, ERFRIX
FEWED E W (77 BAREE 10 BILOARAKEE 24 1) | GER (77 2R 5 Hl L OARHFIEE 21 #1) |
KIEPEEIE (77 2 AR 2 Gl R OARFEE 12 641) . ANEE (777 2 AREE 2 6] OAHIRE 9 #1]) |
S5 (77 B AEE | B ORAIRE 8 f) KROEFEAAT (77 2R 1 HIROAKRFRET #]) HTh
o7, MALNE B

RBRAZRUVHAEZ

(HEEEMER)

WL RANCIFHAREE LT LAY 1 H 150mg 2 1 A 2BENCH T TROBE L, 201% 1 BB E
MNFT 1 HARE LT300mg £ THIET 5, 72k, 4, ERIC K0 #EHKS 255, 1 H s AR 600mg
RN EEL, WYL 1 H 2 EICS T CRAKET D,
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@
H

ERNEMARR (EHEGRE) (75 tARRERER. A0081208 &) ¥
0 BRHERRIE RS ARSIz, LN > 300mg XX 450mg & 1 H 2 [\l 5 Lo HF 3
KOz e 25+ 5,

BT YA v 7T AR, RS, CEER, WATHRE, SRR

RES AL A AR 498 5] (B 5-451))

TR AL UE 0 K O FLIR 2 BR < 18 s L oD B 24 (BB AR I 2 O IRBRIE RS T 1% 28 H
FCEFAMIEETE DR TEREHET LI LN TEDH)
- BB (Z22 D) 1. ACR IC L AMHMERRIE DR (F7ebb, 3 5 AU E
JEEREIRNHDH L BESNTWD 18 #FTDERAD O B 11 » ALl RITK
WD DH L) ET LR
- BIEHIBAAARE (22 1) KONAEMIBIAARE (5272 2) 12, JE A0 VAS fEAS 40 mm LA
tchrEE
MZ T, REMBEK (22 2) OFAOVAS ENBEYBIGE (2 1) Lk
ﬁbf%%ﬁﬁﬁ?bfwé%%ﬁ%%#é:kkLto
REMIBIAEE (22 2) I, WMADREEZBETAMO OB 4 AL EEYIICEEAL
Tﬁw‘m0¥ﬁﬁﬁ227ﬁ4uif%éﬁﬁ %

T 7pBRON L UE - TR HABHAREE O SRBE DO BRI SE it U 7= VAS 3 BIESHBRAARE & bhili L T 30% LA HAK
T LHRE

IR A OFHINC T 5 X 5 7 IRIE LSS CRARIEIZ 12 08 . DR IF PR R A Ao
RREEICHE IR 0L OMLWEREHFT 585

RFIHO VU U~ FHEEERR EE AT A BE

cPLOOEEMBELTH LI OREICH D BE

« CLer fl72S 60mL/min LA FOBHE %

Rk T LAY 150~450mg/ B XX 7 TR &2 1 A 200 (]« &) &5 L7z, 1BBRED
Be 5.3 150mg/ B X W BHkG (22 oA s Tomg ZRM) L., 5% 1 B (%2
3) 1T 300mg/ HICHIRET D & & Lz, 150mg/H. 300mg/ H TLAEMICIENH 55
AlFEEESIE L, T0%, fx DBREOHEIER LM L2 EER L, &51% 2
B (22 4) LV, T2 450mg/ BIZEEE L7, 300mg/ H CREMICHENH 55
HlEEEERIE L, 25 £ (HEFHHE) THEOHEBEROBEZ REL T2
N, otk (EEAEY) TAREOEEZIThRNI e LT,

B G HIRIT 16 8 & L.

A EDFEAT FEFAEE -

FAEHT

S IRAD HEED BRI LI BfG B 0P A =27 (0~10 O 11 BxPECREAm)

BV FRAT

< BRSBTS E OER A a T

AT DIERTF A 2 T NAR— AT A D3 30%LA RN 50% LA i Uiz i
(BO% L AR Z—KUNE50% L AR Z—) OEE

&)

BHADOHFENSHEE LRESEE A a7 (LR, EEgAa7)
BEERE 13 AERRRS, 8K 24 KR OJEA%E 0 A 7e L) ~10 (ZHh B WEREOFEAR) o 11 Bk
P CREAM L 72,

B2 24 FERNCHR T DRRHERIE DI ADRE 2R b LR LTV AT ERATLESY, (OF2F 25T
1OFFIZLTLEE Y, )

0 1 2 3 4 5 6 7 8 9 10

& Zhilt

Bl BUORE
DIEH

V.
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I. AMEORR
(1) FA&RHE DS A =7

TV TNY RED TR O FEIEIF A 37 OEACEIT T T BRI TREL (F T 1

REEL OREMZE : -0.44) | BERIHICABLRENBO SITZ,

RO FIEBRIT

77w REE TUHNY R
(N=248) (N=250)
95%CI 95%C1
T L e b
Ty 5.45 0.12 5.21 568 5.01 0.12 4.77 5.24
X (% -1.03 0.12 -1.27 -0.80 -1.48 0.12 -1.71 ~-1.24
TR E DL -0.44 0.17 -0.78 -0.11  0.0046"

LS : fe/h T 3Rik, SE : ARVERAE, CT : [RHEHIX W]
a) WEBEET, N—A T4 AMEEHRER LT R0 BT

b) HEHICAEE [EEKUER 0. 0253 : Lan and DeMets @ o W2y BE% (0’ Brien-Fleming ) 1T & 5 F#«]

(2) KFHIEFSICBIT 2 I L DR A a7 O

WL DR ATIEE 1 @G, TN VRHITI T 7 BRI THEREIKLS . 20

AT 2@ U TRk LT,

BT EDEF/AIT DR

) < LI N 3

=
-

(S0 1

—o— 7 517R8$(n=248)
——1)1) 1% (n=250)

DA 2FHRTE
*: p<0.0253 &t 75t R%8¥)

T T T T T T T T T T T T

4 ——
N=254¥1 2 3 4 5 6 7 8 9 10 11 12 13
B E5HAM

14 15 ()

BRINZES

N =2T4 Y

1 18

2 1

3 i

4 1

5 i

6 1

73

8

9 i

10 4

11384

1238

13 34

1438

15 34

77 'R

248

248

245

239

237

232

230

229

224

219

218

214

211

210

210

207

VA%V

250

250

248

243

238

237

235

233

225

222

218

214

212

211

210

210
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(3) iR (HHEHIDOEE)
BRERHIFEDIESE A 2T NAR—R T A 5 30% KD 50% L Bl L7c B3 (30% L AR 2 —
KN50% L AR —) OEEIX, T BRI TT U URETE L, HEHNICEER
RO BT,

LRAKRUA—DEE

4 30% L AR H— 50% L AR H—
e VARVE = TIEREO®E? VARVE = TIEREOHkE?
(%) p i (%) p i
7T R 248 76 (30.6) - 30 (12.1) -
TLHNY 250 101 (40. 4) 0. 0230* 57 (22.8) 0.0017*

a) HA 2FTHE (A EKUE0. 05 M)
* FEICHEERZEN TR EINTE (p<0. 05)

I. REMEOHR

TUHANY R OT TR K DENWERARRRIL, 77 AREET 51.6% (128/248 #l) . 7L
HoNY BT 82.4% (206/250 #5]) Toh o7z, EREIERIX, BIR, ZEIMED v, (KEEIN,
B TH-o T,

. 77 'R TV

B 0 (%) o (%)
ARV R G451 248 250
Il VE 38 B4 128 (51.6) 206 (82.4)
fEE AR 44 (17.7) 113 (45.2)
FENED F 14 (5.6) 72 (28.8)
REHIN 7 (2.8) 36 (14.4)
{5 16 (6.5) 32 (12.8)

RABRZRUVAE

(IR BRIEICE S ER)

WAL AT EE LTS LAY 1 H 150mg 2 1 H 2 BEICT TRAKL L, #0% 1 HMLL
E2F T 1 HAE L LT 300mg £ THiEE L7-1%. 300~450mg THEEF 5, 7ok, b, JEWRIC X 0 @ EH
W28, 1 AfE/HEIT 450mg 2B 2202t L, Wb 1 B 2 BT TREOEET S,

V.
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QEMLRFEMMAER. FMb HKR (FHIEEERER)

GHEAT—22EE) 97
I« FPBEEE 6 O A PR PR B AL

(A0081107, 1008-125 ZXER)

TVANY o a G LT RO A ZE R O

RAEVEEFTHNT 5,
By A0081107 (JEIBEH:[RIFER) 1008-125 (4+EFER)
FRAT R SR 211 % (HAA 59 B) (mITT) 137 51 (ITT)
BTV | T eRx R, EEAL, CEER. WATREM. sk ERER
FE-S FRERIE BN RS
< IR R O IR 2 BR< 18 Ll Lo B
- EVEAALRTO 7 AR 5 BIEA O BEEN 4 BRELL RS TERY ., 11 34X
BEJEA AT OEEN 4L ETH B
EIRITEBEREZERICHIE L, 3 5 HUALERHEXIE 6 » H LA ETfE & RN T
W5
R <12 AUEREB L TOWEEEXIIARE | - BIEHIBIAARE R OVE R B AR HE O JiF &
. STBERLE L B SN, BB | O VAS VTR S 40m L ETH S
kawiEEsr (NLI) 23 C2-T12 Th 5 - EBER Y2 (IASP) THURHR DG
* Bryce/Ragnarsson FHE1E 5% 4R 7048 COHREREICL DAL TR IND T
HEOZ AT 14 T 15103455, TAL WRHEDEIF N b D BE %
L UL (below—level) 0% [ 22 My I
Db LN HHRE &
WesaE A VAN CBEXIT T TR 1L ICEEAEIOT, Kaex 1 A 2 B
517,
BEEE ME . MEFRGH (4 RE) < | #EFEEAE  NERGY @) T
IZ. 150mg/ H % 7 HE#&E%., AL | 1X, 1~7 HBIZ 150mg/ H% 5, R KO
BRMIZIGE U T 600mg/ HE TOFP T | AARMEIZISNT, 8~14 HHIZ 300mg/
150mg/ H " 23252 L & LT, H. 15~84 H BIZ 600mg/ HIZFEi T2 =
PRk HEFFF &R (1208[) <, EEHEDY | L L& Lz, AREICBIT 2 EEMENA+507
LAY > (150mg/ H, 300mg/ H, 450mg/ | BETIX, 1 B EEL T I s &L
HXiX600mg/H) %53+ 25Z &L, | 2, SEEKRTRFETIZIZ 1 FHEEXFEE
BIIARA WEIIARTERWEERGN | S¥HZLE L,
FEALT-BAIT 1|1 BERE (150mg/ A) @ | #EERHEH (9 EM) <id. JAEFHEHIC
HAFEL LT, TR THIT 1AM OB | E L HRE2HREGTH2 L & L,
BN TR L, BEERKT L,
B 58 R 16 JA 12 A
FEFHHIER - FEFMmEE
TRBDOAFENSEM LR AT O | - A0 AN B EH L2 Ko
I — AT A NSO ED KA a7
DT o =
G L T BRI
JEIRA AT DR—=RAT A UNEOBLR | - EHAaT
CLARUA—DEIE S c LARUVE—DEIE &
%)

PBRFE 1345 AR,
P TR L7,

FAOBFENORE M LZETEEER AT (LT, EFEAa7T)
B 24 WO AZ 0 RA72 L) ~10 (ZHLL B WEREDE ) o 11 Bt

B 24 FERNZ I A ARHERRIE DI A DRRE A T b LK R L TV AHFERA T IZE W,
1297 LTLZE, )

(O%>F HEFIE

(0] 1 2 3 4 5 6 7 8 9 10
EH Zhik
mL HOEE
DEH
V. RRICET 5B 58




I. BOMHEOHKHR

(1) RIEMOERE AT

A0081107 FRERICEBIT DIEIFA AT DR—AT A b OYHELE (DAAC) D/ 3 1)
X, 7B REE1L.07T, U HNRY UEE1.66 TH Y, T BRBHIHART LAY UEEOZEAL
ERKRE L, MEMICHERZEZD RSN (p=0.0032) .
1008-125 RERICBIT DK A AT DR—R T A b O E (DAAC) Dfc/h " 3FEY
X, 778 AREE0.39, U HNRY U151 TH Y, I T RRBHIEART LAY UEEOZEAL
ERKRE L, MEtRICHERZED RSN (p<0.0001)

BEHICETA2ERAATONA—RZA UNLDTEHELLE
A0081107 &8 (mITT) . 1008-125 FXB& (ITT)

NR—=RAT AN HD

B4 No. R—R T A R SR oY 772 REE L DL

R - — e

N FICEYED) N e/ IR (SE) 7= (SE) 95 %17 X [#] p &

A0081107

75 R 106 6.5(1.41) 106 —1.07(0. 149) — — —

FLHNRY Y 106 6.5(1.45) 105 -1.66(0.157) -0.59(0.198)  (-0.98, -0.20)  0.0032
1008-125

77 R 67 6.727(1.446) 67 —0.39(0.167) — —

TVUHNY Y 69 6.540(1.253) 69  -1.51(0.165) -1.12(0.222) (-1.56, -0.68) <0.0001

a) KON R 1. X—RA T A L OERA 2T KO 2 BB Ol A 27 (40081107 FRERD ) %
HIR LT DDA L D,
b) A DZAVITETRIER N S L= 2 & 2rd,

(2) EAEFHIFREOE R A 27

A0081107 FRERIZEBIT DIEIFEA AT D= T A )5 O BED /N T EHIT, 75
TARBE-1.25, U HNRY UREE2.02 TH Y, T T BRBECHART LAY UEEOBLES KX
<, MEHICHEEZRZEZD RSz (p=0.0028) ,

1008-125 FRERICBIT DIKIFA AT DR—=RAF A )b O ENBED /N FFHT, 75
TAREE-0.433, LAY UEE-1.967 TH Y | T T BRI LAY UREOBLENK
=<, WEHNICE B R EZN R E T (p<0.001)

ERFHEROERBAIATDORA—XS4 U bDEHELE
A0081107 EAE& (mITT) . 1008-125 FAB& (ITT)

P VI N SY0)

PR No. NTATA LR 77RO

BEH N BRI D) N bk ETEGE | EGD 5% EHE | plE
A0081107

IR 106 6.5(1.41) 106 -1.25(0.193) — — —

L HNRY > 105 6.5(1.45) 105 -2.02(0.203) -0. 78(0. 256) (-1.28, -0.27) 0. 0028
1008-125

IR 67 6. 727 (1. 446) 67 —0.433(0.235) — — —

VAT 69 6.540(1.253) 69 —1.967(0.231) -1.533(0.312) (-2.150, -0.916) <0.001

a) TGP OTER T, N—R T A O A 27 RSB 5 BEOFMiORA =27 (A0081107 B DA) % J
LR T DIGBANIT L D,
b) A D LIRS LT LTz 2 & 2R T
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(3) Bk SR 5 Z L DR A a7 OB

A0081107 3B (EERILFEIER) ICBITAE T L OEH AT, B 1E LY 7T BAREEIC
LT L ANY UEETIELS, WTNORRIZB W TCHREFMICHERRENRRD LN
(p<0.05)

BSEDOEFAI7 OHR: mITT

s o TSuAE (n=106)
== TLH/N) 2 (n=105)
& 6
]
A
3
7 .
B
N
]
T 4
5
ERHRELNEET IS BRI
31 *: p<0.05 (475 tAR)

o
R=231»1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16(GH)
R EHAME

<BE>HARALRPHRANLDSOFER (B3 IR R CTOBE I & DERAaT)
e DERAATIZEB T, HARAN, BARANDSNE B2, VAR BRITT T ®
AR UTH 1B L V8RR A~ L, RKEFHmRE (55 16 B) FTlihr 7€
REEE TV HNY ORI/ NS 725 2 2137 < IROFRERS R S LTz,

BTEDOEFAIT DB mITT

oExA —o—  T5tRE (n=106)
79 == L AN U8 (n=105)

(SR 1=30) LN 3

N—Z54¥1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16GE)
R 54

@BX AL

4 —— 5L AE (n=106)
——  FLANY LB (n=105)

(S 1=>30) LIS
[}

0—— ——
N=Z34»1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16(GA)
REHAR
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(4) BER (YEEFOFE)
A0081107 ZXBE. 1008-125 FBRILIC, FEEMREDILTE A 2 7 R_— 2T A L b 30% KO0
50%LL R L7283 (30% L AR X —RIN50% L AR X —) OFIGIE, 77 2RI
RTTUHANY AETEL . MEFFRICHERENRD b,
LRKRVE—DEE
A0081107 & (mITT) . 1008-125 FXE& (ITT)

AR No. N LRSS (%) _ TIERHL Ok
fiacy it Z > Xtk 95 %15 fH X [#] p fiE
A0081107
75 ER 105 33 (31.4) — — —
30% FLHARY L 105 48 (45.7) 1.85 (1.032, 3.328) 0. 0390
VAR F— 1008-125
7R 67 11 (16.4) 0.235 (0. 098, 0.563) 0. 001
FLHANY L 69 29 (42.0) — — —
A0081107
7T R 105 16 (15.2) — — -
50% FLHANY L 105 31 (29.5) 2.24 (1. 103, 4.546) 0. 0256
VAR H— 1008125
7R 67 5 (7.5) 0. 285 (0. 094, 0.865) 0. 027
FLHNY L 69 15 (21.7) — — —

a) EHRE Wi 2 KT E L, XR—=R2AT7 A VOEFA T R OEHZET 2 BEOFEMOEA =7 (A0081107 FXERD )
FIBELTEZaVRAT 4 V7 EIFETIICL D, A0081107 SRERTIX A LAY UBEDO T T B REECT 54 v Xt
. 1008-125 B TIZ T I B ARBEO S LAY VEICKHT B4y &5k LT,

I REMOHER

A0081107 FRBRIZH T 2 BMERBERIZT 7 v REET 46. 7% (50/107 f51]) . LAY UBET
67.0% (75/112 %) Th o7z, FREIFEAIZ, IR (33.0%) . FEIMED E W (19.6%) . K
MR (13.4%) ThHotz, LAY COBEEZRBWERIL, (KIEE 1 HI238HE Si, [\
B,

1008-125 RBRIZEBIT HEIWEHARIRIIT 7 BAREET 49.3% (33/67 #) . LAY VEET
82.9% (58/70 fil) T o7, FERAMWEMIZ, MR, FEMWED E W, JEI7. DNEETH 72,
FUHNY o OEERBEWERIT, BEDUEGERE, Mg EIIE/ D 2 4] 3 AR E S, Wi
NWHEIE L,

V.
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2) REMAER
OEREHNEERR (FRESKREFE) (A0081121 :KEx) @ -9
H : 173 2 B IMAERER (00081120 54BR) (2HBWC 13 B ORA %258 T L= #0IiE5 % i
BEEZXRIZ, 1 H 2EEFEGICED T LAY > 600mg/ H £ TOEYBRGEEOLZSMER
AIWEZ TS %,
BT | FERENIE SRR
pIES HRAIB % AR B 126 61 (e 541
TR IFEE « BB B ROR R ARG & L7 A0081120 BBRICIHWT, 13 MEORM AT
L7
SRR B AREME D B B KPR OV T, LT OERB O T & B
a. HRPIRAP TIERNW &
b, BHEY 7 & D WITHRNE RS TIECHEUNSET AT Z &
- BYEOWERE CIIEFIEEH CE 2BEFEE4#H T &
EBROTPIEEZBME L, ) TE, RBRBNENCCEIC L AREA GBS %
FApbRoNENE < JATT D A0081120 FRERICK W CIHL L= EE A EESL), RBREE (OfH) Efid
DUONTIRBRIAER I L 7 LAY L OIRRBIRN B D LW S iz i
« JEATT D A0081120 FRERIZ I\ TR T D i
IBBRE OriR) [ERIC L 0 IRBROBIMNAHEY TH 5 &l S - BE %
AR TIE W55 SV AR & 1 HHOYIZ T5mg ZRA L. 2 HEHZ2D 75mgl H 2 [A]
(150mg/H) OMEL 1 @ERMA L7, F0%, KkEHEIX 150mgl B 2 [A] (300mg/
H : 30<CLcr<60mL/min) 2 5\ & 300mgl H 2 [A] (600mg/H : CLer>60mL/min) & LT,
52 WM Lz, RBRIIMT, Xt L HAact a0 25 L, MiEs 1 Bt
(150mg/ A) T OZBRHIMEE Lz, 1RBRER G- ORI DWW TIE, 150mgl A 2 [H
(300mg/ H) LA B> B2 AR U= BB, 1 B ORI 2 R TR 2% T L. 75mgl
H 2[R (150mg/H) OHEZRALZEEZIZL, BEETITKTTELZ2LELLEE 1A
BREE () EARfE, BT 2EANEITRBRICEB O THRE L & HITROEAF O
AREERE ( TRAT HH0T [R%) ) 2AEETIC28HH VL3 BERBRMAT 2
Lol L,
Be 5 HART ¢ 53
FEAT e H M - BEMERR McGi1l JAE MR (SF-MPQ) : VAS fE. BUEDTEADFEE PPI 2=7) *
et AERERE

¥ VAS{l & PPI 227
A OFREE L 100mm VAS [Omm (A IE72VY) ~100mm (Z LA EDOFRAILZRN K HWVRYY) 1 12k 0 3l L
7=

TOBERE TEATRN) 2D 2R EDFEATZRN VIRV ETOH B, AANEEREHABRNZ
&%%?%Lil?“o ZoEZEC, BEIHEBOGRT-ORADBIEXTHE (/ )| TR ALTTFEW,
I I

Jo 1L 720 Z L EDOREAT TN < B WDERY

PPI 130 (<A L) ~5 (MxHEEWFEA) O 6 BT L 7=,
0: &AL 1: T h7adm A 2: T HbLWEA
3 RoDWTIFIT RV A 4 P UV A 5 i 2 BV VR A
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I. BOMHEOHKHR

FEAf 6551 126 51D SF-MPQ DI A D IR E  (VAS ) M OHIAEDIFEAHDFEE (PPI A7) OF
52 M E TOWYMEALRITR LT, =T A AL VAS fE7S 62. 0mm 2 OV PPT A7 73 2.8 T
BTN, AT CIZEN L33, Tim OV 1. 7T TR L, LAY o OSERNEN R

e En,
SF-MPQ DEA DR E (VASB) RUBREDFEADIEE (PPl X27)
A A N A OIRE (VAS ) )  BUEDWAORE (PPL A7) VY
NR—2T A 126 62.0 (19.0) 2.8 (1.0)
A& R IRE 126 33.7 (25.6) L7 (1.1)
NR—=RF A NEDEp D 126 -28.3 (23.8) -1.1 (1.1)
N« FFAl T4 41 SEH(SD)

a) #PH : 0~100mm (BB EIE ERDNTRNZ & &2RT)

b) #iH : 0~5 (Ra T NEWIEERADEIEENENZ & 27T

c) ADOEILITERIERN G E LI & 2T,

d) “EERARBRIC T LI URBRE SRR EIL _EERHRBROR—Z T 1 VE, 7T RS &
BB IIARIBBR D R— 2 T A % AV,

BEERICSHITDEHDEE (VASH VE) DR

(mm)
100

80+

60

VAS

40+

204

0+ ; : ‘ : ; : . ‘ — — .
R=251Y 4 12 20 28 36 44 52 (i)
#3)
RS HARE

#1)VAS : Visual Analog Scale

& N =Y 4 8 12 16 | 20 | 24 | 28 32 36 | 40 | 44 | 48 52
S5 55 126 126 | 118 | 116 | 109 | 105 | 105 | 103 | 102 | 100 | 99 | 105 | 98 94
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REDREHDEE (PPI*2 2 17) DR
501

4.0+

3.01

2.0

PPIAO7

N=2A717 4 12 20 28 36 44 52 (&)
%3)
S HARE
#2)PPI . Present Pain Intensity

M) ZBERARICENT. TUANU U PEEINBERZEERARDON—A T VE. T ERDPESEINBEIIATRD
N—=AT1 UfazER0 .

E N =R 4 8 12 16 | 20 | 24 | 28 32 36 | 40 | 44 | 48 52
S5 5 126 126 | 118 | 116 | 109 | 105 | 105 | 103 | 102 | 100 | 99 | 105 | 98 94

1) VAS : Visual Analog Scale

%2) PPI : Present Pain Intensity

¥3) ZHEHERRBIZBNT, LIRS ENTEBFIRZEERRBPONR—RT A ME, 7T EARNR
B INEBEFEIIRRBROR—RT 4 iz i,

I REMOFER
ARBRIC BV TIL 78.6% (99/126 ) IZEIEH AR BT,
FRFIER T EZEIED F 0 (28.6%)  RAPEFEIE (16. 7%) | AFHR (15. 1%)  ARFEHIN (13. 5%)
TH ol
HERZIZLVERALTIELEZOIX 1THIT, #0955 13@?@1%%%%%‘;&?%@\ ]
Entz, FIEDFRK & 72> 2REBREZRETERVWAEFRERD ) LEEOEHRE IZEDO LR
=D, HFHEREGED (4 f]) | FEED ., IR (%26 Thoto, RERERESRECTE
ROWEEOHERERIT. WREFEHEDET V0K 1 FITHRD LN, R ITREGT %, 3
EED F IR G- O—Re (R ICEE U, IRBIfR 2 RE CE AWEE A EHGT, .
B+ HEEEE. BlSED UV, FEIWEO EVVEERO 5 408 4 Bl L v s s vz, 26 0ls
JFZOWT, B+ HEEE A B U 1 E3Ee, o 3 fliXEE A R Shi-,

BEMERDEHN
RV R G151 126
BITERRBBIEL (%) 99 (78.6)
BB 261
E%f;m'wﬁﬁﬁ%ﬁfﬁmi& 4
HEORIWERRBLIE (%) 2 (1.6)
BIERIZ X 2 % (%) 13 (10.3)
BIVERIC L 29 E S d— P R (%) 28 (22.2)
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QENRHBREHR ERFEREHEESI2HSEMR)  (A0081164 588)

HEY : 73 25 14HH
REE AL D M R E & R 3RIT,

BR (A0081163 #BR) 2B\ T 13 BWRIDARM 252 T L 7= BEIR IR R 1%
LAY 2 600mg/ H E TOEMBEFOZEM KL OHR)

P2 el 5.

ABRT A

FEE R 55

Ok

BEPRIRIEARTH AR R (A D P A 123 B (B 5-41)

FEGILE

< BEPRIFMEAAG AP BE S (0 O FE R 2 xR & L7- A0081163 RERIZISWVC, 13 M D
RAZET Lz

AR T D RHEMEDO B B LRI OV T, BT OEE OT XTIz EBE
a. IR IR TIERNZ &
b. WALV > 7% D WIEAILE U EEE T IR TN A21T 5 2 &

- BUEOYERE CIXEFEMICEE TE M PEAHT I %

Tkt

< ST D A0081163 FBRICK W TR L= IS EELN, IBREE () Ehid
DVNHIEREEE 1T L 0 VAN v & OREBRDS S 5 Ll s iz B

< JEATT D A0081163 FRERICE W CHRERA ST D B

JRBREE () [EAC L D IEBROSINAEE) Th D LB S BE %

BRI I%

=10

WHHEE1IHDOYFIZT LAY v Tong ZRMA L., %2 A5 150mg/ H (75mgl
H2[EE4) Oz 1REBRME Lok, s 300mg/H (150mgl H 2 Bl 47
30<CLcr<60mL/min M) & 5\ 600mg/ H (300mgl H 2 [@§14 . CLer>60mL/min
D) L LT, 52 AMARMA Lz, REHIHY, et LMk T 2R e BIE
L. HE% 1 BpE (150mg/ H) T o2k lCiisE (& - idd) L7, F£72. 300mg/
AL EOoM&EEZRAL-EFIE, 1 EBOBERZR COIRAEKT Lz, 2720, &+
IEBNCIBNT, ZaE LB M 72 & CREMORENPREERGE . & D WVIEH IRk
Bt A E CORMIEHMED 1 BEEZBZ 5546, FHE L CGREMEZRTRTIT5Z
Ll L7, 150mg/ BOAEZRA L CWEBEE, BEEFITKTTo2 L L,
RERREAE () EAGE. JE1T3RBR (10081163 #ER) ICRWTHEE L L LIZDT
AFNIOMERES ( Tfai) TR&#%) ) 2B L T2 lWH 5\ L3 lRIRA TS L5
gL,

¥ 515 : 53 W

BRI

BN - AR McGill Jm A B R9ZE (SF-MPQ) : VAS fi. BIfEDR A DOFEE (PPI 2 =
T) R
ek HEERS

% VASfE & PPI AT

YA DFREIE 100mm VAS [Omm (5221 72VY) ~100mm (Z AL EORHITAR N BWiayy) ] 12k v

72

RHAT L

TOEMRL ERIRN] 25 T2 EDERIZRNL BN £ TDH B, HANE ERARRN D
EEEWRLET, ZoEKBRLEIC, BE1IEBOBRT-ORADBEEZXTE (/) TRRALTFE,

I AT IR

ZNEL EOTAIF 7N < B NFRLY

PPT 30 (<AL L) ~5 (MHAEEVHA) D 6 B TRkl L7,

0: &AL 1: DT IRIH 2: bToHbLWEA
31 oMW TIF T 72V Vi A 4 LR A 5 ¢ ik 2 B VR A
V. 1BEICB9 5EH 65




I. BOMHEOHKHR
FEAf S5 123 5D SF-MPQ D¥f A D IR E  (VAS i) M OHAEDIEADFEE (PPI A7) OF
52 ME TOWYMEALRITR LT, =T A AL VAS fE7S 52. 8mm 2 OV PPT A7 73 1.9 T
BTN, IR TIEZENZEN 27, 4mm KON L. 2 £ TRA L, VA O8I R

e X iz,
SF-MPQ DEA DR E (VASB) RUBREDFEADIEE (PPl X27)
FFAM e S N JAHORE (VASH) )  BUEORAORE (PPLA=2T) Y
NR—RAF A 123 52.8 (21.7) 1.9 (1.0)
B SRS 123 27.4 (22.7) 1.2 (0.9)
NR—=R2F A BRI 123 -25.4 (26.4) -0.7 (1.1)
N« FFAl T4 41 %) (SD)

a) #iPH : 0~100mm (FESEUVIE ERH AN D L 2T)

b) #iH : 0~5 (A7 REWIEERADEIELNE N & 277)

o) JATT B ADEACITERIER B UE L= 2 L 2R T,

) “EERRBIC TS LA AY VG S HRE I - RERRROR—2 T 1 VI, 77 RS &
NI WRE IIAIBEBR DR — 2T A Ml % VT,

BHDEE (VAS E) DS

(mm)
60-

50+

40

VAS

30-

201

10

0+ T T T T T T T T T T T T T
N=A712 4 12 20 28 36 44 52 (a)

’ 12 SRS

f

#1:VAS | Visual Analog Scale. il - 0 ~ 100mm(#FHESBWNEEEADSBRN EERT)

iE N =R 4 8 12 16 | 20 | 24 | 28 32 36 | 40 | 44 | 48 52
ST 151 £ 123 123 | 120 | 119 | 115 | 115 | 112 | 108 | 105 | 103 | 102 | 98 | 97 | 97

V.
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X2

%3

PPIAO7

IREDFEH DIEE (PPI*2Z 17) DS

1.5+

o_

R=254Y 4 12 20 28
%3

REHE

36

44 52 ()

PPI : Present Pain Intensity . & : 0 ~ 5(Aa 7@V EEBADEEEN SN EERT)
ZEERERICBEVT. U HIDPREINEBEEZEERABRON—AT1 ME. 75 RPREINEBEEIARBON—
A4 EZRV .
pIEl N AV 4 8 12 | 16 | 20 | 24 | 28 36 | 40 | 44 | 48 | 52
ST 451 %5 123 123 1120 | 119 | 115 | 115 | 112 | 108 | 105 | 103 | 102 | 98 | 97 | 97

I R2MHDOBER
ARERFRIZIBWTIL 70. 7% (87/123 #1]) (ZRITERDNERD v,
FRBEWERIZ, IR (22.8%) . KEHEM (22.0%) . FEMEDEW (20.3%) THo7o,
HEFRIZLVIERZFIELZOZ 19 61T, 2055 12 Bl CTRIEBHR 2 5 E T 220 &k
Sz, FIEDFF & 72 > 2 HEBRE bR WA EHRLRO O HLEEOWBRE RO bN-0
X, BEEDEW QD) OAThoTe, RRBEFREGE CERVWEEOHEFEFRRIL, FEIE 1
FINFERD b, FHGHRILFZITHE Lc, KRABEREZEE TERWVWEERAERESIL. INE
FER OVEEEAEA | BN EREE Sy, 2 U R ONalE D3 s STz,

BERDEL
RN RRAT R G5 123
RIVEAZBUIE (%) 87 (70.7)
BIE R B 196
EE 22 EIE R B 2
EEORIERRRBIE (%) 1 (0.8)
BIERIZ L A9 IEpE (%) 12 (9.8)
BIVERIC £ 2 0E T — R ki (%) 34 (27.6)

V. {eRICEd 5 HA
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CEANERMAKREREE (MBI (A0081209 i:(Ex) 2V
HEY : 26473 5 IAHRER (A0081208 3BR) 1235\ T 16 ORI 258 T U 7= SRAE iR iE B &

RGN, VTN L 450mg/ H & TO R G D 22 2k K O 2hik 2 395,
AT A HERE B 5 5R

POE- TRAE A i FR 3 106 1] (B 5-51)
T B - FRHEFRAE R A X & L7- A0081208 RERICIHBWT, 16 MBI ORI 25T LI-&
H

AR B AREME D B B HMEICOWTIE, LT OHEB O R T AT HEE

a. IR IR TRV E

b, WHTV > 7% D WVIEBR VB AR ELHETHUNIEHTE AT Z &

c BHEOHWIRE CIXEFICEE CTE DML FEAHT 52 L 5

RN 7Y Sl < JATT D A0081208 FRERICKCIHL L - EHE A EESR), RBREE (OfH) ERid
DUNTTEBRKHEE 1T L 0 IBBE & DRIRBEGRN & 2 & S 7o B

« JATT % 0081208 FRERIZ I3\ THREEAYSTF O H

CIRBREE () ERIC X VIRBROSINBAAEYITH D Ll S h- Bl %
BTk L b LAY oBGT 150mg/ H LV BISA L., 5% 1 #HE (2 2) I
300mg/ HICHE R L7=, T Dk, fkm A% 450mg/H (225mg 1 H 2 [A§H4) & LT,
52 WG Uiz, 1RSI, ZetEEMAIcH T2 0R42E5E L. AR HERAE
300mg/ H XX 450mg/ H) ZZZWRCHEE OHE - BE) 75628 & Lk,

BB, 7VTF=227 U7 F A (Cler) fEA 60mL/min AR & 722> 72354121%, A
A% 450mg/ H OB 1% 225mg/H (1 H 2 [8], &4 75mg, 4 150mg) (2. H &A% 300mg/ H
DL 150mg/H (T5mg 1 H 2 [BIFAS) &S 5 Z & & L, IR I3 e itk &
AT AR EEZE L THE (30 < CLer <60 mL/min D4 : MR & 150mg/
H XX 225mg/H) &SRR (Wi - i) L7z, 723, Cler fEAY 30mL/min LA
ToHEIEGERIETH L L LT,

FAEM 225mg/ HLL Lo REF L, 1 BHOBER KR CREERTI2ZLE L, &
7ZL. HIEFIZEWT, Zatt Lol & CHEMORENRERG S, HDH VT
HERERBE H £ CORRIEIIM 1 EMZEB 2 2545, FRIE LCOBEHN 2T
WZHET Lz, FIEAS 150mg/ B OBE 1L, MEE IS T Uiz, 1R () ERh
I, TRBRIIM R OAFIRERS ( TRAT XX TR%E] ) #B8F gL,

B 530 - 53 M

FEmTE H B - B D Visual Analog Scale (VAS) fE™%%

et HEEGS

X : VAS fH
S A DIREEIF 100mm VAS [Omm CRAIE72WY) ~100mm (ZALLL EOJEIAIT RN HWRYY) 1 12 Xk 0 3l L
77

TOEMRE AT 25 T2 LRI NL BWEEN ] £ TD Y B, HANE ERANRN D
CEEWRLET, ZoEBREC, BEIBBOLRTEORADREEZZTH (/) TRALTTFI,

A et T EDFEAIT RN SR

V.
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I. AR

PRS2 106 5 OJ D VAS B CEME) 13— AT A A, 4 KE, 28 JKE, 52 HKE,
MR CE R E A 61. 8mm, 48. 5mm, 48. 3mm, 47. lmm, 48.7mm Th VY . EHHEGICHBIT L7 L
HRY v ORI R L OE OFRFGEARIR I T,

@A D VAS B

ST A B A N S (SD)
A 2 8% 106 61.8 (23.5)
48 106 48.5 (24.2)
# 28 3 101 48.3 (23.8)
# 52 38 87 47.1 (24.8)
e il 106 48.7 (25.3)
R—2 5 A kD 106 -13.1 (25.3)

N @ FFMcHEE, SD : AR A=

70 FEFH DVASHE (FHE) DHES
60 -
50 A

40 -

30 T T T T T T T T T
N—RZA4> 4 8 12 20 28 36 44 52 (B) =ik

5 HARS EriNe
31 : VAS : Visual Analog Scale . #G[ : 0~100mm (BIEA D WEEFBAHNEBN EFTY)

& N IHY 1 2 4 8 12 | 20 | 28 | 36 | 44 | 52
ST 4151 25 106 105 | 106 | 106 | 105 | 104 | 104 | 101 | 98 | 92 | 87
0. ZEHEOHE

ARFERIZIBUVTIZ 84. 0% (89/106 1)) IZRIEANEED v,
FARWEAITEIR (26.4%) . FEMED EV (24.5%) . REEN (18.9%) . {#f (16.0%)
Tho7-, BHWEHOEEE L, ZL<PRETHY ., BEORWEHITZRD b0 -7-,

N (%)
2RV SRAT R G215 106
EIER BB (%) 89 (84.0)
TEIR 28 (26.4)
FEIED E W 26 (24.5)
REEE N 20 (18.9)
5% 17 (16.0)

N - Al ek S 4611
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@OEANERHAFREHE (BHEGHRER. NEDERER. SRMELERLR) (A0081252 :K5k) 2

HEY : BARANOHPHXVEM R EMER GFIREHERE. WP %R, 2R8I (biEEm) &
Faxgc, 7UAN) 2 600mg/ H £ TORME GO 2N, DR OF 2 i%nﬂﬁ
42,

RV A | IEERER SR

PSS JeAT9 D EEILES AR (A0081107 3RER) 7> HARERICHAT L= FHEEZ OF

M AR S PN FRE S OVRTRIR D D FTHLIC SN 2 i 2e h % 70 . 258 MR biE

IR O B AR N B 103 B (B 5-61)

B < JEATT % A0081107 FRERD HBATT 5 B I, A0081107 sRERDIAFIAK T £ T

BRI 2 EHBE B O R CTORMMNE T Li- B

CFRUCARIRBRIC BN 2 BT, DS 18 MLl LD BT, M AR Mk

BV, UL RAIEEALRE IR O PARTEM R RN 28 L TR Y |, BEUE

BEIRE K OB BRAAIF IR 7D VAS B8 40mm LA Th 5 HBFE %

PRI Y - JEATT 5 A0081107 FRERICEB W CHRELL - EERAEFERN, RBET () Efid

DUNTIRBRIKIERE 1< L D IBSRIE & ORRBGRN S 5 LB S - B

< JeAT9 % A0081107 RERICIB W THREEAESF O B

« I/ 100 X 10%/mn’ A, 1 MLEREK 2500/mm® A5, AFHERER 1500/mm’ A, CLer 23

60mL/min A D BE
BB () EAIC K VIRROSNAREN TH D Ll Shicdd %
BRIk BEHE 1 HEDYFIZALHAAY L Tomg #¥ 5L, % 2 HA2 S 150mg/H

(75mgl A 2 [814) OF&EE 1 #E#RG Lz, T0%, AEFEHNCE., Zetke
SRR T 2R E BB L. AR (MERFH & 150mg/ H | 300mg/ H | 450mg/ H X (% 600mg/
H) % 1Bt (150mg/ H O TS LN TEH L L LT,

HEFFHICIE, JRHIE U CHEITHERFT 223, AR OWLEMZEE L=2 4 IO
BZR2RTIT 1 By (150mg/ H D) DM # %%%#é:&@f%é_&kbto
TR, HEN 300mg/ B LA LB I, 1 Faﬁ@ﬁ%ﬁ;ﬁ%ﬁ%to 77720, #ik
Bz, ﬁiﬁi@ﬁmﬁkfﬁg%w ﬁ#l%@ . B DT IERERRE
A F CORMRIEMIFH 1 mﬁ%&xé%éxﬁ%tLfﬁgﬁ%ﬁf%Tbtoit\
FAEM 150mg/ HORE S| WETTITKT L,

e 5 HAR ¢ 52 AR

FHmE AEWE  JEMERR McGill JRAE R (SF-MPQ) K UMEER M SRR A 10 THE (mBPI-
10)

ettt HEEGS

. AR

(1) JEAERR McGill Ja A B (SF-MPQ)

FEAf 51 103 5D SF-MPQ DI A D IR X (VAS ) M OBEDFAOFEE (PPT A7) OF
PIEAFITTR LT, =25 A AEIE VAS fEAS 67. Imm LONPPL 2278 2.5 Th o723, ik
FHEEF CIZZENENA7.0mm LN 1.8 ETHAD L, X=X T A b OWENRED Hiv, FRME
PRRBE MR B (kT2 7 L AN RIS O8RS R O R  RE KTz,
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SF-MPQ fE#H D5 = (VAS ) RUREDEAHNDIEE (PPI 22 7)

FFAMRE N JRAORE (VASfE) ¥ BEOWRAOEREE (PPI A=) Y
NR—AF A" 103 67.1 (16.6) 2.5 (1.0)
ik ST AR © 103 47.0 (26.9) 1.8 (1.1)
R—=2F A B DI 103 -20.1 (25.2) -0.7 (1.1)
N 3 G ¥ (SD)

a) #iPH 0 0~100mm (FUESEUVIE ERH AN D L 2T)
b) #iH : 0~5 (AT REWIEERADOEIELNE N & 277)
c) AIRBRO 1 R B LRI OB O3 321

0) AR R - M350 2 AT 0

) ADOELITERIERNS S L2 Z & &2mRT,

(m7m0) fEdH DIEE (VAS E) DTIEDHER
1(103)

607 ) rafi

504

L
40- (98) (95) 52 ©1 @&n (85) ¢103)

VAS

304

20+

10+

R=R717 4 8 12 16 20 24 28 32 36 40 44 48 52(E) g#¥
SR
5 RS e

31 : VAS : Visual Analog Scale . #iPf : 0~100mm (B2 EVME EIRH DN & Z2oRd)

REDREHFDEE(PPI22 17 ) DFIEDHTS

3.0

2.5 ( )z

2.0 & -, .
Pﬁ on @n (85) (103)
X 1.5 (95)
o
a1

1.0

0.54

=271~ 4 8 12 16 20 24 28 32 36 40 44 48 52 (#) %ﬁﬁ{ﬁg

SERS
5 AR

%2 : PPI : Present Pain Intensity. #ifl : 0~5 (Ra 7N EWMEEIRAOEIEENE WD & Z2RT)

(2) EIERE SR 10 THH  (mBPI-10)
mBPI-10 #& X = 7 DEHEITR— A T A 3.9, BiKFHMIE 2.5 THY , XR—ZXF A4 5D
IKTFRRDLNT,

V.
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I. ZEMHOFER

HeAT9 % A0081107 FhBR7N B FAEE 2NEAL U728 D W AT BRI TP (28 72\ 36 B L 7= BIVE A
X, 87.4% (90/103 f5]) 2R BT,

FRRIERIL. HEIR (50 ], 48.5%) . REHIIN (29 . 28.2%) . VREMWED EV (23 i,
22.3%) . RAMEVREIE (18 B, 17.5%) T -7,
HEEEDLICEGEZPIE L0 16 ]l (15.5%) T, 20955 134 (12.6%) TH ISR
EEETE RV EHE Sz,

HERAEFZIT 196 (18.4%) T, T0H LRZEFZEFOEE 14 (1.0%) IZFEH BN
TR M ZIREREE & ORI RREREZ B ETE RV EHE S L, REETH -T2,
BEOHEERT 124 (11.7%) T, 025 461 (3.9%) 1XAERIE L ORREFREZ ST ET

ERANARE Il w g Wy
BlERADEL
B RVERRAT R 5451 103
BIERZBHE (%) 90 (87.4)
BIE B4 229
EERFIVEARIBBE (%) 1 (1.0)
HEORIVEARBLIE (%) 4 (3.9)
BIVEANC & 2 R IEEE (%) 13 (12.6)
BIVEIC & D WET— ik plk (%) 41 (39.8)
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ONERPARERR GFRAEDSH®RMIZAE) (1008-061 :XER. 1008-198 :RER) (MEAT—4%) 2
HEY - el Lz —EEMRRER (1008-045 #BR, 1008-196 #AER) (&ML, HEERRABR~DB
1TH AL LI RIEB %R B ICx LT, 7L AN > 600mg/ H & TO M &% FHi#
5 UT2RE DA M e V2 2 2 WG 5,
RERT A I ERE IR GHER
PIE BRSSP RR R 1008-061 3R : 154 45 (ITT) . 1008-198 3R : 275 4 (ITT)
IR c SRl EM L T EEMRRBR (1008-061 RERTIE 1008-045 #XER, 1008-198 5BR T
1% 1008-196 &BR) DFMMAANFEREZM- L, “EERFTALAI) b LI
T RORE AT B
SRS D ATREME D B D I MEIZ DU T, B 7B E A fileE L . TRBRSEIE A C
HIE LI iR A Chatk 2 R B
- HEREL DY 2500/mm’ 48, I HEREAS 1500/mm® LA L& 2 i MEER DY 100x10%/mm?
ko
BREAE (K1) EROIRICHED Z LA TE, IBREMEETHRELZEY I
KPERIRE T, D OARRBOBIC AN T LRI L DRIENE LN BE %
F7pbro e THENIATT S EEHRABR (1008-045 7Bk, 1008-196 #BR) T. RBREL (&
) EERIUITEBRIKIES 12 L - TRBRE L OREEGRE EETE AV & & n i
HERAEEGDRD LN BT K ORERET CThH o BH F
BT IET 1008-061 #Bx
BB LAY OB AR 150mg/H (50mg 2 1 H 3[@) &L, D%
WG EEENE/INENDER I hr— L RRRIREE 2D L5 7omg/H (25mg %
1 H 3[E) ~600mg/H (200mg 2 1 H 3[E]) O#HPFATHEST L LE LT,
B HAR - HIBRZR L
1008-198 3 Bx
W55k VAN OB AEIL 150mg/H (Thmg & 1 H 2[E]) & L., T
I EEENE/NEN BRI b — LR R KRIREE 725 L 5 150mg/ H (75mg %
1 H2[F\) ~600mg/H (300mg % 1 H 2 [\]) O#FPETHETLIZLE L,
e 5111 - HIBRZR L
FTATEE HRME AR McGill FAVERIFR (SF-MPQ) : VAS fl, BI/EDIRADFLEE (PP % =
7) R
et AEERE

) AKORARTAREENTHLIMIETL A 2ETH S,

X VASfE L PPT 22T

A OFREE L 100mm VAS [Omm (A IE72VY) ~100mm (Z LA EDOFRAILZRN K HWVRYY) 1 12k 0 3l L
7=

TOBERE TEATRN) 2D 2R EDFEATZRN VIRV ETOH B, AANEEREHABRNZ
&%%%LT#O:@EﬁLK\ﬁfl@%@&ﬁt@ﬁﬁ@ﬁé%&%%(/HT%ALTTéM
I I

Jo 1L 720 Z L EDOREAT TN < B WDERY

PPT 30 (<A L) ~5 (MXHEEVHA) O 6 BT L 7=,
0: &AL 1: DT IRIH 2: bToHbLWEA
3 R DWTIEIT RV A 4 B LUVVR A 5 ¢ N 2 HHEV VIR A

ARBRZERUAZE

(HREEEMER)

WE L. RNV HEE LTV A AT 1 A 160mg & 1 A 2[EICHT TRRAOBE L, Z0% 1ERKLL
E2F T 1 HHEE LT 300mg £CHIET 5, 7ok, i, JERICL 0 #EHET 223, 1 BRmHHZEIZ
600mg ZHAX RN L L, Wb L H 2BENC0 T TRAKET 2,

V.
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I. BEDHER

HREZBH MR EE 2 x4 L Lo EW&R G35 1 (1008-061 38R 154 i, & 312 & 5)
J Y2 (1008-198 5Bk 275 fiil, fe % 172 W) (2805, FAOIRE (VAS i) K OHUEDTH
HOFRE (PPI 2 27) OfEREZR LTz, BHHIRO R > TR G523k 2 12 L
b0, Kl R OENRR—R T A VIREOfEE B[RS Z L3 oT,

NERAKESHER 2 ARGtS (1008-061. 1008-198) (2H&(1F5 VASER U PPl R a7 DR

A DIEE (VAS {B) :1008-198 FHERSET (8 1698) FTODT—4

80 1
70 3
60 1
~ 50 1
=
£
= 40
2
> 30 -
20 1
10
0 T T T T T T T T
0 20 40 60 80 100 120 140 160 G&)
IE N 2HY 4 8 12 | 24 | 52 | 104 | 156 | 169

ST 41 451 #5 429 410 | 349 | 325 | 264 | 185 | 110 | 46 | 30

HEDFEADEE (PPl Xa7) : 1008-198 FHERET (E 1698) FTOT—4

25 4

T T T T T T T T
0 20 40 60 80 100 120 140 160 GE)

& N IHY 4 8 12 | 24 | 52 | 104 | 156 | 169
STt 151 %5 428 406 | 348 | 325 | 264 | 182 | 110 | 46 | 30

V.
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I. ZEMHOFER

1008-061 ZkER

BIERIEZ, 75.3% (116/154 f3i) (258 AL, FERFRITZENED 1 (32 ffil, 20.8%) | K
I (23 61, 14.9%) | IR (21 fl, 13.6%) . FHIC L D4ME (1641, 9.7%) . AN
B (13 1], 8. 4%) « RRYVEVRIE K O] (% 1161, 7. 1%) . BESJHE K OV (4% 10 4, 6. 5%)
HETho¥, EEZBERIL, FHI L 20ME 36, E=MHR, EE#EE, K5 Y v Ad
it R ERMEEIAMIGHE /O S IAMIE . Rt/ BT K D AME /il K B AME 5 B 8 EhviiE X
. Wb EIE Lz,

1008-198 B

BIWEMIX, 65.1% (179/275 fi) 1258 B, ERBEGITFEMED N (44 ], 16.0%) . K
FHMEERE (35 (1, 12.7%) . AR (29 1], 10.5%) . #ESGE, 598, REIINL OUER (% 16
B, 5.8%) . HL (166, 5.5%) S ThH-o7=%, EELBWEMIL. IFMIaREE, JREBY/ %k
o 2 6 3RS S, EOERITENEINRREIE, FIETHT,

ALNE B

RAERZRUVAE

(HREEEER)

WEEL RACITOEIHEE LTS LAY 1 H 150mg 2 1 H 2 BICT TRIAKE L, #0% 1 EMLL
EFT1 BAEE LT 300mg £ CHET 5, 7eds, Fln, ERICK VEEEKT A2, 1 BREeAER
600mg X VN2 L L, Wb 1 H 2B TRAZEST 5,

V. IGRRICEEY 5T A 7



CNERPBREHR (BREGERER) GIEAT—4%) (1008-202 :8) *

HEY : JElc i Lz —EEHRAR (1008-125 RER) (2L, HERRB~OBITE2HE LK
FaRRBLE LT, L HAY 2 600mg/HET1H 2 EEEMKEE Lot/ sk

LA T ERAE
BT YA FEE R % 55
RES FREFRG %S 103 {5l (Fe5-41)

FABEILHE FATHRER (1008-125 FABR) 2B WT 1 H 2 BHRE5-% 5213 - A B 514 o PR PR
PR BT A AR BRI ERBUCHAAND Z L & Lz,

BN e i FeATRER (1008-125 FER) TRV CESFAR R Th o 7o B IR & o KR E&%
ERECTERVWEERAZEFZDRRD LN BEITHAANLRA & Lz,

BRI FeATHRBR (1008-125 3BR) O TREZZO%., WREICEEREE LTTLAINY
> 150mg/ B (75mg % 1 B 2 [8]) O 5% B4k L7z,

%1 AL EITRBROBREOREEGHRK 1 BFUNE Lic, BEMEDS R
RETIRKKOIREE/DLI2D, BRBEIZS LTI LHIANY OFES 150mg/ H N D
600mg/ H (300mg % 1 A 2 [\]) OFMPANTHE Lz, LAY rOIEEHRE GBI
Hix. 3 v H Z SRR (R 3 B, iR 28 HIH) A#3%E L7, (RIEWI O
BltBIE, LAY OB EEEAICHIE LZRRE L, BERARBO ORHEL L
<128 ARRBERE R THE T Lz, RIEHIFHICHRIRD b BEIIT T LAY
CEGETBBL, B3 p HHEG A CTE 5 b0 & Lic, IREMIMFIZEID
RO LIRS T BEIZ OO TEIH IR Uz, RZEHIRIBAART SUTIRER T IR, 1~
2 HZ LT 100~150mg/ BT D& LN LKRET BT T LI v okh%s
Fildszbé LT,

BEHIR 9 » A QRBREEEMASZY & HIWE L7235 A I3 = LI 1 ARm
LG ERETE LD L LT, )

A H HE « SEAERR MeGi 11 G A BT (SF-MPQ) : VAS i, BIEDTH#DFREE (PP 2 =2
7) R

RN AEFSE

X VASfE & PPI AT

A OTREIX 100mm VAS [Omm CRAIE7Z2Y) ~100mm (2L EDOFE AT RN HWGRVY) ] I L 0 FEHli L
72

TOEMRE DEAIR) 5 2R EDFEATRN HBNIRV ] ETOH B, AENE ERHAMBTRN D
&%%%LT¢O:@Q%LK\@%1@%@%&k@ﬁﬁ@ﬁé%ﬁ?%(/)Tﬁlbf?éwo

o AL 72 T EDFE TR SR

PPI X0 (<A L) ~5 (MxEEWEA) O 6 BFE TR L 7=,
0:&<mH7eL 1: T 7Rdm A 2 T HbLUVVRA
3 1 RO NN TIF T 2V Vi A 4 P LR A 5 ik Z B Vi A

V.
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I. BOMHEOHKHR

BRI 351T D SFMPQ DA DO RBIGEOKEN A 27  HFBHN A 27 | G227 0~—
AT A D OEEDIY) EAEFE) 1L, TnEn-0.7 (5.8) . -0.3 (2.8) LUV-1.0 (8.1)
T o7, VASE} NPPT A 37 DR_R—RA T A L) B IRASFHIRE £ TOEL DY) (FEAE(F )
L. ENEN-7.9 (25.2) k1-0.3 (1.2) Thol,

BeASEHI I C D € ARSI R ORIl A S SN TV BF X 88 Il ThH o7z, T TEHELL
BLLZ) (43.2%) . TFELLELLTZ) (27.3%) T TRo0E(L Lz (23.9%) Tho
TRENKZHETHY, ThTmICEL L) (8.4%) XE TE o772 <ELL TRV (2.3%)
&R U7 B 1T 2o 7z,

SF-MPQ iE#A# DR s (VAS fE) RUBRAENEANIEE (PPI Xa7)

VAS i @ PPl 2= 7Y

NR—R T A R INAE 102 102
R G R ZE) 61.2 (23.7) 2.2 (1.1)

i 6~98 0~5

e S dfifling R INE: 102 102
SR fE (B R 22) 53.3 (25.0) 1.9 (1.0)

i 0~99 0~5

NR—=A T A P HIRKEE FENFI% 102 102
il £ T4 R (R 22) -7.9 (25.2) -0.3 (1.2)
i -89~68 —4~3

a) 0~100 TFEAf

b) 0~5 T

¢) N—ATA TSATRER (1008-125 RER) DOFAFEMEF O % VT,
VAS i} ONPPT A 2 TSRS W MG TR AN 2 & &R g

I. REMOBER

BIERIX, 78.6% (81/103 i) 12D HAL, E/FRIIMRBED FL CHEIR (18.4%) |
FEPED EV (16.5%) . RIRAE (10.7%) OFBNE N7, ZOM, FIEN 10%LL ET
bolobold, EIE (12.6%) . Ho (11.7%) . i (10.7%) Tholo, EEZRRBEMIX
SRR, B O DRMEROG, FERITLE, ERH LD 4 FIERE S, WL [EIE R
=i,

RABRZRUVAE

(EEEEER)
WAL AT EE LTS LAY 1 H 150mg 2 1 H 2 BEICT TRAKL L, #0% 1 HMLL
ENFT1I EHEE LT 300mg £ CHET %, b, ., ERICEVEERT 52, 1 HREHARI
600mg ZiHZLWVWZ ELEL, WIRb 1 H 22BN TROEST 5,
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(5) BF - fRRERIFER

O, F&A. AER. BHEHMA. X=X 54 VEFBRATHEEIZE T SEERABRME"
wIKBED & R
AHN O HARIEIE # I 0t T~ D A MEIC B % RIF T AIREMEN H 2 K112 2T, ENSIIH
BE (A0081120 5BR) 1281 2 BRI OIS E A 2 7 R O OB L&D BEYE 7R (R (5
e obk) | AR (18~64 5%, 65~T74 %, Th kLA k) | IKER] (57kg Rimi. 57kg LA L) |
FEHARIR (18.7 H ARG, 18.7 # ABLE) | R—RA T A L&A 27 B (6 s, 6 smllE) ]
DT OFRER, BRRIIZERO H 5 203080 bz sl Fide ho iz,

HERAREREHRESTICHESER

AFN D FEFRIFPEARTE AR L LE 5 IR DA I B % RAZ T ATREME DY & 5 [’ -1
T, EWNEIHARRER (00081163 3R) 123617 D R ALFHMRF OEIR A 27 KO D2 EO BEY
Sl [MERI (B, Zetb) | FEBl (18~64 5%, 65~T4 1%, 75 Ll E) | {KEERI (64. 65kg A,
64. 65kg LA ) | BERIE ORI (12. 03 AT, 12. 03 LA L) | HEIRIF AR iRk 2
PEO IR ORFEIA (3. 19 R0, 3. 19FLL ) | X—=A T A4 IFA TR (6 AT, 6 A
LA &) 1 Ofight OFEF  AFIO AN K & 70 B% KT T AREMED & 5 R 713580 bR o 7=,

RMERRIRIEICHE S EE

AFN O BEAERTRIE N LE D IRk 2 BN B % RIT T RIREMEN & D K112\ T, ENE
AR (0081208 FRER) 1235 1) D A iEATAMIE 2R A =2 7 O A ol (R (B, 2ot |
HEHRRI (18~64 1%, 65 kLl ) . KER (54. 20kg ARi5. 54. 20kg LA L) | FERHIER] (36.32 %
A, 36.32 » ALLE) | AAER (7. ) | NSAIDs OFHRBI (. ) . 7k hT I/ 7z
BEAB (B, ) | RX—2 T A EmAa TR (6. 43 BORN, 6.43 BLLE) | N—2F A L FIQ
A a7 R (52,29 BRT, 52.29 ML E) 1 OFTORER., RAOFIMEITKE REEEL KT T
RT3 O bl -7z,

BEEEICHES PREARETEEHER MNBEAT—2Z28T)

AHNOF FEREITEE O PR E TR 25T 2 BEIC R 2 KT AEEMER H 5 I8 1712
DN, [EFRILE S AR (A0081107 5AER) S ONEAL b #HENER  (1008-125 #lR) (Zd1) %
P A a7 OWEEBEOBEET TR (R (BrE, i) | Fnl (45 ek, 45 sl k) |
RER (70, 15kg A, 70. 16kg LA E) | FREBEOREG (Bi8, i, ZoOfh) . ASIA BEEERE
E 2 — LR (5EA. RFEd) | BEEAMR (C4-10, C2/C3/T11/T12, FOfh) | FFEEHEE OFEEE
B Cef R, DU | %R O (FRprO7 i A, R E B a0 iKd) | FHRE%RE
I DR HIE R (60.0 v A AR, 60.0 » ABLE) | X=X T A LA a7 5] (6.4 RA, 6.4
RELE) | AtREAIOE R AL ) 1 O OFER, RAIOANEICKE R L RIT TR
WD LR T,

AL R}
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OBHEEZFAICH T DERKRABAE (T2t *

HRBET R R

BHEREREEORE IC X DA EFEFRBBARL QLA ERELE R v, BER, R MEERE,
REHN) ORBERIZITFEOLEEBY THY, NTYXEH D HODOBREENFREEOEM CIIfH
EEQBOGRICRERER TR, HREZHEMBIFORBEFE 254 & L7z [HWNE IAHEHER

(A0081120 7&BR) K OVESMFE IARFRBR (1008-196 FRER) & HI2. BHEEEDOREE DOFEIZ)H D 6
FTHEOHEIMI > TREARNE S RDOEMIZH - -,

ERNENERERICE TS BEHREDREENDAEERRRR

EINF AR (A0081120 #-ER) A FMARER  (1008-196 7#AER)
TR | 15mg/ERE | 300me/ BEEY [ 60mg/EREY | TR [ 150me/ EAEY [ 300mg/HEEY | 600mg/ HAE?
ST 151 3k
FEYE CLer & 67 59 64 66 62 61 65 64
1 Cler J& 31 28 25 31 31 26 33 26
HEZZREEE (%)

FEUE CLer & 59. 7 74.6 87.5 92. 4 58. 1 67.2 66. 2 85.9
fE CLer )& 71.0 75.0 88. 0 93.5 58. 1 73.1 81.8 80. 8
FHMEHEL (%)

FEYE CLer & 6.0 8.5 26. 6 51.5 9.7 13.1 29. 2 43.8
1 Cler J& 9.7 17.9 40. 0 45. 2 9.7 30. 8 48.5 23. 1
{EER (%)

FEUE CLer & 10. 4 15.3 25.0 42. 4 4.8 8.2 9.2 25.0
fE CLer J& 6.5 35. 7 24.0 29.0 3.2 7.7 12.1 23. 1
FEHEZFE (%)

FEYE CLer & 0 1.7 12.5 18.2 9.7 11.5 6.2 10.9
1 Cler = 3.2 10. 7 16.0 19.4 9.7 11.5 27.3 11.5
AEEM (%)

FEUE CLer B 0 1.7 17.2 15. 2 o 4.9 9.2 9.4
& CLer = 0 24. 0 12.9 0 6.1 7.7
[E ﬁﬁawf®mmwaﬁkﬂﬁfw%@ L HEEM [ Wﬁamﬁwmmwakﬂﬁf@%@%k

7¢ B4R
a) ERICEEENTAET IR LE, LAY 2 600mg/ A #ETIIAEYE Cler JE O#EERE 121E 600mg/ A . 1K
CLer JB DOAEERA 121E 300mg/ H 2 5. L7z,
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HERAREREHRESTICHSER

PERIGPEARTEARRBEF I D M2 xR & L7z ENEIEFRR (40081163 3ER) (Zd51) 2 EinE
OREERNOFEFRHEBLE R OERAERS (FEMEO E 0, IR, R TERE L ORERE )
DOFHBRITTFTRD LBV THY | K CLer JEDIEFIED D72 W2 DFHMIXREEToH 5 25, I
K CLer & CHEYE Cler B XV b A EFHRBRNEME TR L TN &, L LAaND, EiEE
[ZONWTIE, BHREDRRE R OVHAEICED LT, 1ZEAERBREIFEETHY , BEMIH
AERDEDOTII R NWEZZ DN Z LG, RSB HMIRR AR & FRICBHRELZ BB L T
HIE ST AR (BHREREE B (30<CLer<60mL/min) (2% L. BHEREIEH B3 (CLer>60mL/min)
DOFdEE L) [ZONWTIRFICKRE RBEIT VW EB 2 b,

MEPRRMEREAEES CHESIERENRE LE-ERFMARER (A0081163 HER) ISHEITHAFEERERE

75 R 300mg/ A B 600mg/ H #f *
FE#E Cler 3 120 120 40
A 114K
{E CLer J= 15 14 5
FE#E Cler 3 73.3 (88) 81.7 (98) 92.5 (37)
HEHEG
& CLer = 73.3 (11) 92.9 (13) 100 (5)
FE#E Cler 3 9.2 (11) 19.2 (23) 42.5 (17)
fEAR
{& CLer = 6.7 (1) 35.7 (5) 20.0 (1)
FEUE CLer 7.5 (9) 12.5 (15) 40.0 (16)
FERED F
& ClLer J& 0 78.6 (11) 40.0 (2)
FEUE CLer i 5.8 (7) 11.7 (14) 15.0 (6)
AR My N
fE% CLer J& 6.7 (1) 35.7 (5) 40.0 (2)
FEYE CLer B 2.5 (3) 11.7 (14) 15.0 (6)
REEHE
fE% CLer J& 13.3 (2) 21.4 (3) 20.0 (1)

FHER (%) GEHBIE)
B AEYE CLer JE o> 300mg/ A RE & [RIFLEE OMREE & L 72 5 4E[H
[ : #¥%E CLer B 600mg/ A B & [RIFLEE DOUREE & & 7 DA
a) R E SNT-HEZ LR LTz, LAY 2 600mg/ H #E TIIAEYRE Cler |8 OHEBRE (21E 600mg/ H |
15 CLer J8 DWBRE 121E 300mg/ H 28¢5 L 7=,
AR

ARRAERVAE

(PiREEEER)
W AT LT LA ANY 1 H 150mg 2 1 B 2 BT TROL S L, F0% 1 B
E2FT 1 HHEE LT 300mg £ T T 5, i, Flp, ERICE D EEHEET 223, 1 HigmHEIR
600mg X 72N &L, WD 1 H 2B TRAKET 5,

(FRIEFTRIEICHE S &R
WL RACITOHHAREE LT LAY 1 H 150mg 2 1 B 2 BICATCRAOFS L, Z0% 1 EEL
EFT1 BHES LT 300mg £ Tl L7k, 300~450mg CTHEEF 92, 2. &ln, JERIC LD #EEH
BT a2, 1 AEAEIE450mg B2 202 L, Wy 1 H 2EICHIT TRAKET S,
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(6) ;AEMER

1)@%&%%%(—&@%&%%@ BEGEAKERE. EARBLERAR) . HERFTERT 2N
—RRE. HERFTRERABROANE
%%Eim()Jﬁﬁ7tw)@ﬁ%%%ﬁﬁ(%ﬁ%%:mn$1ﬂ~mmﬁ7ﬂ)m
TR E M BE A R, HAEETICBT 2 REER O ZRET2 2 2BE L
T, A HMERAEZ L L7 (BEIR : 13 ) |
2011 4E 1 A5 2017 46 4 H £ CICIRAEN S T L=,
LRNERRAT R GER] 3613 BlIZd51T D RITEAZBLFIT 15.03% (543 f5l) ToH V. ERREIERITEF
FED EU6.50% (235 1) | fHEHAR 3.68% (133 %) . KAYMEIEIE 0.83% (30 ) TH-o7-, %
@5% TREIME O F U M OMEAR I, &5%#%4ﬁumf®%ﬁ#%< 2 Hilo, BIEHTE
B E 52 2 A2 Lo R, MRl T, BlEREORE, Z7vrF=22707
T AME, BOHEOFEE, OFRZEROA R, FEREO A, IRERH (B 5546 | 1 HRE
B (mR) IZBW\WT, RIERZBBRICHRZEDED bl
BNERATRIGIER O 5 B BRRZVROFHE (A2 UTMES)) 3% 5T % 3350 BT 56
BERIL84. 1% (2816 fil) Th o7z, Fo, BEDOFMIZ L 2ERA aTIZHBWT, AHIH AT &
L CHERIEDRD b, ARRICEEL 52 515 5KF2ME LIcis R, BIsRHAE
(Zhh) . 2 vTF=0 7 07T U AME, BREEOA M, IRERE] (& 5HGR) | 1 A&
(BHAAIE) KON, 1 BEEE (R I2BWT, BEAENED LI,

%%Eﬁm()Jﬁﬁfﬁw)@%iﬁ%&%ﬁﬁ(ﬁﬁ%ﬁ:mn$4ﬂ~mw$8ﬂ>w
TR P MR R A R, SRR T2 2 B A 022 2t OG22 i+ 2 2
E%E%&LT\$%Eﬁﬁ&mﬁﬁ%%%bkoﬁﬂﬁfi AT 2 i H AR A O BLEE
i 13 W2 Dffee LT, R T 104 1 (B G-BAMGR D 728 H) ECEBIEMME Lz, 72720
P 5-B%h 104 BARGE CTHREGH T T Ik LIIEFIZOWTIE, ZORSRE CTEBIZIRM & LT,
LEARNERRAT R SAER] 800 BllZ 31T 2 BIWEHRBLIL 12. 75% (102 #) TH v . F22EIVEMH ITEIR
4.50% (36 i) | VFEMED EN4.25% (34 41) . RIHMEFE 1.13% O f) THO., ZHETOD
[l N AR 0D B R AR BR A oA T U 7= A A & AR DR Th -~ 72, 5544 13 @D 52
BUNIZEBT 2R OBRWERARIIC R EE2 52 25 RNT 2B LR, 2vT7F=0207
7 U AE, PRI OA . FGRIEOA M, 1 A RKESREIZEW T, RIERARIRICHEZEN
O LT,

BNVERRIT R BRIEB D 5 B ARFE G TR ST LR CBE S ROl NS 5 TR Y, o
HERBEEBRNZ 769 BB T 2 ANRIL 9. 0% TH -T2, £, BEOIMEIC L 2Em AT
BT, AFERERTE el L CTAEBEREENRO SN, BORICEEL 52 2 RN 2K
LT RER, BEROAE, AOHEOF S, ANAREOAE, IPHAEOFEIZE T, A%FIC
BEENRD LN,

2) RAEZHELELTERFEOABITIERE L-RAE - KBOHE
BAERRAA
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(1) =it
b R 2 S
1) ENEERER
®E‘W 7°5t/‘|'\§1ﬁ.|€§it§§ 10) . 12) | 15) . 27)
TR B AP RR BE 26t & Lis 13 G0 “HEEREGBRIZB VT, ZEFHMEER TH
D IEAEFTHERFOIEIR A A TIX F RO ERLB Y TH Y, 7L H/NY > 300mg/ HEE L TN 600mg/ H LTl
77w AR L CREFEICAE B ARG ENRD b,

IR DR 2 =277 @) Y
F gy | R 7IERLOE p
RS [95% 15 #E X ]
7R 97 5.12+0.19 - -
LAY 150mg/H | 86 | 4.8140.20 | -0.31 [-0.85, 0.23] | 0.262
LAY L 300mg/A | 89 | 4.26+0.20 | -0.86 [-1.39, -0.32] | 0.002
LAY 600mg/H Y | 97 | 4.4940.19 | —0.63 [-1.15, -0.10] | 0.019

a) WRENFEHERTI2RAOHEPSFEH Lz 1 HHBOYER A =7 [0 AR L) 226 10 (L
EARVEA) O 11 BTl S AL, AT RREWVIZERVIFEAE KT, ]

b) BEREK O CLer BEE T, N—ZTF A L OERA 2T 4258 L4 5 5 HWaohr

) 7 VT F=r 7 VT T ARHEESE (Cler) 12X - T, 30<CLer<60mL/min OHEERF1Z1E 300mg/ H , >60mL/min
DHERFIZIE 600mg/ H 35 STz,

BEPRIRMEAR TG E I L D IRIR B E xS L Lz 13 5o —HEefmtatiric sy, E3
FHIIE B TH D RAEGHMERF O A TIEITEREO LBV THY . 7L A/NT o 300mg/ HEECIE T T &
ARE & L U CRGEHFRICA B 7R dGED O BT,

B ASREARRG OISR A 27 @ P
3 _ NR—=RAT A VPO LE R
EIE | e | R e B o I
Cipee) - / =
+ e TR [95% {54 X ]
7R 135 4.83+0. 21 -1.20=£0. 21 - -
TNy | e |
134 4.20+0. 22 -1.82=%0. 22 0. 0075
1 300mg/H o\ k9, 0Tl
VI NY —-0. 74
+ - + -
600mg/ B 45 4.08+0. 32 1.940. 32 [1.39. —0.09]

a) HEBRENMEHFEET AWAO HENOEB L LEBOFEEm A 27 [0 aA72L) 225 10 (Zhll ks
V&) O 11 BiECRE S, A a7 DREWVIF ETRVIFEAEZRT, ]

b) #BGEEK N Cler BANRNF, =R T A L OEIFA T 2 HEE LT 5580 (RAKFHIRFOER A 27
DR—=ZAFTA NI EIZRBIT AL AR o 300mg/ BREEE 7T B REEE Ol A2 FEAME L=, )

e) VT F=o 7 VT T AHEEE (Cler) 18X - T, 30<CLer<60mL/min D#ERE 121 300mg/ H . >60mL/min 0
W 2 600mg/ H 3 e 5- & iz,
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PRHERRIERE 265 & L 16 @WRG- 0 _BEERIEERICB O T, FEFIER TH 5 &k
SIFE O A I TIXT FROLBY THY . FLH AT UEE (300~450mg/ H) T T BREEL

B L TR RIS

BRUEENBO LT,

B TR DI A = 7 @ )
B RE I YNt S35 TSR L DE “
+ YR [95% {2 #Ei <[] P
7R 248 5.45%+0. 12 - -
B VP R —0.44 |
+
300-450mg/ A 250 5.01%x0.12 r-0.78. -0.11] 0. 0046

a) WEBREEBRLET DWMAD BRENDEH L2 1EBOFEEFA 2T [0 aAel) 26 10 (Zill k7
VEAR) O 11 BEECEHME SN, Aa 7 BAREWVIT ERVEAE R T, ]
b) BEHER T, N—RTA L OEIEA 3T 2R L3 A W

@@WE%H?Q%EEE% 18) . 19) . 20) . 21)

HARTLIE T A BB 126 1, PRI PEARAN thiek fr

. 22)

(ZPE D PR R 128 1, BRHERAE R 106

BISUT PR AR B (R RIA . 2R %I, 2 VERLAE L fE O J0) B

103 FlEwtg e Lo EMELRBE (Wt 52 M) 12

Analog Scale TENKEWIE EEWVFEAZTRT) OFEHEITITRO LB THHT2,

B 2RAOME (0~100mm @ Visual

S DFRE  (mm) ¥
M HORIIB PR %fiﬁﬁ?ﬁ%ﬁﬁ R i FRRE PR B ML TR
B PEE AL D KR
FFAM SR+ &l I+ FEAT S+ &l I+
S FEYE(R 2= ES FEYE(R 2= %k FEYE(R 2= %k PR 72
| BeGET | 126 ] 62.0+19.0 | 123 | 52.8F21.7 | 106 | 61.8+23.5 | 103 | 67.1%16.6 |
12 | 116 ) 36.3%22.3 | 119 | 30.0%£23.0 | . 104 | 48.9%23.3 | 98 .| 44.3%26.9 |
| 240Y | 105 | 34.0£23.0 | 112 | 21.7+22.0 | 101 ] 48.3+23.8 | 92 .| 46.3%27.1 |
52 1 94 28.3£22.9 97 24.8+20.8 87 47.1%+24.8 85 44.9+27.0
a) 0~100mm @ Visual Analog Scale TIEN KX VM IRV VF A2 R,
b) FRMEFRIE. AR EEER 2R E LTERBRCIE 24 HOT —H ZIE L TR o 72720 28 HOT — 4 %

R,

V. eRICEd 5 HA
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2) ERXREGKRARME (BHEERER) WBEAT—2ZEL)
BRREREFERZT 28 L L= 16 MRG0 “HmEMREERRICHBW T, FEIMEE Th 5
BIEHIOEIFAaTIITROLBY THY, FLAARY B (150~600mg/ H) T T v REEL b
L CHEHFIICE B R UERRD b,

y—gﬁ;x a7 b) ¢)
By BRI D _— A5 A .
% = TR
S I DAL e 77 E O b i
B S s [95% fEHE X ] ]
7 TR 106 -1.07=x0. 149 - -
___E____:__i_]__‘ ______________________________________________________________________________________________
Z{)(;igt(l)(/)mg)/g 105 -1.66=x0. 157 -0.59 [-0.98, -0.20] 0. 0032

a) RO H1T, 150mg/ B HEAA L, &5 2 8 X 0 W EH ATV, 5 4 B TRECIE L BRI TH
S5 16 HE THEFFTH L & LT,

b) WERE N HLET 2mADHEE [0 (RAR L) 206 10 (AL EZRVEA) o 11 BT s, 2a7
DREWVIZETR EAZ AT, 1 02 0E M L2IREY (16 ) OERA 27 OR—R T A4 236 O
ARG IR L,

TBIREAD R— 2T A DO b= (TR (16 BRE) OFPEPERA T — N—2 5 A L OIFHER
2a7] X [BgERE oG, Gk (16 ER) ]

c) BEHRELONERZR T, N—AT A L OEIFA T LOVFEACET 2 BEOFHliORA a7 2388 L3253
Sl Catiln

V. IGRRICEEY 5T A 84



3) SEERRHEBRBEE GAEAT—%)
OHNE TS5 tARRHR (FRESREER V"

MRS R AR E 2R & L “EEREEEBRIC BT, 58

FHIIE H T b 2 k& AT R

DEFAATIZITEOEBY THY . WTRORBRIZBWNTH S LAY > 300mg/ HEEKE O
600mg/ HEETIZ T T B AREE L ol U CHREFFIICHE BARUGENRD b,

- R EEAT R DR A 7 @ )
it ‘ s ——
(ﬂ%ﬂ;ﬁ?ﬁ) BEH gy | SRR TovRLiom | L
+ fEAERA S [95% 15 HE X [#]
S E A &SRR
7Aoo 93 | 6.14%0.23 | - ] -
. -0.88
1P AN IS +
1 TYASI e/ )BT 0 res, 02s) | © 077
i ~1.07
13 LR N .
SR |7 esy 2 s0me/ |98 | S 0TE0E 0, 0as) | 0 |
i ~1.79
ol/ s, c) -+ :
F LAY 600mg/ H 88 4.35+0. 24 o3 1 1g] | 0-0003
S EEE I/ AR FER
A2 N 87 _|...5.59%+0.21 | ool ]
2 FLHAY L T5mg/ A 83 5.46+0. 21 0.1 0. 7999
3 [-0.71, 0.43]
G 1 I R e e oor T
L N )
FLH Y 2 150mg/ H 82 5.52+0. 22 (-0.64. 0.50] 0. 7999
7zeA 81 _|...633*+0.22 | o .. ]
3 F LAY 150mg/ B 81 5.1440. 22 ~1.20 0. 0002
. [-1.81. —0.58]
I 1 I e e E bl EEEE - R
s N .
F LAY 2 300mg/ B 76 4.76+0. 23 Lo 20, -0.957 | 00002
A A2 T B 84 | 5.29%0.24 | - ] -
. i ~1.69
8 i PLH AN 0] + :
(8#f) |7 LY 600mg/ A 88 3.60+0. 24 o3 o105 | O-0001
a) PEEBRENEHEH T AWAOHENSEH L 1 HBIOEEEm A7 [0 a7z L) 76 10 (ZHLh
EaviEd) O 11 BETRHMEIS, A7 BRRKREWIEERVVRAEZRT, |
b) REA L KHON4 : BERE. R L Cler BAHRTF. RX—R T A L OER AT 258 L+ 2 8T

A2 KOV RO EZR T, X—A T4 U OERA 2T e L3 5 08T
c) JLTF=o 7 VT T AHEEME (Cler) 12X - T, 30<CLer<60mL/min O#¥ERE 1% 300mg/ H . >60mL/min
OHEERF1ZIE 600mg/ H AN EH- ST,

V.
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QNE TS RABHER (BHiaGRER) 7
FRIBEHRERBE 2R L L 12 BEEL O " HESHREERBRIZ VT, FEIMIEE Th 5
FAEFHMRFOEIFA I TIITRO LBV THY , LAY U (150~600mg/H) T 7 &R
L U ORI B E RO BTz,

&G O A =2 7 @ D)
BehBE —
" _ s FIRREDE
| =] \ \/>i‘aj{ :DL N
JE B B/ ERAE) AR UERR S [959% (= 48 7] p fif
7T R 67 6.199+0. 235 - -
A Y A N U e
+ B N _
150-600mg/ 69 4.665+0. 231 1.533 [-2.150, —0.916] <0. 001

a) WEREEARLET DWMAD BRENDEH L2 1EBOFEEFA 2T [0 aAel) 26 10 (Zll k7
VEAR) O 11 BEECEHME SN, A a7 BAREWVIT ERVEAE R T, ]
b) BEHBERONER AR T-. N—R T A L OENF AT H WIS L5 T

CNERMIKEHER (FRAEDRMERE. SREBEGERER

TORFB R ARR B 2 SR & LRI G 1 (164 1, &R 312 Hfh) | 2 (275 6, &k
172 ¥ 5) R OFHIREGHR AR 25 & LoRBIRGHER 3 (102 #l, K&K 167 #&%5) (2B
DA DBEDFEITTRO LB ThHh o7z,

> OFEE (mm) *
RIS R PR FHEEGRILTR
AFATRE AL #5351 R 5k 2 R #5505k 37
- " FEMEE | " FEMEE | " T
RTAT 1% . RTAT 1% . AT AT 1% .
o BGE | 104 | 69.4F18.7 | 276 | ¢ 67.3x17.9 | 102 | 61.2%23.7
IR - S 114 | 42.8126.1 | 2ll | - 40.3%25.4 | 89 | 51.9%23.6
I S CLS 40.5%25.1 | 178 | - 4l.4*24.9 | 77 | 48.8f23.8
2 S 63 1. 98.3T24.6 | 122 | : 30, 7*24.2 | 58 ] 5L.0%22.7
104 32 36.8%23.2 78 32.5x24.1 38 49.4%£23.0

a) 0~100mm ® Visual Analog Scale TEZN KXV IUE EiR VR A% R,
b) HEREHFEGRR IOV TIE 2 BER104BOT —Z ZIE L TWRWWZ8H, 60 8K 108 BT —
X & W,

V.
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VI. RHZFEBICEII HIFE

1. EEPMICEESHDILEYMRITIL SR
S HANY R JVERE . TR TF
HE  BEOH (LAY ORNEESUNI R, BHORMN LEESRBTH &,

2. EBEA

(1) VEFRERMSL - VEFRHLERE 20 29, 30. 31, 32
TUHNY T, RSO R AP L, SRR & R 5.

WMEF T TR

WS F TR 3 T~ JLAHIUY
341

o
e 4@2097JI1=wh
-

Ca®*FvRIL »

- e Ca2t
WEEEYE L

BRI IR

REPEEZ TV DIRE

MBI F TR

TULANI D ERIERAZFEEL T SIRE

Bl . BARRZPESARRER . NI SRR
ORI & TV D IREE
TN A F L (Ca¥") FyxAMBIALEZ Ca2ick VRN BE L, Y7 AZ AP, Zv
IR VY = BRI T F R (CGRP) 72 & ORI E A EN i STV b,
Q7 VAN P EIFIER 2R L T2 REE
TUHNRNY L Ca¥ Ty XD, V7 2=y M EDOFEEEI LT, DAL T AT ¥ 2O
KHTORBER O Ca> OMAZIL T I, SHRRAEEDE ORI ZMH 35,

TUANRY F, CaT Ty 2D a,§ T 2=y hADEWFESBIFIMEIZED . DA T AF v %
JVOMIRE TORHBREK N Ca2" DL T ARM~DIRAZILT &, BB MRAGEYE OB
W AIET S 2 210X @REE Lo —n L 28, SREAERET S, S5, FLA
AN OBIFVEAICIT TR R D /LT R U URIER O a b= R IGICRT 2B S
5L TWDLZ EDTRIBEEINTWVND,

KUY 0D EE [V TRS | ITIERRRER 2 it L TRz, FERFR R G 1B 3 2 5l
IZEREIEGOA B 2—T 3 —LnH3 LI,
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VEFBEF % ST 2 Rl B pil

1) Ca?*FRAMNFIER (/n vitro) *®
FVANY COEFICES T2 a, 0 Y7 2=y M, BAKRIFIEI VY T AT v RV
T AR 7T 2=y N THY . I T AA T OHIA~DOFAZTE L TVNAD 2 & IRIE X
NTW5, £ZT, LR URHRMERICB WO TN VS D A A 4 RE ( [Ca*t] i)
ERICK L THBE X508 2%, B MRIMFIREN ORI L7 N Y — A TR LT,
TUHNRY ATEBESD V7 LA A2 (30mmol/L) THIHE LTI T A A AICK LT
FEARAFRIZREIVE R 20 U, S RIHI=R 1T 35%., ICs Ml 16.8 umol/L (2.7pg/mL) ThH o7z,

Caz*AlCK 9 % 1EA (in vitro)

100

80

sk

N

EEEKtcLB[Cazt]itR®
Ay braA—-IUEBICTHT 2%)

=

60— | @ HIARVFY
O ZLANYY

[ [ [ [

0 10 100 1000 (umol/L)
YRR

T—HFT VAN CERERMEOHIN IV T AA A RE ([Ca*T] i) ERZ=ar ha—/UElCxt

THEADE TR L, HPOEAL&T, 1REHZY 2 RIETEE L7 5~23 OEBROEXE, =7 ——X

FEUERR = AR Y,

*P<0. 05, *¥*¥P<0.01, =ty b —/LREL O, — ol E S T O Dunnett @ J5i%k,

T e PRI ENORM L= T 7 N Y —AICFIREO T VA ANY AR L., 30mmol /L O &R E D
VT LA F AT FER SN DN Ca’ A ZHIE LT,

2) YITRAVRPIZKDYILE = VBB IERERICRT SR (/n vitro) 3

TN DTy MEBEI R NS D7 VE I UBEHEICK T AER % in vitro THFT LTz, HE
P Hooded Lister 7 v FORfIL7=0I % [PH] J VI TT LA o FaX—FL, &
AV D AA A (30mmol/L) THH SN BURMEE R OfL 2 RE L (n=3~7) , BN
HRERTTF R THDHIY T AX AP (1umol/L) OFAETTIE, [Pl Zv# I U EBROHHE ED3%F
W (SR U U SA A RINEMR) D 150%FREICE T ER Le, LAY o 5
SYETE VA, 30umol/L (4. 8ug/ml) ] 1x, T AX AP (1umol/L) EEIBEDV 7 hA A
> (30mmol/L) PFHIZ X D7 V% I R Z SREET ) 7 I A 2 BT O L~ LT E THD
il L7,

KUY 0D EE TV TRS | ITIERRRER 2 it L TR =, FERGRRBR R B3 5 5l
ITEREKGEDOA 2 2a—T 3 —b0n58 [ LT,
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3 /LT RELF Y UREBIZHT DR (/in vitro) ¥
7 v NRIGHREY R EARZ PH] V0T RLF ) v ERER T LA FaX— L, @ik
FEJ U 7 IA A 26mmol /L % 120 MR L CTlpMR A5 &k L, [PHl A7 KLU vk
HMBZWEE L, o, @RED U U LA AU 16 2RI LAY > 10 3, 10, 30, 100,
300, 1000 umol/L Z ¥hN L CRIERIZHIE L=,
ZORER. T VI ANY AT VT RUF U 2B 2 PR EEARAFAIZ NG L L e KNSRI 100 12 mol/L
THI40% Th o7,

4) EREEQHBERTF FOBBIZHTE8E (/n vitro) *°
FULHNRNY DY T AL AP ANy b= B FE#EALTF R (CGRP) OFtHIC /3 5 1k
REBHT D70, TVanNy MEGICL Y RIEZFESET-T v M OFH 2B L CER
L7 RO EEARZ R L. LN » 10 umol /L ZWINL721%. B 7% A 2> 500nmol/L %
WU 7=, BERETR DY 7 28 2 P KT COGRP D& B Id i saz il E s L v llE Lz,
FORER, RIEZ B LTFBIEA T, D7 A 2 U fiRIC K D7 A % 2 A P} OY CGRP D ik
H 259 50% ] L7223, J90E & AL L CUOZR WA TIEmHl L2 - 72,

KUY 0D EE TV TRS | ITIERRRER 2 it L TR =, FERGRRBR R B3 5 Gl
ITERERGEOA A 2a—T 3 —LBFH LT,
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(2) EMEEMTTHHEBRBAE

1) HEEEMHERBETIVICEITETLAN) D OAEMMT

DigEELHRES (CC1) ETNIZE T M7AT«=7%ER (Tv k) ¥

W CIT M E 7o Al RISk U U DA 2 B 7 v 7 ¢ =7 LREOY, §8 (RS 218 < JRURIC
ET25ZLTHELD) KON (RE~DMHWEIETELD) 7Tus =T IChEEN 5,
TVUHNRY L, Ty b CCLET ML DEMMET 07 0 =7 I2xt L, 8097 27 ¢ =7 1% 3mg/kg
PLE, 8097 a7 =71% 10mg/kg LA ED & THEERAFWIZHH Lz, —F, EFHEOE L E
KL, BT T =73 ME Lt o0, RAETHHNT 2T 4 =712 L i ch o7,

CCIEFIICBIFBAM7OT + =7 1ER
(g) =4 X% i - = %
- B O71Z7 %1 ) BH7OT(Z7 %2
154
& 104
M g I
& &
BF
5_
I E
2— T 1 I T T T T T T 0 T 1 T T T
#5871 0 051 2 3 4 5 (B¥fE) #58 O 1 2 (B5R)
TUANI i 54050 TUANI i 54050
FREEMIRRREAE - RSB ¢ AR, JLAN)>3mg/kg. —e— FLAH/NJU10meg/kg.  —a— FL AN 30me/kg
RHAIBLRAME - RIS~ A, = 7LA/\U>30me/kg
(8) BH7OTZ7 1) B 7O71Z7 %2
324 * sk (#)
154 O— —0 {1 |
16
& 104
B g I
fi& b
BF
44 5
2— T 1 r T T T 0 T 1 T T T
#5681 0O 0.5 1 2 (B¥f) 58 O 1 2 (B5R9)
B ERIE SRR BRI SEEFRE
TRRE AR E - RSB ¢ B, —e— TBIbXImg/kg. —a— EIEX3mg/ke
ROHAIBLRE - RISER - A%, -2 ElkX3mg/ke
BR707 1 =7 . Mann-WhitneyQUIRTE. BIM7OT«Z7 | —TEEDBSHE. Dunnetti®E ¥1) PRETDIR (25%0r75%)
% 1 p<0.05. k% :p<0.01. skxsk : p<0.001 Cif7ALEEY) %2) FHEHE RS E

x5 WML Sprague-Dawley 27 v b (1 #£ n=6~10)

FHE - BB E R AR D Z 212k CCL BEF N2/ U7-, von Frey hair Z MR BHCH LY T,
B DOWGEATEN &2 R R/ N O E IR ZEIE L, 3.63g I FTOENTRIS LIRS, %7 er =7
EHIW U7, I E SRER TR < HE T & R TRV 2 R E COMRM A RIE L, B8 LA T D
e BT e T =7 Ll Lz, L AN iF 3, 10, 30mg/kg AR OEE E/L B RIT 1, 3mg/kg
R THRE LT,

LAY 0D EE [V TRS | ITIERRRER 2 i L TR =D, FERFRRBR GRS B3 5 5l
IERERLOA VA a—Tr—2005H LT,
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QEHMEESE SNL) ETNICHET 7T 7R (Sy k) ¥
TUHNRYE, SNL BT UCEY Ty MIRBRASEREHOECEBN T e =7 %, bl
10mg/kg LA LD I ECHEKFIICHH Lz, AETMZHENTH, BAERTIHNT 2T 4 =7
THHTHST-HET, BT uTs =712 L UEE Th - 72,

SNLEFIVICSIFRH707 +« =7 R

(8) WP OFA T %1) WP OF AT %2)
- BH7OT1Z7 ) BH7OT71=7
154 O——  —{ {1 T} 0
& 10+
53] 8- ity
& B
B
5_
2_ T 1 r T T T T T T O T 1 T T T T
%58 0051 2 3 4 5 (RERS) 58 O 1 2 3 (BfE)
TULAN) IR 51585 TUANI Vi 54050
FRRE IR E - ISR ¢ AR, TLAHN)>3mg/kg. —e— TLAH/NU10mg/kg. —a— TLH/NJ>30mg/ke
RHUBRAE - RISHE - B, = 7LH/NU>30me/ke
(8) BHT7OFTAZ7 1) B 7TOF1Z7 %2
324 #)
15{ O— —O 1 0
164
& 10
B g It
i =
BF
44 1
.—-ﬂﬁ
2_ T 1 T T T T O T 1 T T T
®58 O 0.5 1 2 (BEFE) #58 O 1 2 (R¥RS)
ENERIESEERE BRI GE0ERE

FRAEMIRRRIE - RISBEE 56 B, —e— E)lbXx1mg/kg. —a— EJLER3me/ke
RHRIRREE - RSB — B, - EJlex3mg/ks

#7071 =7 : Mann-Whitney DUIRE. EHI7O7 (=7 | —TTEEAEHSTHE. Dunnetti&E #1) RREEDALR (25%0r75%)
% 1 p<0.05. % :p<0.01. sk :p<0.001 CiAEED X2) T EHIRAERRE

XI5 1M Sprague—Dawley 27 v b (1 # n=6~10)

Jik s O EE 5 ROV 6 B SmiR 2 s < k956 2 LI L 0 SNLET AV EERI LT, CCLET VEAN
TR E RO FETHINT o T =7 EBINT a7 =T 24 Lz, LAY UE 3, 10,
30mg/kg RO G, BB RIT 1, 3mg/kg R TFHE Lz,

KL HANY 0D EE [VTRS | IR Z M L TV, FEIRREBRAGRIC B+ 2 Reilk
WFEREKGLDA 2 2 —T =BG LT,
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@R KLTrYYY (ST2) BRBETIIZETZ2M7O0F4=Z74%ER (Sv k) ®
STZ BERRIRET LB T, F LAY 0T 3mg/kg UL EoORAOFEICL Y, BT ar =7 %
FEKRFOCIE Lz, EAe xR TRES, ARG OEEZRMGWERZ R LT, £,
FUHNY FB T 2T 4 =715t LT, 10mg/kg UL EOR OG5 CHEIWER 27 L=23, $4
JWHEDTLE XX, BINT 0T =712 2 MHEER TR Sz o Tz,

STZRERBETIVICBIFDM707 « = 71ER
(&) -7 7 - 7 %2
16+ RETOT =7 %) ) E]:0p; Dj;:k %2)
154
& 104
I
s
5_.
1 7 T 1 r T T T T 0 T 1 ) T T
R5H 1 2 3 4 (BERS) 58 O 1 2 (BFRI)
TUANY R EREERE AV AUNZ % 3
- X8R, e AR, TUANY3mg/kg. —e— TLAH/NI10mg/kg. —a— TLH/NJ30me/kg
(8) BRI 7OT 17 1) B 7 OT 127 %2)
161 )
154 - —4—¥f
®k kk
8_
& 104
B o4 i
& 7
B
24 M. Eh
1 ] T 1 r T T T T 0 T 1 T T T
5 1 2 3 4 (BEfE) #58 O 1 2 (BFRE)
ENEREEEERE BN ERREEEFR
= 0B, e AR FElex1mg/kg., —a—FIER3me/keg
B 707427  Mann-WhitneyOUIRTE. BIEY 7071 =7 | —JTACE DAL, Dunnetti®E 1) RREED LR (25%0r75%)
% 1 p<0.05. k% : p<0.01 CAHE X2) FIEHRERE

XI5 . 1M Sprague—Dawley 27 v k
1 #En=8~10 M7 a5 4 =7) . n=6~8 (@MW T7T T 1=7)

ik D BRI RIRNEE 2 BT DA ML h v (STZ, 50mg/kg) ZHEIMEENEEE T2 Z Lok
ST, A VARV UKAFHERERFE T VAR ER LTz,
von Frey hair Z % EHHCH LY T, & OIBITEIZ RI H/hOE SRR AERE L, 3.63g LD
FEATRISE LT=3a, 87 es =7 CHlr Lz, L8 433, 10, 30mg/kg, PD 0144550 (%
10, 30, 100mg/kg &AL, E/L b RiT 1, 3mg/kg &% F#5 LI,
—J7, BRI A MRER TR < T & XK TEN 2 R TOREMAZRAIE L, B 8 LU T D4,
BT 0T =7 LHM L7z, LAY 4T3, 10, 30mg/kg AR AL, T4b RiT 1, 3mg/ke &
BTF#HE L=,

7 v b CCLET /b, SNL BT VRO STZ BERIGET VBN T, #AEOEL X T, 7T
A =TI L2 b oo, FHAETEHNT 07 4 =726 L TUTE Th o7, —FH, LAY v~
(THHI R OB T 0 7 o =729 2 B ER RS SN2 2 &b Bk b R & Rl U CRRE M
REPEEMIRIRICR L LD AR @ 2 &R S s,

T VLAY D EE VTR S| WIFERRRBR A Fhi L TV 726, FERRRABR G 2B 3 5 it
ITERERGOA A 2a—T 3 —LBBH LT,
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B R HIHA 92



DERBERERETINICEITAM7OTA TR (I9X) ?
RFEH 72 PRI R PR BT Ch 2 BREBE (SCI) BIERO~ U A% FA W T-ET /LIZB T,
T UA R 0 10 8 30mg/kg DIEVERNR G LV BT 0T 4 =7 & ABKEISHH S5
Z EDFERHEIC bR E T,

YT9RXSCl ETIIZBFAM7AT 4 = 74H

01 o tmakm
JLAHARY

0.8- —A— 10 mg/kg *
= | —m®— 30 mg/kg *‘--H.._ *
o ¢ / .
® |0 {.
% 1 S
l.r>02‘ */‘ f‘“‘*l

. | B —@——O0——0—0

T U )

$1%1‘ﬂ'ﬁ - é{} 0 30 60 90 12IO
Bef (5)
T + AR
Kruskal-Wallis €
* : P<0. 05 AEPREIEHR X G- HE & oD e

Kt HEME ddY = 7 2 (1 BEn=7)

JF1E R T 8 ME (T8) L~V oMES 2R L, WA 7% L TR L7 HEIZ 2. 5g OFEZE K T X SCI
AR U7, BRI R AR T, ~ U A EBEZ von Frey 7 4 7 AV M ALY T
RBATEN A BLELT 5 2 & CHIE L, EKBTENO 50%BIMEE RO, 72k, WEIXLEAWBZE TITV,
ZTOWEfEE T — 2 & Uiz, SCI £ 4 HIZ 50%MED 0. 1g LA T To - I fER 2 i Ay, AEFA
R V78 (10, 30mg/kg) A REMENFEE LT,

KUY 0D EE TV TRS | ITIERRRER 2 i L TR =D, FERERRBR R B3 5 5l
ITERERGEOA A 2a—T 3 —L5FH LT,
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OBRMFERRERBETIICSTAM7ATA=THERAGGY M)
ﬁﬁﬁ®f“ﬁﬁf&@ﬁﬂﬁ’ﬂ?é?m?4“7(ﬁ%?m?4“7)%%Fb FRAE AR IE
WPEDEIRICHEEL LB ET L EZE X O TWD 7y MW B RIERET MIZEB T, 7L
TR kO s (3, 10, 30mg/kg, 1 & n=4~6) L7-WF, 10mg/kg LA ECTHE#% 2 LN 3 E

MIZBWTHREHFNICERR T vT =7 OMGEWERNRO iz,
Sy MEMHBRRERRBRETIVCSIF 707« =7{E8
() FLAHNU>3me/ke* (8) ZL#75U>10me/keg*
307 . 307 *
251 25
\ £
20 20
i ﬁﬂ |

101 104

5- I & 5

O T T T T T O T T T T T

WER RS 1 2 3 (%R WER RS 1 2 3 (50
TUAN) 545 TULAHN) 5514850
(8) ZL#/N1)>30me/ke* —o— AR
307 JLHINY>3me/ke
251 * N —— L3> 10me/ke
—e 7L H/N) > 30mg/Kg
20
B e
104 —TTEBAEOHDE. TukeyDIRE
*p<0.05. #H5HIEE DLLE
54 ¥ YEHEERE
o T T T T T
WE RS 1 2 3 (R
TUAHN) 5405

x4« 1Mk Sprague-Dawley 27 v b (1 B n=4~6)

i PR R BEIE A5 2 et (pH4) BHEHE 100 1L % 2 [8] (Day 1 fe U Day 5) fiAAHREGET5Z LItk » T,
FHtE ORI T 0T 4 =7 &4 U2 B EERERETT VE{ER L7, von Frey hair & %R HEIC
LY T, BEORITE) (5loiA) ZoRd R/ (BE, ¢) ZHEL, BMEN6gLLFD
EEREENT 0T ¢ =T ORGEF &R L7z, 7 VA NY i3, 10, 30mg/kg 2R O#L LT,

KUY 0D EE [V TRS | ITIERRRER 2 it L TRz, FERGRRBR R 12 B3 5 5l
JIEREIKE DA v 2 a—T 3 —An58|H L7,
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2) TOMDBEEBBETIVIZEFTZTLANY D OEDME (Svb)

DR ) TR B 2EREIST ERERD 2

7 v NEEEA~ORN~< Y VR TRGIZE VAT D 2 FEOERBEITE (A% kL, 7
TR DR TG 1 BT B L G2 20> 7208, FIRPEEIE NGS5 & S5 2 /%
FHEEFIZIE L, R/EZHET 10mg/kg TH -T2,

RILR U VTR MIBIF B EBTENICH T SHMFEIER (B TRS)
£14 ¥ 218
D) N T
0 T 400/
% 100 % |
ES T E3
7= 7= 300+ sk
[F3 £
T 50+ 7 2%
?J) % sk s
& & 100-
B B
M o B o
TR 1 10 30 100 g 1 10 30 100
TLANYAZER (mg/ke) TLHNYEER (me/ke)
T fEiTeaes —SEERESHAHE. Dunnettid e
3% p<0.01 GHALERY)

%5« et Sprague-Dawley 527 > b (1 B n=8~10)
JFE R, V78 v (1, 10, 30, 100mg/kg) BTG 1 K%, ABIBRBEIC 5% R~ Y R KT
BH L7 Goul) , 0%, ERZFDTZVIMAT Y T H1TEIO R 2 % 5.5 45 45 £ ClllE Lz,

TVUANY TR ARG L o THH 2 M 28R B AR U A/ M2 BT 10mg/ke.,

50% A% & (EDypfl) 1Z 19. 17, 3mg/kg CEXHH HIEAETRFE) ThoT-,

RIVR VU VTR MESIF B EFETEICHT SIFEER (EOKRS)
#) F14 (#) E 24

#% 200- #K 600+

2 1 3

2 T 2 500+ T

7:: 1 50_ - T

& |$ 400+

) ] %

£ 107 300+

# 5 H
200+

=t £ 100+

B¥ B

M 0 TR 3 10 30 M o A 3 10 30

TUHN) %52 (mg/ke) TULAHN) %52 (mg/ke)
FEiEEE —TERE D EANE. Dunnettig
* © p<0.05 GARiEEs)

%5 HEME Wistar 527 v b (1 BEn=8)

JHE Bk, V8D v (3010, 30mg/kg) ZREN G 2 RERER, ZERIBUREIIC 2. 5% AL~ U & BT

HL7z GOpl) , 20k, &EREZIDTVIEATZY § 21TBIORH 2 & 5-4% 45 20 % THRIE L7z,

MTVUANY D EE VTR S| IIFERRRBR % Fhi L TV 726, FERRRABR G 2B 3 5 it
ITEREEGLDOA B Ea—T +—L0 b3 LT,
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Q3 v rREHWS T UFRBEABETIVICE TS TLANY >OFME
i) EVEE R EE ) S P ER
NTF =27y MRS T 5 Z LI K VEERE L AVIRIC R S am ikt L, e
NY v (BTG ITHEERENZIHEERZ R L, R/ NEH R 3mg/kg TH -T2,

ASTZVFARBEBHETIVICH1I 3 RIEREBRICHT HiMEIER

—O— A%
TUANYY 1mg/kg
) ZL#HNI 3me/ke
1004 —— 7L AH/NU>10meg/kg
: —e— /L H/\)>>30mg/ksg

| Tl fEiEe

.0 T 1 r T T T
hsh= 2 ) 3 4 (RR3)
Sl FLANY (L TFHRE)
b o g M

ZSTRBHMAIE. Dunnettid

% p<0.05. sk :p<0.01 GHAER)

x5« e Sprague—Dawley 527 > b (1 #£ n=8~10)

Fik AR T 7= (20mg/mL, 100 u L) ZHE L, 2.5 ReIRICEEE, 7LD > (1, 3, 10,
30mg/kg) B TG Lic, B 77 = B ERIR OGS4 2, 3, 4 R R BE~ TR Z B U (B |
%IRRT ERY DI RE A I E LT,

ii) #tRey ORI R R i 2 JfiE N

TVANRY N T = RS 3.5 B2 IC R T 5 L, Randall and Selitto #% AW,
7w Mg 2 I E AR LT, kHTE 2 T BE A HE L7e (1 #f n=8~10) , 'L
RY v (1, 3, 10, 30, 100mg/kg) DR FHEHIZL Y, ARKTFICEEGES T8 ORIES E5-
L. &/INEHET 3mg/keg THHo T2,

INGDRERNS, TN ATRHEERIEICLVFER LR RRB L SET L2 ERRIN
77

LAY 0D EE [V TRS | ITIERRRER 2 i L TRz, FERER R R B3 5 5l
IERERLOA VA 2a—Tr—20 05| LT,
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QT v FAHFEHMEBERBETIVIZCEITSTLANY D OFEDME®
7 v MEBEAZ YIRS T 5 2 LI X0 A U BV R s Ol (B T e T 4 =7 ek L
T, LAY 2 (3, 10, 30mg/kg. 1 BEn=8~10) % FH7 | BrIRMICHE R TR Lz &, H
EIRFHZIHEERZ R L, B/ NEHERZENZEN 3mg/kg LN 10mg/kg TH o7,
werE S (30mg/kg) Tik. itk 3 H IO MU L 2 522 L7z,

T&mES IVICHIT B HNHEIER (TR TR S)

FHMAEE —o— iR
JLAHN)Y 3mg/kg
== 7L A/N\J>10mg/ke
== 7L#H/N\)>30mg/kg

REAIRR —o— A

) EMERERE AN (8 Ean (B#00) 7070 =7
14+ FE TS E 327 R E+ A S (25%0r 75%)
129 \§\I/§\i 164
skk
’i 104 skk %
’;-B—\ Kk Fﬁ 5] *
g s . o1 ® l I
% A /X {1 T
NI s I ]
4 _I 1 T T T T 2 _ T 1 rT T T T
w1 2 24 48 72 (F§) HraT 11 3 25 49 73 (B5E)
- FTREFRE . FTERFRE

PR

EMEEEIBE . Dunnetti& e

B 7O77=7 : Mann-Whitney DUIRTE

% 1 p<0.05. k3% : p<0.01 CoaEa: i)

XI5 WM Sprague—Dawley 527 v b (1 B n=8~10)

Jiik R T CA TR IBR ISR 0D SRS

PR e O RS 22 VS Tem BOBH L 55 0 24659 DAMRHFIRT 2 1T L

B PIRRIERE T V2 ERL L7, PITRIR ORI, BV R & FEM6 3 2 72 O RSN BRI I L B 1K
WBETEN E COEREZRIE LTz, #5705 0 =7 OMFHTIE, von Frey hair Z W CTHH T 05 ¢
=T EFM LT, VBN 3, 10, 30mg/kg & T 1 B ETIC BB R TG L,

T VLAY 0D EE VTR S| IIFERRERERZ Fhi L T 7=, FERRRRABR G2 B3 5 it
IREEL DA VX a—T +—AN5E|H LT,
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FRRIZ, FAiT 1 FFRRICE TG (30mg/kg, 1 HEn=6) L& &, WRBELOT 0T =7 %

SERICHNHI L7223, TERIFFRcR I3 3 el T o 72,

—J. ®/LER (1. 3, 6mg/kg, 1 &t n=8~10) OITEI 30 JyAif FHHCTiX, BV iseE 2 H

EIRFIZHHI L7200, 7aT 4 =712k L CidikE

& (6mg/kg) T—I@MEIZHNH] L 7= I

ThoT,
M@ ETIVICHIF ZIMHEIER (IR TIRS)
HMEREBE e (B8m9) 707127
() TR (8) HRR B R (25%0r75%)
10+ 10" T K gex
kk
kg skek
It ok £l *
& 54 ok &
B
1 OO_
BTHRS BTiRE
O _| 1 |+ T T T T T ‘_I + T T T T
el 1 2 3 4 5 6 (BER) Foog:n) 1 2 3 4 5 (BFRE)
FATEEFE FATEEERE
—Oo-BR RILERIB | HSOROHEE
—o— JLF/N)>30me/ke B 7O74Z7 : Mann-Whitney DU&E
% p<0.05. %% : p<0.01 HAEEE)

XI5 WM Sprague—Dawley 27 v b (1 #n=6)

ik AR FIRTRIRE T L 2 R L TR G- & RS AR i, ke o 7 =7 2Rl L7z, T

HRY 1% 30mg/kg A T 1 BRREIZICHE R Ti&E- LT,

RETIWNZBIT2REREB L OT 07 ¢ = TIRMAMEEIC L 2N — kR M= —n
YINHDAINTE Y FFEIIBW TR BRI OTIERERE SN TV D EEZL LT

Do

@Y TR VAP RUN-XFIL-D-7 R85 F B (NMDA)
v DBEHE Y

BZREEEBRETIIZEBTFRERTLANY

YT AL AP &Ty MIBIENEET 5 Z LIk » TAEUBWERTBEL, VIR %
> hOREIEAN (1, 3, 10, 30, 100mg/kg, 1 #E n=4~6) & L < ILBEKEPN (1, 3, 10, 30, 100 u g/rat,
1B n=4~6) (ZHET 25 2 Lic k) REFMICIBl SN, £, TLANY L OMEENES
(30mg/kg, 1 #£n=6) 1% NMDA Bl G- Coi%e L7 il & #nH) L 7=,

ZORERNS | WREEZ = 2 —a o B OBEIIR AN K o CTRAET DZHEM COREZMETTEE
LANRY UREETDHZ RSN, L IRNY COERAREENICH D Z ERTBRENDS,

(3) 1EFHIEmER - HkkbEnE
YR L
<HE> V-5 (4) 1) DA0081120 HEx
a7 O R

L. APEDRIR (2) AaHiilRIZR T 2 Z L DK m A

T VUANY D EE VTR S| IIFERRRRBR A Fhi L TV 7=, FERRRABR G 2B 5 it

WERERGLDOA A a—T =265l LT,
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VII. EYRREICET 5HE

1. M REDOHTRS

() BELEDLmMBEE
MG R L

(2) RSB CTHERESIA-IDREE
1) BEREY
HAR AR A, 7L A3 250, 100, 200, 250 KON 300mg (#5355 6 f]) A Ha i Hin]
PEAEE U7z, %A 1 RFH T Cuu lZEE L, Ty 135K 6 IR Tdh o 72, Cpay LTV AUC)- ol 300mg
FCOMEHMT, HEIZms LTmL -,

Beh55 (mg)  Cuax (pg/ml) Toax () AUCo- (u g-h/mL) Tiz (h) CL/F (L/h) Vd/F (L) Ae (%)
50 2.03 (0. 40) 0.6 (0.26) 10.7 (1.1) 5.98 (0.65) 4.72 (0.44) 40.6 (4.9) 83.9 (5.4)
100 3.56 (0.67) 0.7 (0.27) 20.4 (1.3) 5.66 (0.59) 4.93 (0.35) 40.3 (6.4) 95.0 (2.7)
200 6.35 (0.73) 1.0 (0.32) 43.2 (3.0) 5.93 (0.32) 4.64 (0.32) 39.7 (2.7) 91.8 (2.6)
250 7.18 (1.43) 1.1 (0.52) 49.2 (6.1) 5.57 (0.72) 5.15 (0.61) 41.0 (3.8) 95.6 (4.4)
300 8.25 (1.36) 1.0 (0.38) 61.7 (6.3) 5.80 (0.62) 4.91 (0.52) 40.9 (4.3) 97.7 (7.3)

MR G 4% 6 i, FHE (EHERE)

Coax + 5T MUFE IR, T o o S PR P2 B RE R, AUCy oo ¢ IS FP R P —IRR D B N T ARE, T o ILEE R 200400,
CL/F : R oed 7 V7 72> A2, Vd/F @ BT OHEM, Ae (%) : BRI 5% 60 K E TOREKD IR HEESR
MEER 7L H AR AREORE  mlikiks o~ N 7T 74—

10 4
O :50mg
A 100mg
8 1 O : 200 mg
® 250 mg
A :300mg
6 i Figfl+EERE

M¥ERTL AN Y EE (ug/mL)

#E%EERE (h)

RBRERUVAZE

(HRREZEER

WEL. RACIZOEAES LTF LAY 1 B 150mg &2 1 A 2 ENIAMT TRAO®BS L, #0%% 1B
FT1HMHEE LT300mg T4 2, Zeds, FHn, ERICE D EET 52, 1 HixmH &L 600mg %
BxRnZ L, Wb 1 H 2ENCHT TRAKEST 5,

RRHERRTEIE I S & 5E)

BEL RACIIVIHAEE LT LAY 1 H 160mg 2 1 H 2 BN T TRAOKE L., Z0#% 1AM B
T 1 HAEL LT 300mg £ Tt L7-%%. 300~450mg CHEEFT 5, 7ods. i, fEIRIC X 0 @ %
2N, 1 AfE AT 450mg B2 e L, Wiy 1 B 2EICHT CRAOKE5T 5,

KL HNY D EE VTR S ITERFRZ I L Wiz, BRRERAGEIC BT 2 e B E
DA v A 2—T F—2N B H LT,
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2) REHREY
AAR AR IS 7 L A8 Y o 1 [E 150 o Of 300mg (#6587 ) % 1 A 28 7 A RIRCE R A #
5 UToRE, $ 506 24~48 BERT CEFIRIBICE L, &5 7 HE O T, 132 2h 5.95 K10 6. 31 B
MThote, 5 THADAC X, H5H1IARD L4FETHoT,

Chax Thax AUCo-12 Tise

(p g/mL) (h) (1 g-h/mL) (h)
1A ®TH ¥®1H ®T7H ®1H ®7H % 1H ®TH
1 [7] 150mg 4. 36 6. 24 0.9 0.9 21.8 30.7 5.11 5.95
(1 3 2mE) (0. 68) (0.79) (0.4) (0.5) (1.7) (2.9) (0.75) (0. 46)
1 [7] 300mg 8.73 10.5 1.6 1.6 41.9 58. 7 5. 40 6. 31
(1 3 2mE) (2.52) (2. 4) (1.1) (0.8) (7.4) (11.4) (0.94) (0. 58)

I (BEYERZE) . 45 7 6
MAER T L BN REORIE : LC/MS/MS 35

MEIRRTL AN VREDHR (RIEWRSE)

#1H8H #2~6HE s7HH

—
[\

L ® : 1[E150mg1 H 2 E%kES
H O : 1[E300mg1 H 2E#%S

—
o

T R A R =

(o]

MR TL AN Y EBE (ug/mL)
(@)

4

2

Og I I I I I O
0 0 4 8 12 16 20 24 28 32 36 40 44 48 52

(B5E)

]

KL HNY 0D EE TVTR S KRR A I L T\ enWiz, BB ICET 2 i wE
HEDA LA a—T F— M5B AL,
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3) EMEMRFHE S
ZF LR 2 0D BE 25mg. 75mg, 150mg (VTR S I&, U U 0D &E 25mg, 75mg. 150mg & A AN
gy (JRIE) | WA, s, Sdpr, SO, ShRESUIR R, AIER OV R, Bk K ORRER 7 1k
ENF—THIBREERKN (F—YTA AR -V v 7 EHEK AG) ThHDHDH, T1LHNY
> 0D #E 25mg. 75mg. 150mg [V TR S| & U U OD$E 25mg. 75mg. 150mg D Mp=ery RS ER
SN LTy, BUTFICSEREIRRGE DO U Y A h 7O U A 0D S8 LW [Fl sk BRs
KA LT,

HA AR 24 B2, 7 0 24— " —{EI2 X0 XL AN o 0D $E 160mg UL T VAN U Hh T
Tl 150mg & F I FENZENERF AR O G L= & & | LAY o i i Ok EhRe <5
A—HIIUTOLEBY THoT=,

%Uﬂ%&w Cmax AUCt Tmax T]/Z

B b (pg/mL) (g h/mL) (h) (h)
OD$E150mg 5. 794 31. 180 1. 00 5.955
(K72 LTARA) (1. 180) (4. 958) (0. 333-2. 50) (0. 679)
OD$E150mg 5. 793 31.410 0. 500 6. 008
(K THRA) (1. 421) (4. 560) (0. 333-1. 50) (0. 698)

AR

;:;;éii}éogé 5. 787 31.690 0.875 6. 036
1.231 4. 477 0. 500-2. 00 0. 698
(K TARAD) ( ) ( ) ( ) ( )

BT (R | Teud TP (B/ME - KM . 2461
AUC, : Fc#&H o 770 O ZHER ¢ £ T oo I A i R — RS i RR R Al
MAEF T LN AREORE : LC/MS/MS %

TLANY) 20D g 150mg (K7 L RIFKTHRA) RUBTLAHNY »HT+EIL150mg OKTHRA)
ilﬁlg?ﬁ’—:!‘-ﬂ%@jlxﬁ‘/i") v DEHMFERREHER

@ TULHNY AT EILIE0OME
6 Hi —o— OD$E150 mg (K% L CTHRA)
—5— OD$E150 mg (K CRRA)

FHE LR RE

M¥ERTLAHNY EE (ug/mL)

®E5#%IEE (h)

KLU HNY 0D EE TVTRS ) IZERRRAZ EE L TR, BRRRBRAGE BT 5 T e R E
DA LA 2—T 4 —ABEH LT,
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Coae LRV AUCAZDWT, LAY B 7 EIL 160mg (255D 7 LAY > 0D B 150mg D L
LMD LD 90%FHE XL, K72 LIUIAKTIRA L7ZHAOWTHIZEB N TEH, 80%~125%
DOHFPANICH Y . FLH XY 0D §E 150mg 1L, F LAY 1 7L 150mg & AW R R%TH
5 LR SN,

INTA—H Coax (1 g/mL) AUC, (ug-h/mL)
0D 4E 150mg
5. 683 30. 810
k72 UTARMD)
- N 0D $E 150mg
=t % 4% SZ A E‘ a) . .
AR T S S OKCHR) 5. 627 31.100
VLN
H 7L 150mg 5. 669 31. 400
K CHRA)
0D &£ 150mg 100. 25 98. 12
FLHNY v H T EIL 150mg 12 (K72 L CARA) (93.77-107. 19) (95. 87-100. 43)
42 R AT fE O Y
(90%fE 4 X [H) 0D $E 150mg 99. 27 99. 03
OK TR (92. 85-106. 14) (96. 75-101. 36)

a) IR A NRTE T /v & A TRRHT U 72 RS 2 S fol - 24
b) PR AR EO T & L TR

=

F72, VAR 0D EE 25mg TN OD £E Tomg 1E,  [E &SRR B O E R RE O A i R
RERTA RTA ) (P24 42 A 29 HATSRERASS 0229 26 10 BHIHk 2) 123X, L AN
U 0D £E 150mg AR L L7z & &, IEHBEIRRIETH Y, EMFRICHEEE & AR ST,

DI ANANAy

(3)
AR L

4) BE - ftAEOEE
1) BEOFEW
HARNEREEC A 19 BBV TR R VBRI T U N % 150mg HEIRE O H L 72 RED C,y
IZZNFH 4. 95 K TR3. 22 1 g/mL. Ty 13 0. 947 Jo TN 3. 37 FERH L AUC, 45 1L F 40 31. 2 Je 1N28.8 g+
h/mL T o7z, BHBEEGIZINT Coy 1359 35% KT Uy Tooe 14D 2. 4 RFREIZER: L7223, AUC) 45 DA
TR 8% THY | BFEOEED LW L AR THENTH o7z, 72, FHEIED OV DOFRBLHRIL,
B%EG5.3% (1/19 ) & e~faRiefk b 30.8% (12/39 f5) Tmihoiz,

X LAARY 0D EE [VTRS | REERARBRE L TV R0, BRI B 5 s e ssE
DA v 22—+ —L0BEH LT,
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BARANZERABMIZAH 150mg ZHEROKRS LIz ENDRBEOZE

(ug/mL)
7 .
6 O: #a&rE (N=19)
i ®: SEEHRER% (N=19)

5 (PIEHRERE)

0 12 24 36 48 (h)
SR

KLU HNRNY 0D TVTRS ) IEERRRZFE L TRV, BRRARBRAGE BT 25T de R E
DA A a2a—TF—L65H LT,
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2) {#m;ﬁwﬂ;ﬂ 47) . 48) . 49) | 50) . 51) | 52) . 53)

Foa

(in vitro)

EMZBWTT LAY i, 1EEAEREEZT T, in vitroiRBRIZEBWT, 7L A/NY > 159
wg/mL (ImM, 600mg/ H#5-HEDEFIRRED C,., DFI 10 f%) TF k2 v L P450 4y 1-Ff (CYP1A2,
CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1 }; TN CYP3A4) A FHE L2 v»7-, F£7-. b M
JFRRA 2 FHN =3 BRIC BV T, 3~300u M D LA /3 Y LT CYP1A2 K& O CYP3A4 DB FRE X
ROLNRNoTz, IHIZ, LAY AFEABGER LIRS, TOEYBERREEL Y | EYHEA
TERZ I & 2 etk & &2 o b,

TLANY UL GREROEMEREICRIZTHE GEAT—42)

FEREERIZ BT, LAY R, ST g, AP FERNIXL To= g,
HNRIRF o BRABHEIR* 0 I8/ A, ¥ a RUEORT X ) —/LOERYEHREIZ RIT 2
ERRET LIRSS, LAY AT 2D ORI OB REIC R E RIS Ierofe, AL, v T8
NRAh, AFva KRR ) — I 7 VN v EOPFRIIC XY | 5RAFSRERE S K& OV R E Bk
BEREE (2] L CABIDMIMICER T 28203 H 5 ( IVI-T EMER) 21) |

TLANY UAGRAEFIOEMEEICRETEZE GEHR)

OI/ PAWIN N o S L > A
Wl R ;5 %) " e DEFR S D ST TR 1 B
Y =1 1 [8] 200mg . PR, b7 7IBEICEL L
GRS 1A 3 TADABRE
HANREE L 1[E 200mg I PER%. I~ Be U RKOMREY (10, 11-=R % v
HERFR 5 1 H3ME - ) @7 7REICER L
FENIF 1 [A] 200mg e PER#%. T 7BECERL
(RS 1A 3 TADABRE
TJrx=hrV 1 [A] 200mg . PERA®%. b7 7BEICELR L
HEFFI 5 1 H3E CADABE
TSR F 1 8] 100mg . BEFIZ D Cpax LT AUCo w073 0. 916 2 T 0. 900 fi%
300mg Hi[A] HA[A] BRI
H R F PEFIC X0 Coay LTV AUCy 5 28 0. 952 K TN 0. 964 3%
1 [A] 100mg .
1 [A] 400mg LB 3 FRERR AR
1 H3[H
ITF =T AN T O/ PERICE Y Coae JLOVAUC) 94 DY
s 1 [A] 200mg . 1.05 KON 1. 14 f
94 o L SR ¥ = y
N 1 H 3 BERRAA LatE JNEF Ry GERIZE Y Cux K TVAUC 24 28 1. 00
KOV 16 i

e A OATN 1 [A] 300mg . BEFIZ D Cpay LTV AUCo 03 1. 06 KT8 1. 08 fi%
Img Hi[A] 1 H 21 BERERR A
F¥a Ry 1 [A] 300mg . BEFIZ D Cpax LT AUCow0 0. 989 2 TR 0. 905 {3
10mg Hi[A] 1 H2/H BERERR A

—Jv Iz , N o2 0. ~ 0. B
=K ) —) 1 [A] 300mg W BERNZ XV Cpax BTN AUC) 7 0. 911 TR 0. 904 1

0. 70g/kg Ei[A] 1/ 2H
%) i/ L= F L Ruy img KO F =LA hT P4 —,10.035mg DEH 184 1 H 1EHKE

KFVLHNY D EE VTR S IFERERREZ FH L Tz, BB ICE I 2 ie#id e B E
DA A2 —T+— B8 H L,
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BRERINTLANY DOEMEEICRIFTEZE GEAT—4)

FRRIREBRIZBNT, N7 g, IAanR~wPry, SERNIXY, T by, HARUF U,
OB 0T B RA AFva RUKRRTH ) — RN T LAY ORYBIREIC LIE 28
ERRELICRER, SO OIFNIT LAY OB RIS L KT S R)o7, AL, v T €
NRAh, AFva KRR ) — I 7V EOPFRIIC XY | 5RAFSRERE S K& OV R E Bk
BEREE (2] L CABIDIMICER T 28203 H 5 ( IVI-T EER) 21) |

GERAZERATLANY D OENBEICRETEZE GEHER)

s g )T FUAY L ORI R E T
%g;;% 1?3@& At DERRE DI BIREIL, FEOFAIRE 2 ORER & HE1
%g;;ﬁfv 1§?g@ A DERRE O BIRRIL, FEOFAIRE 2 ORER & HE1
;;é;*y 1§?§@ A DFRF O BIREIX, FEOFAIRE @ OfE R &K
%;§;4V 1??&@ N DFRE O BIREIL, FEOFAIIRE @ OfE R &
za;;;y Q%NMg o PFA. Coax XL TOVAUCo ol&, 0.734 TR 0. 949 {5
ﬁ;;;;zg@ igyg@ BEHEER A OF. Coax ZLTOVAUCo s 1%, 0. 824 K TN0. 922 fi%
— ﬁgo%mg et PPREL BT ZREICEAR L
$Z§§A igggg . DFFA#. Cox L OVAUCo 12 1, 1. 02 BTN 0. 982 fi%
i;;%FV 1??%@ EHERE A DFFA#. Coax KL OVAUC 12 13, 0. 955 J TV 1. 00 fi%
i%;g;@ 1§§§g R PR, Cua LV AUCo 12 1, 1. 21 BTN 1. 01 {35

a) SMEE T FERBR O R
) B/ V= F o Ry img KO F =LA hFVH—/10.035mg DEH 154 1 B 1 [EHERS

AKRAZRUAE

(HRREZTHER

E. RIS AEE LT LAY 1 H 150mg 2 1 B 2 BN TRO®BE L, 0% 1B
T 1 HR&EE LT 300mg & CHEd 5, 728, A, ERICX D EEEET 525, 1 BiE AR 600mg &
Bxenz L, Wb 1 H 2ENZHT TRAK ST 5,

RRMERRTEE 121 S & E)

WEL. RACIIOEHAEES LT LAY 1 A 150mg 7 1 A 2 ENZA T TROBE L., Z0% 1 EBLL )
FTC1 HH&EE LT 300mg & Tt L7=1%. 300~450mg CTHERFT 2, 7238, Fllin, JERIC X 0 8 B3 2 235,
1 FEEHEIT 450mg 22202t L, Wb 1 H 2B TRAKET 5,

KU HNRY 0D TVTRS ) IEERRRZ I L TRV, BRGS0 d e E
DA A a2a—TF—L65H LT,
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2. RYMEERI/NT A—4
(1) fEFAE

2 — kA hETILW

Rt 7o PR BR T M OV RERERE 223 193 5] (H A : 70 f5il) | BofRyEBs s ehim 2 A3 % B3 267 45 (H
AN 226 B) | BEPRIFTEARR AR, O IR B 164 651 (HAN @ 154 1) R ORRAME D T i FE 3
224 5 (AN : 224 i) O RERET — X Z#NEL, —KEIEZET -3 /3= AV NET
JVEAGE L, NONMEM™ > 7 k7 = 7 & FWCTHRET L 72,

(2) RILEREE
Ka=14.6 (h™)

(3) HRREEH ™
HARNBEEER A 24 BT LAY A 70 150mg &7 LAY > 0D B8 150mg % Z2 B 1 Bi AR
A5 L7z oE IR E e (kel) 1%, 0.116h" (H 7 &) | 0.117h" (0D $8/kdH YV THE) KO
0.118h™" (0D €K7 L T#HE) Thotz,

4) Y75 RY
HARMMEFRAIZ, LAY 250, 100, 200, 250 H TR 300mg (£ 5.8 6 5]) Z iz HEk
ARG LB RNTORE 27 U7 5 A (CL/F) 1% 4.64~5.15L/h ThH -7,

(5) NHBEEY
HARNEERAIC, 7L H N0 250, 100, 200, 250 KR 300mg (F535-8 6 f5]) Z ARz BEERR
ARG U7=RE0 BT oA AFE (Vd/F) 13589 40L Th -7z,

6) Tt
AR L

3. BEH (REalL—3v) @i

(1) BT
B L

KLU HNRY 0D TVTRS )RR Z T L TR, BRRRBRAGE BT 20 e E
A DA LB a—T +—LBBH LT,
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(2) IRSA—A2LEHER
BHEM (REa L—3 3 2) TS L 0 HBA L7 3R B AEZE Bh LA °Y
fREEH R . AR RE R B RIS B AR O FRAE B OV PR P P AR R fe B L O JIR R T
BIFATLHNY EYERE AT 5B TR 2 L—3 3 > PK B2 F50E L7-, EWNTHEMmL
ToBERERA AN ARG & Lol (BB T MR, BFORE - AP SRR, SlE iR 4
ARER, SMETIME L7 R A kPG & LB (55 T AHRRBR. BHERERRE T R A PRI L 72 3RR)
5 aBR, [EN THEME L= iR B %A ii BE x5 & U7-3 Bk 1 38R, SMECFE L 72 REs 4
TR FRAE A R G L7 ikBR 3 BBR M ONEIN C3EE L 7= Bl PRI ME AR A PR B 5 Lk © 0 FRE %t
G b L7kl 1 SR K O'E N TN L 7o BMERTRIE 2 5t 5 & L 723l 1 BUBR 2 AT s Uz LT,
ZORER, WG BEOFGNLE L R DEFRICHEERIERL LT, ANToeg s ) 7T A
(CL/F) 1z, 7v7F=>27 U7 F A (CLer) NERENT,

4 u})um 55) . 56)
IRARERAL - R URHEE
In situ FREE AT T Ma z2 W2 BRORER IV . /NEBIZR T 27 LAY I I3AEE
DT X FEIER OG- RME S 4L, A E TS AR B3 D ATREME S RIS ST AN, R
Zxtg b LT iFREERBRICB W T, T LAY VIR OfaFEA S - 7z,

0D fE1% 505D OREFRIR A 5 DRI

T UHNY 20D BEIL D FENAREERITH S, LA NY 20D $E 150mg & /K72 L X IdKkSH Y TR L=
LA ETVANY U h TRV 150mg WAEBFIICFRZETH D Z LD D | T LAY > 0D BEAR FEE
T VAR AL A EREN SN SR e &2 b,

INAATRALSEYF 485
HaEASA AT _RAFEY T ¢ 83.9~97. 7%

AARNERERS N BT VTR % 50, 100, 200, 250 & OF 300mg HiEIFE AL Lz & &, &h#%
60 IRffH] £ T OB HHED X BFEIR PARZEA ARSI, £ E 41 83.9%. 95.0%. 91.8%. 95.6%
LN 9T. 7% CTh o1z, BERANCBT L7 LAY oRPHEERIIZEOHEICEEIN R -7
ZEMD, MHASAFTT A T EY T 4 TG BEOBINC L > TRELZZ TRV LARER S LT,

<SNEANT—F >

SME RS A B MC-T L N Y 0 ORSHPERRERIR) % 100mg HLERE AL Lz & & JRE O
EHIZZNZIVREAED 92% KON 0. 1% A AN EIL S Aviz, B &N OfE R, IR FIZHRIE S 7k
HEEDR 99%I1%, LR v ERESNIEZ E0D, RPHEMERBIEG A AT A T T o
BRI EBEILND,

K7 LAY 0D EE TVTRS ) IFHEIR - BRARREZ S L TR, IRERAR - BB A 12 B
THREEIEREREROA L F Ea—T =205 LT,

VII. @pihaelc B 5 H 107



5 7%

(1) Mm% — AR P EE
b hORMER L
<BE TR, Ty b, PASH L0
CTVLHRY vk R Ty b, PMIRAOKE Lz & &, RSO b2 &b,
TV HRY D WIEE ORI E-IMEI T &2 i35 2 & AR S T,

(2) mi%—RaREREME @MY

bt NOYER e L

<BE Ty h>W

IR Z > R kié”C7Vﬁﬂ)/%%ﬂﬁ5§@m%%®m%m@ MK, MR T v b L RS
Thoto, BHRRITRE A @R L, BRSO v, IR CIIRAT v A b - B+
D HU A %Ekﬂ wb%hf\&Elﬁﬁﬁuhfimmwmm%%ﬁﬁﬁ%%%#otoﬁ@%
DB T HHBIHEEDTRD LA, E ORI - 7=, FEVLFRRRAN OIS REIX# 5 24 R
bR ST,

(3) ZiF~DBITHE
<HEANT —H >
iﬂéwﬁﬁui@§%%(wm)’\fvﬁﬂjymwm€n2ﬁﬁft’&5(%myﬁ)Lk
e, LAY ATRFUCEAT L, LR OEFIRBIZIT 2 FHRE I, RMAMIEFR DK 76% THh
oto%%@Iﬂl%ﬁﬁg%lmm&yﬁ&ﬁmiék TVUHNY ORI A~D 1 BHT2 0 D
YIWg g &% 0. 31mg/kg/ H (REMARE T2 & RHARGEDK) 7%) LfEsnd, (TVI-6. (6) %
i DIEESR)

TLANY U Z1B2ERORELELEZDIBEICETLEREE/ T A—F"

AUC T ( M g'h/mL) Cmax (,LL g/mL) Tmax (h) T]/Z (h)
SN 32.50(24) 4.670(18) 2. 01 (1. 00-3. 00) 5.624=%0. 657
FLIT 24.64(27) 2.474(30) 4.63(3.08-6. 16) 8.117=%3. 087

AUC. : EFIRAEIZISIT D 0 HEfE] 2 E)&“’%‘—-Tﬁ 12 IRF[H] 3 C oD 1 B T BE — W] it AR T 1 A
*AUC: . Cp A%ﬁ¥i’]1ﬁ (CV%) . CHRE () | Ty FANPIEE SRR

(4) BER~DFBITH
<BE>SWIE T SR

(5) ZHDMB~DBITHE

MmERRFT °0

<HEANT—H >

S E N MEREREERE 6 112 100mg (107.9uCi) OF L HANY A HEEE L, #514% 60 Ffiich- -
M R OVILIE 2 BRI OSBRI L 7, RIMER (4217 6) R OMmSE i fe ik »F1r— 3
YH B ERWCTHE LT,

Z DRGSR, FRIMER/ M P BRI DO EIIEIL 0. 76 TH W | KR R OVEEEITHAFE L7222 & AVRIR &

nic,

KT VLAY 0D FE TVTRS | IR - BRARRERZ K L TRz FRERIR - B AR RABRGEIC BE
TLRBIIEHERELOA o Ea—T =065 LT,
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<BESHROAT (T b, ) 9O

F v REOWIUZ MC T U HNY B Z TR 10ng/ke, 24. bmg/kg %5 L7- & & bBEITES 1 BF
%I T L, B5 1 IR O K/ OB IR BT i PR E S RfRE CTh 72, 7 v MTE
V2 IR TP R RE T B 1T P R BEIR EE L 0 @ o Te, LIZB W T, Ty FOSH L ITRR Y
AR D R BRI FEE Vi FR R LI FIF[FIRREE C, BRI i b i WO B REIREE (L FRIRE 0fY 2 %) A3
H A RFRZICREO bz, 7y MZBWTIE, 85 24 RERZ IR0 O/ CHRETRRITR T S
T, B INTNC T VAN OFERG TR 5% 24 FERIDINICHEI S D Z L SR ST,

HILIZE T B S
BE (ug eq /g

HEL/igias  (WBA) Mt i3
AR 4h 10h 4h 10h
Bl 11.7 5.83 18.8 3. 74
Qi3 12.6 6. 48 18.2 3. 49
Jiv 3.49 1.41 4. 07 1.44
/NI 3.51 1.65 4.19 1.32
PI=kE 3.8 1. 41 4.52 1.69
HE 2. 47 0.86 2.45 1.24
FEE IR 21 10. 1 NA NA
TN 13.2 6.61 18.5 4,12
B ik 26. 4 16.9 36 11
NIEEES 1.61 0.82 0.91 2.01
JFFli 13 6.93 19.3 3.79
i 12.7 5.8 13.7 3.42
YR 13 6. 85 16.6 3.76
L 10. 6 4.15 10 2.99
e 13.9 7.24 16.2 3. 84
[N 11.7 5.15 14.7 3.38
TR 6.63 5.42 10. 1 3.01
LRI 10.9 5.16 13.2 3.23
i 6. 39 2.94 8.3 2.39
JIENiR 14.8 7.27 20 3.99
FEH 16.9 10. 1 NA NA
it Ji 13 6. 58 17.8 3.75
PR R 4.01 1.98 3.93 1.43

ik - =0 AP PR (E/E) /Ehind - 1/PERI/ R
FOERGR: - MR VRIRE/ B GIERE K/ #505E  sRER O
TUHNRY U ER (mg/kg) . (uCi/kg) : 24.5mg/kg, 82.5uCi/kg
TGTHPERERE : MC FEARGRE £ 3. 41 Ci/mg
WBA=2HA4A— T U4 7T 7 40— NA=#H7e L

(6) MITEAKEEE
<in vitro>%
MAEZ 0. 1~20pu g/mL DT LAY &ML, LAY o b, PR OT v MEEA~D
A E, BAASEEEZROCTHRF LR, 7L 80 if, 7> b, Ltk MIEEAICIEE
N EFEG Lisino Tz,

KTVUANY D EE TVTRS | ITFERRE « BB Z 3 L T 7=, BERRBRGERICEE T 550
ITERERL DA 2 2a—T 3 —L55H LT,
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6.

(1) RBERLL R R BHREE
<HEANT—H >
EMZBWTT LI ATIFEAER#EZZ T T, BICREOE EIRP~PRES LD,
TR D 90%LL EAFRA, 0. 1% A A FEFUIZEIL S A7z, SR A S 7 i RE O 99%
WREMETH Y, TERBY TH D N-A FLFERITL0.9%DHTH -7,

(2) RBIBESTDER CPIS0H) OHFH, HE5E
LR L

Q) MEEBNROEERVZDEE
EERR L

4) REMOEEOEERVEML., FHELE

EMZBWTT LI ATIFEAER#ZZ T T, BICREOE FIRP~HRtS LD,
<BE <wUA Ty b, P>
TUHNRN) EROABRG LI~ A, Ty B RO BN T, KEDBRZEAR & L TR IHER
IR, v T AKROT > hORPIZITADE (RPBEHEDZNEN 2 KT 3%) OREI TS
Ao N-2AF VR L RE &z, 2O N- A FIURIE, PVRFIZIIRE ST, YT LNy v
IXIEE A SR ST, IRPICHEERMONRHN 1 ((1%) Sz, ~T7 A, 7y NEROH
O MAEFIITEICRECR D B S, N2 F VRIS e o7z,
—J . A XTBW IS EOR 37% RFHEHEDR 45%) 73 N-2 F Uik E L CTRPICHERR S
Tro F12. SHEOIEMMEOHEE R DIRPITVE (WTNHG%) B Sz,

ALNE B

1. Heit

(1) HEHERAL R DR EE °
BRI

(2) HEtzR?
HARNEERAIC, 7L H N0 250, 100, 200, 250 TR 300mg (F535-8 6 f5]) Z ARz BEERR

A5 U7-HED CL/F 13X 4. 64~5. 15L/h Tdho7-. T OBED R FHEM 1T 83. 9~97. 7% Tdh - 7,

(3) B
KR L

MU HANY 0D EE TVTRS | FIEREIR - BERRERZ I L T\ a2, R BR G B D i#
TEREERGLOAL A a—T 3 —20B5|H LT,
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8. FIUARKR—E—IZHHT B1EH
< in vitro>
TUHNRY NF VAT ALT I VRN TV AR—Z—DRETH A,

9. ENFICLDBER
<HEANT—H>7
MAEBENT 251 TV D HEERE 12 BllC 7 LN > 50mg % HAERE O #e5- L2, 4 B o i@ dTic
L0 MHEF T VAR AREIIK 50% F TR Lz, ZORFOZENT 7 V7 7 A% 192ml/min T, 4
B O MENTIZ L > TRINED 58. 1% 0 BrE STz, THODOFERND, LAY TS
THCECTMEN BRESND Z L E2RENT, LR - T MEENT 2% 17 T\ 5 BEICE LT,
MEENT %52 T 5 Z EIZMREITIC L > TRESNEZT VIR VAT OILERH DL EEZ LN
%, (TVI-10. @EEE ) OESRR)
T U AN OB RSREREEF Tk D AR OV B &R QIR ENT % O AR W Tix, V-4,
FEROHEICEET HIER] OIHT.2 5,

10. REDEREHIHEE

(1) =g
AEREDS 67~T8 1% D H A NMEEE Sl s 6 Wl 7L A /NY o 100mg BRI OG- L-EE, T, 03 1.4
FERD, Tild 6. 32 BT o 72, AUCo LN Ty 1, EFEFEEEE (127 L AN > 100mg % HL[RIHRE
A#eH U720 & g L Th 32 R R OER 3 2 23 R S T,

AUCo-o (11 g

Cuax ( g/mL) Tuax (h) b/ml) Ty (h) CL/F (L/h)
fEEEE#E  3.24 (0.55) 1.4 (0.5) 26.6 (4.3) 6.32 (0.82) 3.82 (0.65)
fEEEIEFE IS 3.56 (0.67) 0.75 (0.27) 20.4 (1.3) 5.66 (0.59) 4.93 (0.35)

MR G, 45 6 Bl FME (FEUERZE)
MR 7 LAY AREORE : @ik o~ 777 4—

(2) FFHeErEE RS
In vitroRBR* J ONMC-F L AR 2 WIS R SRR TR &N - K 912,
g COT LI NY ORFHIIFEA ERBD LGNNI &0, JTFEREN T LAY D3y
BRI T T B RE T 3B 2 S5 L T, AP R

MU HANY 0D EE TVTRS | FIEREIR - BERRERZ I L T\ e =o, BRRBR G B 2 i
TEREERLOAL A a—T 53— 065 LT,
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(3) BHEEERE
1N fAEAT—42 7
HERE D B2 D IBRAE 26 B 2R IC, LAY o 50mg A BLEIRE O #EG L7, BHRSREDIR T IC
P T T DMER L, AUC, MM L7z, CL/F ROV 27 V7 Z A (Clr) 37 VT F =22 0T 7
VAN LTz,

LT F= Cunax Tona AUCy-co Tis CL/F CLr
7IVT TR (ug/mL) (h) (1 g+h/mL) (h) (mL/min) (mL/min)
>60mL/min 1. 86 1. 00 15.9 9.11 56. 5 44.9
(n=11) (0. 39) (0. 224) (4. 4) (2.83) (17. 6) (23.6)
>30 - <60mL/min 1.53 1.29 28.2 16.7 30. 6 15. 4
(n="7) (0. 29) (0. 393) (5.0) 4. 1) (7.3) 7.7)
>15 - <30mL/min 1.90 1.93 52. 3 95.0 16.7 9.23
(n="7) (0. 62) (1.48) (11.7) (6.7) (3.9) (3.37)
<15ml/min 1. 69 1.00 101 48.7 8. 30 4.30

(n=1)
P55 50mg (HEED) | SEEE (R
CLr : 27 U772 A

2) BAANT—4 (BEEEMEIEREN) Y

838 B DR (HAN AT4 il % &t « HEFEHERT 70 B, w B R BB 26 B, HEIRIS
PERFE AR AL 5 IR & A T 2 B 154 B K OSBRAERD R e B 224 ) Z x4 & U CRHMEH]
S BN HEMRAT 2 B LT fE R, — RN A G -3 3 — R A FETFANPER S, L5 &
LTCCL/FIZRLTZ VT F=o 20T 5 A (Cler) ROPRAEIARE. VA/F 12xf LT BMI, ¥ARK
B, MR R OFEERDFEE ST, TV AN v OIEYENREIC B 5.2 K1 & LTI CL/FIC
%95 Cler WEHETH D B L LN, BHEEREREICHBWT, Cler DIRTIZLY, LA
NY O CL/FIHMETT 5720, Cler fixa 25 L Lo BB OHEOHRHE NMLETH 5,

F7o. BHARANOFERIFGIEARME R (ZLE 2 IR EF 123V T, Cler 23 30mL/min LA | 60mL/min
KWL T L TCWDEBEFIZT VAN > 160mg 2 1 H 2 BIKERO#KSE (300mg/H) LizE D
TEFAREEIZE T D AUC, 5 (AUCy 1555) DET IV K DHEEMEIL, Cler A% 60mL/min LA LD #BH I
VAINY 2 300mg 2 1 H 2 BIRIEROES (600mg/H) L& ELEUTHo7, Cler 3
30mL/min LA E 60mL/min KEDOBE BT AT VLVHANY 07 VT 5 A%, Cler 23 60mL/min LA
FOBEOKPESTHoT,  (TV-4, FAELKOHARICEESTSEE] o V-6, (2) BHhER
ERE ) KO V-6, (8) milind | DHESM)

BAARRFEERHEAZEEEECE TLBRENRSELBZEDHR

_ _ AUCy 15, CL/F

IVTF= YT TR b5 & (g h/ml) (nl./min)
>60mL/min 1 [A] 300mg 86. 1 63.6
(n=31) 18 2@ (27.8) (18.5)
>30-<60mL/min 1 [A] 150mg 85. 7 31.1
(n=14) (1 H21A) (22.6) (8.11)

TEfE (B 22)

(4) BIWEE NEAT—4)
VI-9. B L ABRER] R

MUY 0D EE TVTRS | ITFERRAR « BRRER A £l L TRV, FEERIK - BRI B
TORBIERERMOA  F Ea—T =20 b5 LT,
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VIIT. 2t (FRLOIESF) ICEI HIEH

ERNBEZTNDER
RE STV

o g

1

=

N
L

SRR EEDER

2. B (ROBHFICIFEELEWVI L)
KA DR %E Vi BUE DBEERE D & % 3

<>
RANDHRRSY Tlo BT L H /Y ATk L CHRIBUEOBEEIED # 2 B Tk, AFIOR 51 L0 HOss
BUEERE 2T 5 BZNAH DO TR LR L.

3. MEXIIMRICEEST H IR LTNDER
(V-2. ZhEESUIZNRICHIE ST DER ) OHEZZRTDHZ &,

4. RERUVAEICEET IR L ZTDER
V-4, HEROHEICEETSEE] OHEZZRTLHZ L,

5. EELGEFRMIE L ZDER

8. EELERNIEER
(FhEESE)

8.1 AF|oHEEIZL VO F W, IR, EiHAERS b, BEEFERKICESEHALHL0T, K
F G- OBE L, BEEOEERSEEREZ MO B OBEICERESE RV EFETH 2 &,
[11.1.1 B8]

8.2 ARE|OBW G HIEIZ I AR, Bols, FR. TR, NEKOSITREEOBERER 23 & & o
NHZENHHDOT, FHEEHRIETHHEAITIE, e eb 1 EBLLENT TR ICHET 5 Z
Lo (1.1 3R]

8.3 AHNDOFE\Z L W IAEMINZ KT Z L0 HD T, IEMICES L, IEEOMEN S b b -Hae
X, BERE, EBFESEOBEYRLEEITY 28, RS, RO, H D5 WITEMBGICE
VMREHINARO SN Z E0nH 5720, EHRICREHNZE+5 2 &,

8.4 AAIOKEEIZL Y, 59, HREET, HH., BHEOIREENEL L AReED H D DT, L5
W2, REFEIZCOWTHZZIT)>%EEEL. EFEXRBOONHAITITET RAEEZITS Z
[15.2.2 &)

(HEEEER

8.5 AANC L 2 ik b BT ORI TR INFIE Tld e S HEBIETH D Z &0 h, EIFOJFIA
LT HEBODZM K ORI JFETITV., REIZEBIRE &G L &,

Y

3

o
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<fRRL >

8.1 AANTHMAFERIAEM T 2FAITH Y | FEWED TVCHIRE 25 S Z T wREMDR H 5, H
B OB IR 2 O B OBIEIC I F SERVW L S TR @“éz\ﬁﬁn‘%‘é EIMBERE LT,
FeFEES (VU D7) OIS EMRR, FEIRIFHRIH AR TS I D R 2 R & L
7 [N 5 TAH AR b OV 1 G- alBR i Téﬁ%&@@@@bi“@%ﬁﬁﬁiT%@&kDT%
V. WAL BICHEDOEINIAE S BEBOEMARD SN TEY . DL TEEXIPEHEET

HoT,
HIRADSERBEE. BERAERESEESICHESEREERRELE
ERNERERICE THEERERVFEEO TV DOHEIFIRR
7" & A %t BEERER W8 535k
. P FE DRI PE AR i i o - K
B R4S I Iz I
HRIB B W 5 R j[i % ﬁﬁ E i—f-'
T+ FUANY Fow | FUHNVURE | s 5 ;2; %j@
BEE [ 150mg/H | 300me/ A | 600mg/ B T | 300me/ B 600me/ H e Ik
REINIES 98 87 120 66 135 139 40 126 123
. S 11.5 34.2 5.5 | 6.7 | 20.1 40.0 | 29.4 23.6
FOREOEC g | a0 | wn | en | @ | e | ae | 60 | 9
i 9.2 21.8 25. 8 42.4 | 89 | 209 | 42.5 17.5 24. 4
B (9) (19) (31) (28) (12) (29) (17) (22) (30)

FEHR (%) GEERFIE)

FeFEE M (VU A7) ORI EENEE CERMHRGRIR,. MR RER, LR
TRIEITHE D 980R) 2ot Ge & LT RERER, W ONSHRMEARAE I A © BIm 25 R & L2 [E N ERARRRER 1
B OBIRLECEEMED FVOREIRIUITERO LB TH D,

hiRE RS AR (BRBGHRER. WEDPRER. SREBLECHESIER %
WRE LEERERFERICE T HERRVFHEDFE VDRI

FERR LR 7 7 & R xR L

I — LAY R [E N &3 55
FRAm I 107 112 103
FEENED F 13.1(14) 33.0(37) 48. 5 (50)
IR 5.6(6) 17.9(20) 22.3(23)

#H (%) GEHRHIEK)

REBBECHESIERRENRE LEERERHARICE T ERRVCZEESHEOE L ORFKR

77 e ARkt AR .
7T R TV R BERRSIRR

BafilE 248 250 106
FEWED F 18.1(45) 46. 4(116) 29.2(31)
fEE R 6.0(15) 29. 6(74) 26. 4(28)

FEH (%) (GEBHIED

KL HNY D EE VTR S IZERFRREZ I L T\ nWiz, BRRERAGEIC BT 2 BB E
DA LA a— T+ —AINHE LT,
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Fio, EEEIRES (VY BB TR OFRAIBEMRETE, FEIRF MR AR E I 5 KR A O
FRMEFTIRIELZ L O IR O BF x5 & LEEENSIHERBRICEHS VN T, 2hEi 44 (1.5%) . 34l
(0.99%) . 141 (0.3%) DM - 5V, FREBEHALTR 2 5 & U7z [EERILE S IARREBR I 0
T, 16 (0.9%) DEFEINRRDH TV B,

FERERE (VY I h TR OFREZIC, HEV, IR, EiEkS L 0E 5 BB HEEEFERO®
ENboT, £, THFV, IR, EMEES CXVBERIcEsTtRfELH DL, LB TH
RO BREICIL, BEHEOEEEERAZ L) B OBEICEEIERWE O FEETH 2 & FF
IZEIE T, BEZ IO LT 5 TFHKICE29ME) ICBET 2 EFHS L FEED OO
B L CHEBEMMEN LI TH D, EinE TITEEME D FWOSLEIREOERIZ X 0 B2 %2 £ 5 /6
WRDH DT, +HICEETHI &,

<BFE >R OFErETGE, IEIR K& OV BhE o B |2 19

FeFREIRS (VU AT ') OFENERERRA 24 Bl &2 x5z, VAN > (450mg/H, 1 H 3
MIFE ) A3FEH L OFEmEE M EE, MEAR X OV B OIEA I RT3 B A R Xy U7 Y
VREHITHHTNT T T A Bug/H, 1 H 3EERE) RIS UCEHME LT,

A B ClIE, R L O HEREEE, IEIR, Ty 7275777, 7 L —F ISR OB % Ik L
77

ZDORER, FREBERE K O ER~ M IETARFNOEE L, T T T T hEDENRED LN, TV
TTTANEWE LT VAN I LD ERAEERE S DK FIIER N OBETH D Z &N
RENT, FEEERE, BOTIEBIRS, BIEEI OB LT VT T T AL Dot 7
L —XOGHIEIARI E 778 R TIRERCTH Y, T INY UG X DREREIRD LR
o te, BEIRICET 2 /37 A=W TiE, U o OREIRFETREFIE D R S 37228, HEAR
ERFIIEIN L 72 o 7, AL B

8.2 AADOBMAaFEGPIICI Y NIk, Bl BUF. TR, RLZROSZITIES OBEBUERD & 5 D
NLZERHDHZ b, EZTILTLHHEITIE, A< &b 1ML ENT THR2 ITEET S
Tl FEMIE TV-4 BERKOCHEICEES SEE] OHT.1 2],

8.3 JemEILS (VU AT BN OFREEBRMRIEREEZRRE L7 7 e ARRERICB TS
REEMOFBR L, ENHERTILT 7 2REE 0% (0/98 fi) . LAY EH#E10.6% (29/273
) | SMERBRTIZ T T B AR 0. 7% (3/41661) . U I AU UEGHES 1% (47/924 f51)) & [H
WRERD 7 L TR EEBRICE T 2REINORBLRIL, SMNEREBRICHE S TEVMEA AR D i
77
B, HERAEFERES L L CHRE SN EEBEMN R ORERMC X 2% 50 61X EN, SHERER
EHITHE STV R,

Fio, B GEBICKE T 2 REEINOBTRITENRBR CIE 13.5% (17/126 1) | FMEFBERTIX
10. 3% (44/429 fl) TH o7z, (KREHIN X &5 FIXENRER T 1 6], SMNERBRT6FlTh

-7,

KL HNY D EE TVTRS ) KRR Z I L T\ enWiz, BB ICEE T 2 iR B E
HLDOA L EZa—T+—nba|HLTE,
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JeFEEIE (VU 7)) OENESERGRBRIC

R—AS5AUDLDHREDEILE (kg)

BIDHIR—=ATA VI OEREOENEELT
g, efTiER (ENEIFE Y 7 R stEEER) T LN v a&kbE LR, TR BRo
B 2 & O - B HBER (=R T A V) ™HOEREOE(LEL LT,

- BN RAKR S AR

2 s3] a6 o a0 ar[m]a5]as] 0]

s2 | 53] 57 ]61]6s

o [l alslelslelrlolaluls]ls]e

SATRBROB G N T VLI N) v

N 9|93 [93|— || —|9|—|88|—|s4|—|1|—|9|—|7T|—|T7|—|B|—|B|—-|B|1B|72]|77
M [1.21]1.24]|2.06] — [L79| — |2.02| — |2.12] — |2.30| — [2.31] — |2.86| — [2.91| — |2.81| — |3.35| — [3.47| — |3.17|3.44(3.63|3.43
TS 1.02) 1.28 | 1.71| — |1.88] — [1.87| — |2.11| — [2.30] — |2.52] — |2.60| — [2.59| — |2.64| — [2.68] — |2.88] — |2.77|2.88|3.24|3.41
FEAESE 0.11] 0,13 [0.18] — [0.20] — [0.20] — {0.22] — [0.25| — [0.28] — [0.29| — |0.29] — |0.30] — [0.31| — |0.33| — [0.32[0.34/0.38|0.40
HgE [1.00]1.00(1.90| — [1.70] — |2.00] — |2.00] — [2.15| — [2.10] — [3.00] — |2.90] — |2.80] — [3.00] — |2.90] — [2.903.00|3.25|2. 50
B/ME |-0.8]-1.4|-1.5] — [-2.4| — |-L.7| — |-2.2| — |-1.9| — |-2.2| — |-L.8| — |-1.8] — |-L.9] — |-2.0| — [-2.2| — |-1.8|-2.0[-2.0|-3.8
BKfE |4.4| 45|61 — |62 — |66 —|65] — |83 — |85 — (96| —|9.7] —|9.6] — |11.1| — |11.6] — |11.4|11.1[12.9|11.4
FATRROB G137 7 2R

N — |31 |220|29|—|26|—|26|—|26|—[2%6|—|25|—|25]—|25|—|24|—-]24]—]|23

SEE | — 0.95|1.31(1.60] — [1.80| — [2.46] — |2.40| — [1.98] — |2.41| — |2.50| — [2.08] — |2.72| — |2.44| — |2.41

YR — [1.20|1.39|1.70] — |1.88| — |1.83| — |1.86] — |2.02| — [1.94| — |1.86| — |1.48] — [1.80| — [L8&2| — |1.97

YRS — 0.22]0.26/0.32] — [0.37) — |0.36] — |0.36] — |0.40| — [0.39] — |0.37| — [0.30] — [0.37| — [0.37| — |0.41

o | — | 1.10]1.30|1.30] — [1.80| — [2.45| — |2.40| — |2.25] — [2.90| — [2.20| — |2.00] — |2.65] — [2.20] — [2.20

BME | — [-L8|-LT7|-L5 — |-L4| — |[-L0| — |-L3| — |-2.0] — |-L2| — |-0.7| — |-0.8| — [-0.4] — |[-L0] — |-L1

SSoN(E 3.0|50[70] — |68 —|7.2| —|62| —|6.7] —|60| —|7.0| —|45| —|61| —|7.0] — |80

AT SEATREBR O F 511 )

¥, FEFERMS (VY A7) OFREZEHMRIERE ZXIG L L7 7R3 EBRO
LHNRY UERERHZBW T, 7% EDKRERMNAERD HNTIER D 5 HLItEOAEFS ORI
FREDIE ), IR, BHEEE, SFMEEREL2ET) D50 bt X, EWNRER T 31 fld
10 5], ARERRER T 68 il 17 5] Tdh - 7=,

PLEX O ARFOFGIC X O IREREMEZ KT 2 E0nH DD T, RFIOBEHIZHB O TR IZEE L,
A OUER B B b Giid, BRERE, EIEEEOMY R LELEITH Z L, FFlo, &5ED
BN, &2 WX EHEGICHEVREINEO bND 2 ERNH 5720, ERRICARERZ I
5k,

8.4 AFlOFEIZL Y, 580, PR, FH, BRFEOREENLECLWEMENRH L2 b, A

HEBRE LT,

GABA 77 X/ JinfB e A (L E K THUL I D S b Y OIS K W B RO REN H -T2 Z &
BT, W FEAARER (HPB : Canadian Health Protection Branch) (ZE N/ KV o [EIFE
FENFEIC OV T HHRIPREED B EZE=F V7T 5 X 2BERRINTRBY, 7L HANY UiT
GABA 7 X/ B BERIAEFE T2 Wb 0D, SRE~DEELZHFIT 572012, JeREHEN (VY
7171 7)) OEWNT T xR & VR IR G508 T, REmRA GEEE) R OIRERA %
Fehits L7z,

KL HNY 0D EE TVTRS ) IZERFREZ I L Tz, BB IC B9 2 i e B E
LD LA a—T 4+ —ANHE LT,

VIII.

Zatt A EoRES) 3 5EH 117



HIRALE RS

T2 R BRI B N T, REABEREMDORWIRICET2HERFLD 2 bEZ RO LN FRIT
TR, BHEHEOHRNMET CTh o7,

T, ERRBRTIEIT 78R 1.0% (1/98 1) KO LAY EHRE3.3% (9/273 #) 12,
SAERER CTIX T 7 B ARRE 2.8% (11/398 f5i) KON LAY FEHRE5.8% (49/852 i) 1258 5
iz, BEE, ERRBRO T LAY CEERE2.9% (8/273 ) RUNEREBRD LA ANY %L
B2.0% (17/852 ) IZRBOH BN, WIS T TR TILRO o Tz,

F7-. SNEESEGRBRICE T S BEHEOFHRIT 5.4% (23/429 #]) TH V. SET T & R
BRORT VAN R ERETORIE 5. 8% (49/852 #) L RIRE TH -7,

HERAEEREGEES IS ER

BRI IE R AR E I D KR 2 AT 2 BE NG L L7 7 BRI BV, KRR
ZRORVIRICET2HEFELD O BEBOLNEFHRIIFR., B, HHETFThH-o7-,
FAUE, ENRBR T 7 7 B AREE2.2% (3/135 ) ROV LAY UFREHE 1. 1% (2/179 61) (2.
SEFRBRTIZ T 7 B AREE 1.0% (8/830 #l) KROTF LAY &R GHE 3.2% (53/1637 f5i]) 1238 5
iz, BEE, BRRBRO T LAY CEERE0.6% (1/179 ) RUONEREBRDO LAY %G
#0.9% (14/1637 ) IZRRD BV, WTNLL 7 T BREETITRD b ed o7,

T2, AEEMRGRABRICBIT 2 BEEORHEKIL 2.2% (16/738 #l) THY ., #ET T R HRA
BROTVUHNRY UEERETORIIFR 3. 2% (53/1637 #) & FRETH -7,

EiiEEERER. WETEEBERUSEMBELIEICHES ER

FREPBGRIERR 2 kG & Lo 7 7 AT G (EFRIL R 26 MAHRRER & AME 7 & At GRS o f
B) 2BV, IREZFICHEINZAEELZD Y LW OFGRETHRILEN 5.0%LL EIZHR
SN FRITER CRMREREERR: 7T REE 1. 1%, LAY U#E6.6%) DA TH T,
FROEEHE T, 77RO 1TV HTANY D 2 B (FEE) 2BE, WIFNLEBETH
ST, BRIV EEEZPIEUI-HBRE D D WVITEE L HE SHEHRE 1IEBO s hro Tz,
FEHR5RBICBOCERBEOHECIREFEICOHINT-AEESORIEIL, ENRBRTIX 15.5%
(16/103 f5il) Toh o7z, HELENED > T AFFLRIL. ENHBR CIIHE KT 6.8% (7/103 f1) |
F OH2.9% (3/103 f5)) TH o7, EWNRER CHRIMMERAPRIEN RO bz 1 BITEE & HE S
T, NFEAEDRERIIRECThH o7, RICHETHIHEEFRICL V&L 2T IELHBRED DV
VXHRE & HIE S TR IR D b o T,

7083, HARPERRRBE EMEE 2 xR & LR RBR Tk, ERNEMR GRSV THEM L =1
A (RHEEIE) 1B WT, R—=RA T4 b OEALNRD LN HBREF IIFRD b o7,

R HREICES KR

FHERRIE ICE DR A AT 2BE LG L L7 T v R BERBRIc BT, REBZREZR bR
RICETE2HEEERD ) L RO ONZFRIIEMR, Bz, WHETTH-T-,

FT, ENHBRCIE T 7 B REE 1. 2% (3/248 f5l) R ONT VAT NY 4% 58 5.2% (13/250 f51]) 12,
SERBRCTIE T 7 B REE L 0% (7/689 f) KON LAY U H5RET. 3% (152/2069 B) (2580 5
N7z,

KT VIAANY 0D EE TVTRS | BRI Z M L TR0 T2, BRARTRBRARTIC B 2 Rl 35e % =
DA 22— +—L0BEH LT,

VIII. 24 (FHEoEEE) (T 5EA 118



FRESRARERUHERFERHEMEES CHESIEREFERNRE LTS ERARBHRICE TS
HRERZEHLGVRICET ZEEZTROREER

EHN NS

KI5 1% A e LAY (ng/ B e e FL AN v (mg/HE
o P 77 150 300 <esgoo B &t 77ER 150 300 (6gOO ) At
2 AR A 545 98 87 89 97 273 398 302 312 154 852
TR 1 (1.0) 2 (2.3) 4 (4.5 3 (3.1 9 (3.3) [11 (2.8) 16 (5.3) 17 (5.4) 15 (9.7) 49 (5.8)
AR, 0 0 2 (2.2) 6 (6.2) 8 (2.9 0 5 (1.7) 6 (1.9) 6 (3.9) 17 (2.0)
BB 0 0 0 0 0 0 0 0 0 0
TR 0 0 0 2 (2.1) 2 (0.7) 0 2 (0.7) 0 4 (2.6) 6 (0.7)
AT 3 (3.1 446 1 (1.1 2(@21) 7(26) 0 1 (0.3 2 (0.6 3 (.9 6.7
EojEeai) 0 0 0 0 0 0 0 0 0 0
HARE 0 0 0 0 0 0 1 (0.3) 0 0 1 (0.1)
L 0 0 0 0 0 1 (0.3) 0 0 0 0
iR 0 0 1 (1.1) 0 1 (0.4) 0 1 (0.3) 0 0 1(0.1)
B DAL 0 0 0 0 0 0 0 0 0 0
£ 0 0 0 0 0 0 0 0 1(0.6) 1 (0.1)
— it A 0 0 0 0 0 0 0 0 0 0
J 2 B 0 0 0 0 0 0 0 0 0 0
Byt S 0 0 0 0 0 0 0 0 0 0
Bl 0 0 0 0 0 0 0 0 0 0
B2 0 0 0 0 0 0 0 0 0 0
— IR KT 0 0 0 0 0 0 0 1 (0.3) 0 1 (0.1)
[l Ci=] 0 0 0 0 0 1(0.3) 1 (0.3) 0 2 (1.3) 3 (0.4)
FE 0 0 0 0 0 0 0 0 0 0
m4 s 0 0 0 0 0 0 0 0 0 0
k> VIR 0 0 0 0 0 0 0 0 0 0

” EN ZANES)
PRI ME AR Ao ek e 75 — - —
- Bl 2 s e LAY v (mg/ HEE) N ZFLHNRY v (ng/H
o S 77 300 0 Lt 77N —5 300 <6ogo/ : T
AR R4 135 134 45 179 830 212 474 603 1637
F 3 (2.2) 1 (0.7 1 (2.2 2 (1.1) 8 (1.0) 3 (1.4) 15 (3.2) 32 (5.3) 53 (3.2)
R 0 0 1 (2.2) 1 (0.6) 0 2 (0.9) 6 (1.3) 5 (0.8) 14 (0.9)
BEE) 0 0 0 0 0 0 0 0 0
TR p s 0 0 0 0 3 (0.4) 0 3 (0.6) 2 (0.3) 5 (0.3)
AT 0 6 (4.5) 1 (2.2) 7 (3.9) 1 (0.1) 0 100.2) 4 0.7 6 (0.4)
EojEeai) 0 0 0 0 0 0 0 0 0
JARAE 0 1 (0.7 0 1 (0.6) 0 0 0 0 0
5 5 0 0 0 0 0 1 (0.5) 0 0 1 (0.1)
R 0 0 0 0 0 0 0 0 0
TR DL, 0 0 0 0 0 0 1 (0.2) 0 1 (0.1)
KH 0 0 0 0 0 0 0 0 0
— it B 0 0 0 0 0 0 0 0 0
L ER! 0 0 0 0 0 0 0 0 1 (0.1)
B el i) 0 0 0 0 0 0 0 0 0
Bl 0 0 0 0 0 0 0 0 0
B2 0 0 0 0 0 0 0 0 0
— IR KT 0 0 0 0 0 0 0 0 0
FAF K 0 1 (0.7) 0 1 (0.6) 4 (0.5) 3 (1.4) 1 (0.2 3 (0.5 7 (0.4)
FE 0 0 0 0 0 0 0 0 0
EEgE D=1 0 0 0 0 0 0 0 0 0
b VR B 0 0 0 0 0 0 0 0 0

a) 150, 300, 600mg/HLUSNDORE (fF : 75mg/H) &&de

XU HNY 0D EE TVTRS ) IXEGR

DA LB 2a—T +—L55H LT,

ARz Fhi L Tz BRIREER GBI 2 ii U e =
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HRBGRER. MEPRER, SREBLERRBENRE LEBRRKRARICE TS
HREREBDOGLVRICET SAEEROFEERE

FHEEEER FREEGHRIETR, WA BIEE, 2%
(E B[R 5 AR R & A1 E 7T 2 R IR ER) MeAE E (ENE R 535R)
7T RR LAY v 689
(N=174) (N=182)

R P 6 (3.4) 20 (11.0) 16 (15.5)
GEE) 0 1 (0.5) 0
AR AR 2% 0 0 0
FENE S 0 1 (0.5) 2 (1.9)
T LV —PERER S 0 1 (0.5) 1 (1.0)
EoE) 1 (0.6) 3 (1.6) 0
ARG 1 (0.6) 0 0
A HH 1. 0 0 0
AR ER V7 i 0 0 0
AR 1 (0.6) 0 0
AR 5 1. 0 1 (0.5) 0
&M 1 (0.6) 1 (0.5) 0
B 2 (1.1) 12 (6.6) 3 (2.9)
Lol 0 1 (0.5) 0
APk 0 0 2 (1.9)
i Ry e 0 0 1 (1.0)
£ % 0 0 1 (1.0)
IR EAE 0 0 1 (1.0)
R AR AR R E 0 0 1 (1.0)
SRAEH i 0 0 1 (1.0)
KT 0 0 7 (6.8)
i TR 0 0 1 (1.0)

Bl% (%)

T LAY 0D EE TVTRS ) IEHRARBRE FM LTz, BRRHBRAGEC BT 2 EHl T s eE
WRhOA B Ea—T 5 —Lnb5 AL,

VIII. Z4att (EH EorES) T+ 55EA 120



BRHEBREICHESIEREEENRE LETSRMBHRICE TS
RICEHET SRRBREMODLGEVEEZTROREER

MedDRA #5'E Bl K 5348

HAE =P SHE
\ ISR b 7757 2 S FLHNRY v (mg/HEE)

BB TIERNT g T TR 300 150 600 &k

2N X 51 248 250 689 132 686 687 564 2069

R B 11(4.4) {30(12.0) [ 27(3.9) [19(14.4) |70(10.5) | 86(12.5) |85(15.2) [263(12.7)
= 3 (1.2) (13 (5.2)[7 (1.0) [11 (8.3)]|40 (5.8)| 44 (6.4) |57 (10.1)|152 (7.3)
AR #iz. i 0 5 (2.0) 3 (0.4) |2 (1.5) |10 (1.5)| 8 (1.2) |5 (0.9) |25 (1.2)
vl 0 0 4 (0.6) |2 (1.5) |5 (0.7) | 6 (0.9 |8 (1.4) |21 (1.0)
1A 0 0 0 0 8 (1.2) | 6 (0.9) |6 (1.1) |20 (1.0)
AR )% 0 0 2 (0.3) 0 4 (0.6) | 3 (0.4) |1 (0.2) |8 (0.4)
BRKT 2 (0.8) |3 (1.2) |2 (0.3) 0 1 (.1)| 3 (.4 |3 (0.5) |7 (0.3)
] 0 0 2 (0.3) |1 (0.8) |2 (0.3) | 2 (0.3) |1 (.2 |6 (0.3)
AR A9 57 1 0.4 |1 (0.4 0 2 (1.5) 0 1.1 |2 0.4 |5 (0.2
M 0 0 1 (0.1) |1 (0.8) |3 (0.4)| 1 (0.1) 0 5 (0.2)
IS i ek 0 0 0 1 (0.8) |2 (0.3) 0 1 (0.2) | 4 (0.2)
AR 1 (0.4) 0 2 (0.3) |1 (0.8) |2 (0.3) | 1 (0.1) 0 4 (0.2)
AR e 1. 0 0 0 1 (0.8) 0 2 (0.3) 0 3 (0.1)
MR R 0 0 2 (0. 3) 0 11101 [10.2 3.1
VRN 0 0 0 1 (0.8) 0 2 (0.3) 0 3 (0.1)
AR g e 0 0 0 0 0 0 2 (0.4 |2 (0.1)
AR ER 2 i 0 0 1 (0.1) 0 0 1(.1) | 1.2 |2 (.1
iR 5 FEhE 0 0 2 (0.3) 0 2 (0.3) 0 0 2 (0.1)
eAIE 0 0 0 1 (0.8) 0 1 (0.1) 0 2 (0.1)
g 0 0 1 (0.1) 0 1 (.0 1.1 0 2 (0.1)
GEE) 0 0 0 0 0 0 2 (0.4) |2 (0.1
H 0 0 0 0 0 1 (.1 |1 (.2 |2 (0.1)
AR o> B4 0 0 0 0 0 0 2 (0.4) [ 2 (0.1)
T UL R — P R 0 1 (0.4) 0 0 0 1 (0.1) 0 1 (0.05)
AR A 2% 0 0 0 0 1(0.1) 0 0 1 (0.05)
AR g 0 0 0 0 0 1 (0.1) 0 1 (0.05)
AR A 28 0 0 0 0 1 (0.1) 0 0 1 (0.05)
7 EE B 0 0 0 0 0 1 (0.1) 0 1 (0.05)
SR 0 0 0 0 0 1 (0.1) 0 1 (0.05)
HE IR 1 0 0 0 0 0 0 1 (0.2) | 1 (0.05)
Sl 0 0 0 0 0 1 (0.1) 0 1 (0.05)
FHE 0 0 0 0 0 1 (0.1) 0 1 (0.05)
R LNERUL Y] 0 0 0 0 1 (0. 1) 0 0 1 (0.05)
BsULH 0 0 0 0 0 0 1 (0.2) | 1 (0.05)
Bl 0 0 0 0 1 (0.1) 0 0 1 (0.05)
B it 0 0 0 0 0 1 (0. 1) 0 1 (0.05)
E 0 0 0 0 0 1 (0.1) 0 1 (0.05)
R 0 2 (0.8) 0 0 0 0 0 0
AR A 1 (0.4) 0 0 0 0 0 0 0
AR i i 0 0 1 (0.1) 0 0 0 0 0
NG 0 2 (0.8) 0 0 0 0 0 0
A FH 1. 0 1 (0.4) 0 0 0 0 0 0
1 PRI NBE 0 1 (0.4) 0 0 0 0 0 0
AR DR 0 1 (0.4) 0 0 0 0 0 0
R o> S 2 (0.8) 0 0 0 0 0 0 0
NG . 1 (0.4) |2 (0.8) 0 0 0 0 0 0

% (%)

VLEE D ARG E 0 B SR TR H 6D Z L3 DT, AAIZLTT T HBROZERZE
DT IRFEFIZOWTHZE21T O FHER L. RE2E00 SNIEEIITEY B Z1TH 2 &,

8.5 NSAIDs i DO FEIFE AN & [FARIC, — MM 72 cHEFREICET 2 EE FHEATLE LT,
T2 REORRE R CARINEIR E RGeSk Y IEEFEEA TR L,

LAY 0D EE TVTRS) IIEKRRBRAZ LML TRV, BRRRBREGEE IR 5 it e E K
DA A 2—T F—bN55H LT,
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6. BENEREHIHBEICEHT IR
(1) &HHE - BIEEZFOHLEE

9.1 ABHE - BMEERZEOHLEE

9.1.1 EEDS LA ENEE
DIMEFEELZFTHEEICBNT, I oML RERHEDLNDLZ ENH D, [11.1.28H]

9.1.2 MEZEOBRENHSESE
[11. 1. 5% 0]

9.1.3 EMKREFEDOERDOHIEEXIIBREEOHLEE. BHEEOHIEE
REOIKBER 2D A B L, MEICRET 2L, [16.1.283H]

<SR >

9.1.1 JexEHES (VY H 7 ') ONEOTREOHREICBNT, LlEREIHEE AT 25 &k
BE~DT VLAY LGN ) s ML AREORBENRE SN TS, T2, ENARERGRER
WZBWT 1, WS TFERBRIC BV T L B 5 S O R EOREFIRHRE S TS, T LA
U v & ORI EBMRIIIAME TIIR2 0N, BED D > MELAREBE~OFRGRBRN DN L B1E
BT L,

9.1.2 JeREIRS (VU Bh7EN) OMRREEEMNR OMISE AR £ T OE PR R & O
LRSS MAHTAS CGEBERE®RIER) ICBW CIERHEORENERILEES i TnRnas, AEO R
BIZBWT, T LAY T K D HENEE AT RN 3\ T IR S OB BUE 2358 0 iz
EOWEND D, FFRAERE LT, #EHm, B G5, ABROMWE) K OSHEE (EEE & ONHEE)
DIERZR END D, £7-. PRIEEDIKT L7-BEICBW T, BALEBENLE L Shi-AMIC)
D5 MEFE S HE ST 5,

Pl b X0 i EREOBEED S 25 BE AR 2 H 5T 2B ICIXEEICER T2 L,

(2) BHREEESRSE

9.2 BHEEEERSE
IJVTF=r I VT T AMEESRE L LTABIORGELOREMBEEZRAS T2 &, AFIEE
& UTREEDRPIZHEE S N D 72D MEHRERE < 2V BWERARRI LTk dBE
s, [7.2, 9.8.1, 16.6.2%MH]

< i >

JeREIS (VU A7) OBSRERERE 25t & U ANEEREERBRIC BV T, BiED
IR TIZEED T1/2 DIER K TN AUCO-co DI MM ZRD b=, £72. CL/F K&~ V7 Z A (CLr)
T2 VT F= 7 VT TR CHAIT D RO ENT, LizRn-o T, BHEEREDH 5 BFITAK
HaERGTLHH5EIE, 7V7F=0 27 V7 70 AMEESE L U CARRIOER 58K OG- 2 i
L%, HEICERG T2 L, BREREDOHZEBEF~OMELOCHEOFEMIX, V-4, HIEKOH
FICEET DR OHT.2 3],

KTV HNY 0D EE VTR S IFERERERZ FH L Tz, BRRERAGEICE I 2 iE#id e E
DA A a2a—TF—L65H LT,

VIII. 24 (FHEoEEE) (T 5EA 122



(3) MreElEERSE
RIE STV

(4) E£IEREXET HHE
RESH TV

(5) BE4R

9.5 11
bhm SUTIEAR LT 2 TREMED & 2 2ethIC i, aiR Lo A iRMEps otz LA D & S o 56
WCOHBEES D2 L, BmERT, KRILRT (IKKAE, IREMEFEOREER EF, BRAR, Bt
BEIETE) | HAER~ORE (FEET, EAFEROKT, BREEEELOSOR T, EEELE, A5
CXIT RS RREISh TN P,

< it >

TR O IF N KT D ARFN DL VIS LTV R\ 2D IR U TIENR LT 5 ATREMED & 5 i A
X, BRI EOFRMENGRIEE BB D LR S GRICORKEETE L,

2B, IR BRIEIE AR DB QN AT M O AR 1% O 38283 QNS REEM) OFEREIC B9~ 2 388k © ik
HIZUTomy Th b,

(25 - JRIERAEICET 238 (U A, Ty b, vH¥) ]

U RZT VA NY v 500~2, 500mg/kg DR TINR 6 H~15 Hicf&G- Lzt Z A, BEM, Itk
IR A~OEEITIFRD bien - Tz,

Z v MZT VLAY % 500~2, 500mg/kg D FHETHNR 6 H~17 HIZ&KEG L7z & 2 A, BEW~DE
R OMRBROFEEIEDNTHOHETH Ao, BT 1, 250mg/kg LL LT, RIEAEOREAD
M 2, 500mg/kg TR Lz,

THFXI T LAY & 250~1, 250mg/kg DR ETIENRE 6 H~20 HIZ#& G- LizE 2 A, REW~DF
EBRNTHUOHETHA LI, £z, Wi, FBREE &K O E & ORI NS B L2 1, 250mg/kg
TRO NN, HHICET A EAFIMEITRRD Do T-,

(2% HAEMKOHAERORAEW IR OBEEICET 5375 (v ) ]

R~ M T LN % 50~2, 500mg/kg D FHE TR 6 H~MHE 20 HETHRE LizL 2 A, &)
KR, AREBEK TR OROEFER EOTFH SN —BRERSNTHUOHEOREM TL AL,
250mg/kg LA E TR IR KOS AR oA, HARKE, FEEERKISMET L, 1, 250mg/kg Tl
FEBEIRIE, AEHREIT 6T DR BN B H LT, 2, 500mg/kg TIEAMRICE & 72203 T2 W CRRFPERIE D %
MR ERH L, A% 3 HEABOAFRITR D b ol

KTVUANY D EE TVTRS | IEFERRK « R Z T L T 7z, BERRBR IR 3 5504
ITERERLDOA L Z Ea— T+ — M5B H LT,

VIII. 24 (FHEoEEE) (T 5EA 123



(25 e RVERH, AR R O AR ORI EOEIRICET 2818058 (v ) ]

TUR—D T4 TUR, INT— AT x—T COITHPNERT S HEICNE SN ERT —
B R—=ANZHS L T VA RY IR LT 2, 700 BILL E O Z2 x5 & U7 BIEEAFSTIC BV T, SERME
A, HAEROAFE RS, HAEROMBRERE OKIER U A7 BINTRE SR T, RS 1
HICOMEREN /e A Z T F U L RTBNT, Z LAY HEAIFBRIERTERE & §LC A ASRIERTRE O
AIRHRL (aPR) BL O 95%EEEXM (C1) 1%, 1.14 (0.96-1.35) Th-o7-, F7-. ., KHAKE
R, R, FEARFERER., 77 —2a 7IRE, NEEITAEICENE T BATT LAY T
WkiE S AU/ NREFNCRB W T, IEERMZEMES (ADHD) | BEUERA Y F T AREE (ASD) | HIHJkE
EOY Ry FRITTRB SRR 5T,

StENEE
(6) 2ELI%
9.6 Z3LIZ
AFFE G IR LA BT S D 2 L, KA ML ~OBITHRD SN TWDE? | [16.6.4
2]
<fiRgn >

WSk DERIREER 2 1B W T, LAY U FRIEATICBITT A Z ERRES N TS, ( [VI-5.
(3) it~ &MR)

(1 INREF

9.7 INRE
INREZ G e LT A E R OV e 2 s & U2 BR R ITSEHE L C\ewny, S 7~ R Tl
AREOBEZ N E <, KRR (600mg/H) & RSOBRFZEICRO T, PRARIER (H%E
BTHEL O E L D) RORE~OFE (@O REEImE) AfESh b, £, K
KEGPR B D245 % 8 % D WREE CHE MBS SOG OIK T 23, 0515 OB CRGIR LI OIER 23
HENTNDD

<fiign >
ENEEERBRICBWTRHAGER, HAaR, R, $hIEUI/NRISkH 2 BRI/ <. et
IIHENT SIUTUWL R,

B, TN ONRAOEGEEBRE LA T v MW EERR A i LT b,

ZORER, T v N TIHEARIED SN & < | KERKH & (600mg/ H) & R ORZERIZBWT,
R (B RSEBTEL O E LY ) RORE~ORE (@O REEINIMEG) 235380 6
Too o, MKERHAED 2 (528 2 218 CIT MBS OSOIKT Y, £ 5 5 OIEEE CRIGIR L]
DIEENZTNENHRESINTND O,

KLU HNY 0D EE TVTRS | IZERRBRAZ EE L TR =D, BRRRBRAGE BT 5 TR E
DA LA 2—T 4 —ANBBH LT,

VIII. 24 (FHEoEEE) (T 5EA 124



(2% ShFEEE AW 37 v ) ]

7T HEOMEZ » M7 LA R 250,100, 250, 500mg/keg % 7 38 B SRR O #e 5 L 72588 Tl 50mg/kg
PLECHlE LY, BIRESOTUHE R OIRER NG A8 S hi-,

7T HEOHEEZ v M F L H R 2 50, 100, 250, 500mg/kg & 7 W MSER O 5 LB 0 ER Tl
KD 250mg/kg LA b CHER MBS DIK TR A BT,

WAHET > b OATEIE AR TIL, KMED 500mg/kg IZHWWV T, FEE MAE R, K EZRE LK ER
TERERS T DEIG OWAD . BIRFIRREOIEINN bz,

F 7. MED 250 KT 500meg/kg TRIFBRIEHINER U, ZHRRMET Lz, MRmEE, 18R, B
H - SERRICAB bIZ A LN o T,

(8) EtnE

9.8 BEnE
9.8 1 7 Vv7F=v7 07 7 MEEBB IR E, REBRBEZHEGTL2L, HEIIREGTDZ

Ly BHEREDMET L TCWA Z EMNEY, [7.2, 9.2, 16.6. 25 ]
9.8.2 hF v, HIR, EHAZICK VB LENSE2EZ LRSS, [11. 1. 12K]

<fiRgn >

9.8.1 AANTFEMED T\, BIREZS|IEEZ T AREMENH 0 . ElE TIX IS OIERIZ L #inf4%
RO AIREMED B D, E1o. AANTEITBIEEZ N L CHRtE S, Sl E T — RIS B RE MR T L T
WD ZERZNZ LD, @lEIc L OIEERICERG T2 (IVI-10. (1) &lE) | 28) .

<BE S EE BT DRy EEE oY
H A Nt s lin g 6 B AK] 100mg 2 HA[AIRR O B U7 e, To 0 1.4 BEREL Ty 13 6. 32 FEI TH -
726 AUCo oS OV T, o 1, BREEEFEE I EIZ 7 L AN > 100mg & HiEIFR O#5 U7z & i L Th s

%k&@k%?é@ﬁ#%ﬁéﬂto

o (pg/mL) Tuax_(h) AUCy - (u g-h/mL) Ty (h) CL/F (L/h)
o 3.24 (0.55) 1.4 (0.5) 26.6 (4.3) 6.32 (0.82) 3.82 (0.65)
LR IE i 3.56 (0.67) 0.75 (0.27) 20.4 (1.3) 5.66 (0.59) 4.93 (0.35)

MRRER G, 45 6 B, FE (EERE)

9. 8 2 HIRBIZEBWT, bFEW, HIR, EiEAZEICLVEE LENEL2EZ LEFNnSH720, +
TTIEET D &,

K7L ANY L 0DEE TVTRS | IR « BRRERZ 940 L T BRARGBR AR IZ B9 2 Rellk
TEBEEMDA I Ea—T =2 nbaI LT,
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1. fE¥%ERA

(1) HHEEZELEZTOEH
REINTWVARN

(2) HRFE L ZDER

10.2 AR (BFRICEET S &)

AN AR - BB TR B - fEBRIN
PR A ) A1 RPN, FIER A DI & OREN D D, B A
FeAA FRESEA
F¥va Ry RO RERT K O BIAR RERT 7 125 U CAH | FRINAY 22 fE IS
SR PN MR 2Bz d %, £
T a—b (i)
IV 2 5] &R 2 284 | i AEVEIE L OBEMEI R STV LA Z IR L | BRI
(T TFT v EREE | TS EE TR, MERE (FEiE, 0. SEoER
SERLE HE5E) mE) ERIET DLV RAIBEEDLIBENRS D,
ARAETEEEEZ S| SR 23K | F7 7 U DU R IR L AR OGN L0 KRR | BRI
F (FT7 YV ORERE) | BERIET LDV AIBEELBENRH D, £z,
FT ) DR IEANI A EIEIN ST & 5
SEIL, DAENBIENTEMT L2 L03H D
e, KA EGHT2HAICIIEEICKRE 52
&

< i >

(1) R EIA] 44 RRESHA)
SEFEIEY, (VY BT EL) OAEOTIREZICHENT, LAY 2 D0 R
HH 2 OF G Lz a . MERAL, BERAELNTZ EOWMERH D 2 Lnb, BHEOPHHIE
HETDHZ L, ok, AAIE PAsRINTHIA & O AAER O3B BT IX R TH D,

(2) AFva bk, ag¥RL, Ta—L (fil)

FeRERRGS (VY A7) LY EOHBERRBROMGENS, ZNHOFEFEJALE
o, PRAIBERERE E K OV B RE R F 126 L CAFIDMRIIICIER T2 B2 R H 5720,
PFRAEE & Lz, 728, DFHIC L 2EMENRE DAL O LRI & 72 2 FERFSRE ~ D 52 2881 358
O HALTUVR,

KLU HNY L 0DEE TVTRS ) IZERRRAZ EE L TR, BRRRBRAGEICBE T 5 TR E
HEDA LA 2—T 4 —ANBB LT,
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X a R EDHA

FEREIES (U Y 7)) 20T, AMEAREFERCN 12 2 xt5, 7 LN 2 300mg X
L7 7 BAR A EERC 12 FFRFIIR T 3 BIKER ARG L, 3 B HOEERHIAF T 2 K 10mg
LT TR B S Lizl &, FL AN iR REACARIEEE D Cp S O AUC, 1o, D24
SEEEOE (A% v a KRR/ BEMBER) X, 22 0.96 XTN1.00 THY, AFa K
COBRIC L D EEIIERO bR o T, ETo. AF T T R D Cuy KT AUC, o D LT S D
e (F VAN PR/ BB SR X, FNEI0.99 KTV0.91 THY, LAY O
WX DEBIIZRO N7, T2, TV ANV AR a RCofFHIc LY, Bk

OLIGEENEEE I 31T B RO s SO T2 5 78 BRI % - RE L2 L RTINS 3 2 B M 2378

LTz,

OSE/NLEDER

FeRESRE (U U D7) I8V, AMEAERERRA 12 il &2 xt40s, 7 L A7/8 Y 2 300mg X
X7 7 B AR & ZEMERHC 12 REFfRR C 3 MR G- L, 3RIE OB GRHIC e FE/NA Img XILT T
EAREJRERG LIz &, LAY DM REICARIREE D Cyp 2 Y AUC)- 1, D3 EEIE D
e (m 7 BoRA0FAERE/ A G (X, TN 1,02 LTN0.98 THY, v 7B NAOFHIZEL
LR AT, BT BRAD Cpy N AUC) o DA FEEED L (7L TR B R/ Bl i b
Bp) X, N2 1.06 XON1.08 THY, LAY VOFFRIC L 2B EZ T ot £,
TLHNY L Ea T BARAORIZL Y, FREEE K OHLIGEEIEEE IS 31T 5 UG ELCIEE =
S HAIBE GRS THUNPICAR T3 2 M 23558 BTz,

IR/—ILEDBEEER

FeFEHE S (V) 7)) (BN, SMELERERA 13 Bl %Rz, 7 LA /3Y 2 300mg X
T7° 7 £ AR & 22 EREC 12 BERHITHRE C 3 RIRKER A5 L., 3 M A O G%ICT % 7 —/1 0. T0g/kg
T T REPAEG LIzl &, LAY OMBERREACABIE D Cpp B TN AUC) 15, D EAT
EHEO (=2 7 — VO B GRE) &2 OFEKMEIZ. £hEi 121 [1.07, 1.37] &
V1,01 [0.97, 1.06] THY ., Cou [COWTITEBFIIFEFIEDIERE (0.8~1.25) 72 HOT NI
WL L TS B DD, AUCy 1o 1T BEZZ T 2o T2, 7B, & ) —IL®D Cpy KON AUC, . 0D 5]
FEMEDLE (T LAY R/ AR GHE) 13, ZHEH0.91 KT0.90 THY, LAY
YOI L DREIRBO NIRRT, e, TN ey ) =L OfFRICEY | F

B RE M OB E (2 36 1 D SO IH RO IR 2 3R 45 708 BEFI ¢ G- L 2 LE TR LA R 4 2 {8 )
DR BT,

(3) MAEFTFNEZ | X 3K (7 o DFT v s SR B A

FeAgEHE (VU U h 7 ') OAEOTREZIZEBWNT, LAY N2 KB HIEREE L ES
RRICBW T ERENRBO DN EOWMENRH D, FPRAERE LT, Em, 1 G5, A
B RO E) ROSEE (MREE MK OMHER) OfER: ERHE S Tnbd, £70, MERIREEDK T
L7=BHICR T, BALENLE L SHIEAEMTH b S IERES R SN TWAD,
MMV X > SRR~ D K5y & EBME O i AN OHIEEE S ikFE U, MR L2k o
AR CORFRIC L 2 b O T, IEAMED ML, AR 2 RFTaBIsThd & S
TWb, AIEROREBLUZIZ, B XX Iy, aAfa )y /MOEHEER TR OT T V%=
SEREEG L CU D ATREMEANE 2 B 4, ACE FLEEAICTIE S = — B ORH A IIH] S 558, & vk
FEIEDMEHE SUTHE S5 &0 9 SRR T S R S T g o0

ACE P25 i A V28 & 0 BV R STV A AN E OPFHIC L 0 | B TFEOREE Y 2 7 R
HEALIBENRH DD, JHHICITEET D Z &,

KL HNY D EE TVTRS ) IFEREREZ I L Wiz, BB IC B9 2 iR E
DAL LB a—T F+—LBBH LT,
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(4) RIEMEFELZ S| E 8 Z 335 (F7 VU ¥ REAE)
SAENCBIT AR ERKS (VY A7 'L) ORFERFBERMREREICE KR E RIS E Lk
BRIZBWT, LN eFT ) DU RBERFIREE E Z0FH L TV BT, Ebbon
—FUMERA LTV T B IREBIN L ORRPERIE DS B (250 H TN D%,
Fo, WS DLEVET —H N— R TBREFE SN TWAERERS (V) B h7RL) OREREMR
AR E IS E DR AR & LTEERBRICBWTC, F7 Y U DU REHIE G L T EMICE
2 REPERIEORBLRIT, T 7 U 2 RIEAIRE T 3% (2/60 i) , 7" L H /XU HET 8% (69/859
) THo=DIK L, MAIGHHRETIZ 19% (23/120 #) TH o7z, [FEEICKREBNFEHEEKL
FT7 ) DU RIEKIEET 0% (0/60 ) . S LA NY BET 4% (35/859 %) . mAIOEHEET 7. 5%
(9/120 f5l) CTdH -7z,
FT VYT RERIFEREIIEERIN, KRR, UIEOmMAFEZGIERITZENHD | O
REXNIZFDENDBZFNNH D720, ZNEOEKNZARF L TWAEAII0HHICEET 52 &,
ALNE B

KL HNY D EE TVTRS ) IFERRREZ I L Wiz, B IC B9 2 i BE
HEDA LA 2—T 4 —ANBE LT,
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8. El{EA
AIE R R L OSSR IERE (U VWA T EL) OfFREEHE LT,

11. B4R
WOEWERNSH HLboNndZ EBHDDT, BELH0IITV., BENRD bNEEICITES
ZHIET 57 S EEITO 2k,

(1) EXGEIER & AHER

1.1 EX%HEIEA
11.1.1 HFEL (20%L 1) | HEIR (20%L0F) . BE#ECEK (0. 3% A7)

HFEWV, IR, BiiEENH o, BE UEITEICEsTmtoRERH D, [8.1, 9.8.2
2]
11.1.2 DFE (0.3%Am) . FfiKEE (B RH)

DAREOV AT W5 EBETIE, B2+, BERRD N HECid k5 29 ik
L, #@Y7puEE21TH> 2 &, [9.1.1 2]
11.1. 3 BIFRARE (WA

AR, B, CK B&F MR ORI AT n e FRERD bbb aI1ciE, &5%
kL, @UIRME AT O 2 &, £7o. BBUHRARIEIC L 2 BB EE ORIEITERT 5 2
L.
11.1.4 BFE (0. 1%A7)
11.1.5 MEFE GEEAR)

B FESEOBEUENH SbND Z End D, [9.1.2 5]
11.1.6 {EmHE (0. 3% A)

B D, IR, T, IR, ERREE S O MBER N H S b A Iid &k G- 2 fik L,
WY 7R AE AT O Z L,
11.1.7 B Mm% (BEARE)

NIk, R R, REEVE ORERIER 2 I BIER L. B AR S AITIIMEL X HR,
Ml CT ot % i+ 5 2 &, MEMERANEONIZGA TG EZTIEL, BIRRE
RIVE LHN OGS OFET 2B EITH 2 &,
11.1.8 3vy BEELRH) . TFTHIT453F2— (0. 1%A0H)
11.1.9 REFIZAREIZEE (Stevens—Johnson fEREE) (BHEEARR]) . SRAIBE (B AH)
11.1.10 BUERFZ (BERH) | FF#EERESE (0.4%)

BIERFJE. AST, ALT EHZAMF O IFEREER S b D Z &b D,
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<fgsn >

11.1.1 OFEV, BIR, EikiEk
fR B MR O A FRIRE O E N A O FRIR BRI 3 1 2 BIER O OFEFENTIZ RV T, FEMED U,
AR OFSEBEEE 1T, FHFH 23.58% (602/2553 i) . 22.29% (569/2553 ffi]) T -7~
F7o, BRIEAIT. BRRES SRR A S L LI ENAEGRBRICBWT 1 B, #ESE T
ABRIZINT 2 Bl BERIFETERIEARRE S I D IR A k5 & L ENESI&R 5308, PixtEsp
PREEMER GFREHRERER, MR ®Em., SR EICE S ER) 2x% s LEEERNE
HAP G5Bk RRHEFIRIE (2 FE © R 264 & LIZEWNFEIHERRICB WL CEREh 1 FloREIVER
NRE I TVWD,
HIRBICEBWT, VAR o5 DD F v, IR, EiHENH S OIVGE Lz & O
HENHDHDOT, BEEFDITV. BRENRD SN EAIIIBREEZ P IE X TEET 728 L,
WY EEITH Z &,

<BE>EHHRICOVWT®

1. EARTE R DORER M OB 22 FEIE A F7 = K I
BRI, W OEN RN FEICHE S EBXLNTEY , —BIITHERMES N 1 5
12 20mmHg LA AR T U725 G SN EIR I & S v 5,

2. XL - ALE R
HEV, PLAE, T, B EOPHERARD SN HAE, Bl e, D0
LEIZ L TREIRMIZ & D, ZOREICE > THEEN 5 TRWEAIE, KBS U T
S EAl, FEAZ WD,

11.1.2 DR 4E, KR
RIS AR 2 R & L2 EN SR SOSRRBR K O, A5 TUARGRER B PRI PE A #hie b
ZPE S R A x5 & LTZENEREGRBRICBW T, 2heh 1 Flo 9 > e LAEORIER N
W SNTWD, MKEITARER £ TOENAMRRREBRICIB O TIRRD TV, s
IRBICBWTHERH D Z &b, EEEME T 5 720RHE LT,

<BEBE> DA ONTY

LDARAE, ) o IMMELAREOER
BEIED 5 BT, BEBOSER E 28D & ST EUNEZHAL Z %<, #ITT5 &
TDTe < BRH- B, FHZZANTHT S BN L TR HT RN EOMEIRARD S
Do SOICHEIEAT D&, LRI O IFRNELZ TR 5 X 012720 | EAMPFRCRRIMEIR 2
SRR N EERAER DN DG b B D, Z OFNEIERFRIAEETNG 5 - e (EoA4) o~
KREYZIER T, @H, IR —ERFRRICERT D, o, DARIC L > TOMEENMET T2
Ly BEETT —BaER L RIEMTREARMIEAZED L 20D 5, REIIFFRIR
B X 0@ IR T 208, AR OGEITE < ROFRIZR D,

2. —MRAIIRIEIE A T3 = A L
WE, LR 0REND Y, RIEESNTREBICH 72 & ZAH TS 0OFES 03 - TH
FET 2, BIEM L LTOOLARETHESN TR, BILrEOREA, FREE, OFE. IR
EDEBREN DL HHENE LA ETH D,

3. XL - ALiE R
LEHC LD DB OISR 2R L, RHHIIR & FRANC &0 BRIEEOBREZ1T 5.
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<BE>MiKEIZ DN TY

L. JiZKAEOIELR
SR T, Wi, FPORIREE, RS, FEVRMEA IR RO R PR i K OEiRR D
BT EORPEHR TS Do FHOIRPENMARE TIE, 8RN - R O BE PR 708 B D 7
W2 ENHD,

2. —XBITRIEIE A T = KX A
—iIZ, WAKBE DR ARSI, A2 OHSRE O BEEIZ X 2 Ml RIE O _E A CLIE MG AHE) | 1ifin & PN
RBEO T, KRR EOHENEIC X B EARINKESE . ALT (2MEMHEE) /ARDS (2%
MR G5 AE BERE) IR SN o Bl M LR i AKBEIC KB S D, BERANZIE, DA DORE
(2B AL D DFEE KRR & Z LIS O FELEE KRB KRBT 5 F0n %\, AN L 2 ik E
(FEANME AN 12 DR KR D& 032 0,

3. AL - ALETE
JFK & ZZ O D EAEIZBITPIET %,
HFIEALC U CRIRE R 20 S8, ifi 9 > 28 S 5, Pa0, 60 Torr (Sp0, 90%) LLF®
itr, BRERGZAT O, mEOMRNEECRRE RN T HEBBRESUWE S L2 WERITA
TREE R 2T 5, ELARTIE, FIRE (et I F) OFEZITV, RBIISL, = ke
Ut kA IR TF R E2ilkN 595,

%) EERIERRER G~ =27 v THiKE) FRk 21 45 5 HJEA 5 @E

11.1. 3 B b fRsE
AGRIE E T o E NSRRI 36 TR AAFIE 1Z38D AL TV WA AT IRZ 1238V T
HENHDHZ LD, HEEWETH-ORE L,
AFNOFGIZ L0 | BRBRARIEN D S b Z ENb DD T, BEE 3ITV., AR, B
J1E&. CK (CPK) E5-. M RORFIA ey ER%RB L bS5, BEE2 Pk L,
WOIRME AT 2 &, Fo, BBHRAEIC X 2 2R REEOREICHIEETDH 2 &,

<BE > BTG RREIC DV

1. REBU A RIE O SELR
BRSO RURIE X, BAS DR, BIEIZ XY | Hiska A~ L72wETh D, DR,
WMH LT REDO I A7 a0 BN X JRMEICARMDB LN DR, BB R0 T 52 &N
2\, ARIERE LT, A - LO%L - BEIRAE U, fBEEORER L LTl - Rk (2
Fra e fR) BEL, BASERSNO S &R - ZR - FEPAEL D, AL CRHE
FebolLmt K EATHY, K EH L & HITLDH, AST (GOT) . ALT (GPT) & EH-9° 5,

2. —RRPITRIRIE A T = K I

FPRIIAGHNER R TH Y . 2L DERGOBELZITOT VIR TH D, MhiE EE
Ihd e, MIRALD AN ARRAT 5, WED IV T AOFFIEL R FTHI ARRHE D1
ILHE 2 42 U S/ T, i B IR 2 BRI IGHE S5, HE L 7- AAkdE I X RFTROICEEsE L, IR
DL BT AUTH S AET 5, JRFFICIESE N AL Ui AR ED I 47 1 v 2
FEPNA Y SIS L CRFICHEN LS, I 47t RMENICIEE L, £-34
7a e s bl Lo~ AMEERDEEEA LT, BRMERELZECIED, TOME, A
Wit H DUVMIAR OB A4S, DIC (FFFEMMENEEE) LS A~2E0EEREHERD
kLD,
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3. XL - ALiE L
ATREMED & 2 JREEFM &2 FE L, #HonIHIET 5,
WHNZBNT, BHERED £ 2BEE STV WA IR 2 FER ATV, BIREE 1T 5,
IAT AL D CIRREREO T - IRENEECTH DL, BERARENEIT LA
X, MEENT 21T OWEIE 2R o0, BEENS RN THLI LA LH 0, ER 2 L ICEEEIC
s U CTHREIE TG L i i 7e 7220,

*) BEEBAWEMRERMIS~ =27V TRGRUHBARAE ] Rk 18 4F 11 A EA 55 #E

11.1.4 BAR4e
GBI £ TOEWBARRBRICE O TBEART®E SN TWRWA, 507 Z 2 A5 R AR
ZBWTEAED 1 flHESNTND, LN ORIV BERERD LD & DHRE
WDHDT, BENPBDOONTLEITITRG 2RI L, BURLEZITI Z L,

<HB>AMEBEREIZONT™

1. BEEARRORER
BEEOHE L LT, MiE7 L7 F =B, BUN (IKIR#EZEE) | REREEEEN &I
RIS NDD, WIHOBHEERERNIIZRT # X7 | JRIEML, JRPO AP, B,I7nr7a”
U aE=—3 5, MARIERITFE, B2, BRI, Wark, T#, I8, RERD . R,
JRED . BfTR., R, FROD A, BREFIUESToWR Efix Th 5,

2. —MRAIIRIEIE A T1 = X A
(1) Bt
ONSAIDs : 7B A% 75 AR D MEYERIER 2 kb 5720, B EOBAD D E Z -
TAMEBERBIIMD EEZLN TN D,
QACE fLESE . 7 o AT o v M OEAZ G 272010, REKEREEEREOIK T2 &9 2
EBRFREEZ LN TV,
(2) B
ORMERME B (BUEAl, NSAIDs) : ITAZRMIE SUTIAL R A E IR E S, 2ERM
T ALE L, ROBHEEE, T M) 7 AFRNOBEERGIEEZ S5,
Q@AMEREMNB R (PLEH, NSAIDs) : W UL OREWE AT T 2 b Uizt s »3 B8
HLTWbEEZLND,

3. RPAL - ALIEE
Forla ARG, ER. Ky, EMEOBRELZHHEICRA O KOGIRL, LEIELTE
Wik Z T4 %,

11.1.5 A& #E
TR E T OEPNAMESR BRI 3V CHUETFIE I TS ST ngy, AT IREZ IS B W Tt
MHDH N, EELZWET D 7-050H L,
MAEVFIEIC L A OHE T2 < MEFBEORIUL T LAY ORGRIE D 14 HEANIZER
D HNT, M TEIES OBBUEIC X 2 BENED SNEAICIE. BEHICAROR S 2k L,
WO R IE AT O Z &,

<BE > MEFECOWTY

IR NS AAFIRIN
FAEMEIT, BORPRIBE O IRJR U 7= RIS BT 2 R ©, BORER & L Cid, BRI E
IRTPREMEREIR 2 22 & ¥ WBRBIIBE O~ ALt & LIEER 2R ST, @, EA%OH
FIERITZ LW, Eio, AEOWHEE, MEEHOTHIE - JEIR, WA, MRSk L, & S ITK0ER
EROAZEIIN TS, SHITHBEERE LT, WA - mit, TR, RSN 6D0,
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2. —HRAVIRIEIE A T = X A
AN MR DWW TR TV A IR ER T L > TR D, CAEB 2 mENE
FHIETIE 1eE SBET2HANH L0, CAEBE DRV B I E MERIED 5 3k Kk
Cl A e —RH#EIE, ACE PHEIRIZ L 2 B MHHIE CITMERICh b OFnHfEZ s T
AV

3. XL - ALE TR
JRIA & e - EIRAORAEZHIET 5, ERLPFEE CTHIUL, JREEOF LI L > TR 3
ALINIZEDN IR TE 2, BIEOLAIIE 2% I V3K HL #5338 | BEREOLAGIIRIR K
BARNEVERANLND, T, MREAERMEIC L 2 X0EMAEITRELE (EHIZABEL, 5uE
fefR) ZEF 20T, AFECHIE, WEIHOERIZE L 5 B REROF BA L2 L, PR
REDIRICEE D D,

*) EERWERREN IS~ =270 HIEMEE GERT v FHRRERKIC L 50 0) |
PRk 20 47 3 IR s

11.1.6 {Xifks
RN T, LAY & & ORRBEMEAEE TS RVIEFIR#E S TVD,
MR, R, M, IRk, R ESEOMMAEER 2 & b b -G I3k s 2 L, j#
Y7 lE 21T 2 &

<HBE > ERMBEC SN TY

1. A OER
WH . 60~T70mg/dL R 72 5 & A AFRIEIR S HEL U, 30mg/dL R 12 72 5 & AR AEE IR A3
HELT 2, AEARIEIR & UCTHIR, 27T, B H. ZIEE, F_RD5 5 2%, FHRARER & L
TREAR, EAkbETE, BEETHE), &R, BESAEO LD, KIIFEE R 2SI T b
EEPE L, ER2 72 < TH 60~T70mg/dL A T b D 5A XRIMEE & 2Wrd 5,

2. —REJIRIEIE A T = K L
A AU VRGNS L DT FUBERIAMEE L [ A R Y AEGUR VT 2 ORI O T T
RBIEOERERE IC L 57 R UMK T 2B 2 515, W L 2 RMAEEOFIZ OV T,
A RY CLWMORHAE L A R FEFIARVE AFHOER T REZ BN D,

3. KP4 - ALE R
BB RIZN TV D AT, 5~20g D7 RUBE, WHESEOBEAKZOEIT 5, 72720, «
- NnarF—RHERERATOEAIE, 7 RUBEZEBIT 5, BEilfEEZEOROEL 28R
AREZR G AL, FIEMRIMBEICKDB DWW GEIE, ETHEZ IS L WITHRRICE EED
ONREV, B LV SE L WIEA T, mMEREIC X v AR TE e b, TR
UHEOEHEZITO, TAH T OMABRIELIRNTH D, A AV R ORISR KL
SROFEYZ L DR MBE DS ITHIET 2 OB FEITH 5,

*) BEEBAWEMRERS IS~ =270 MR Pk 23 48 3 AT @4

11.1.7 EE MR
TIRZIZEBNT, LAY L ORRBERNEE TE RUVEFINHE SN TS,
K, PR R, FEEVE ORRATER 2 BB U, BE RO G ATIGEITIIME X B,
CTEDOREZERT 52 &, MEMMENEDNT-GEIIIHEZ IR L, BIE R ERLVE A
DOEHEOFEY)LEEZITH Z &,
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<BE>BEMMRICHOWTH

1. VM2 DREIR

W (FRICRLMERZ, Z2n%) | BOliv, REN PERREEES R O D, B X R - B9 CT (HRCT)
T, BMEEEEOOEAMEMEEORGZ /R L, BlEE, 2V T 28, GRS, 285k
G HT R 2 295,

2. —RIVIRFEIE A T = X L

IEAIVERVE MR O ART T, REL 2HEICHTOND, —DiF, JUEMEGIEO X5 72
A EEMERANC X > TioMiR B EMEELZZ T TAELD O T, L THrHIRIESE CTE
P BB ~E) IRBRT242 4 7 ThDH, b o2l EIEMTKT 2 REIG R &
EzonbsboT, ERGLOMAR, 20F (I~2 BERRE) ICRETD &S5,

3. XL - WLiEYE

JRIR & HEHl S B ERR G &2 Ik 5, 20T 25 CHEER TlE, 7L AREEZ GO
2T a4 FHIEEZITH, BRESFKSORTEICE L Tix, 35 ookl (DLST) A
MmEGFEERLILFER (IMIT) E2HWDR, RERKRETHD Z LR,

*) HERIEMBRENNE~ =271 THEMME (g, Kk, IhHEE) |
VK 18 4 11 A RA G EE

MN1.8vavs, 7FH747%1—
HIRBICBWT T LAY EDREBEBNGETE RN, Yav s, TFH7 4 7% —DfEH
NHESH TS,
B2 T40TATV, BEDPED DNEAICII RS 2Pk L, B@YARLEZITY Z L,
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HRAT R EER

ENHERCRR, ENESIR G558, SME% IS AR, 8 E S IR & O E R 3
G BRIZEB W T, AAI 756~600mg/H%E 1 H 2 [EH DT 1 B 3 BICTHR G Sz 2 rERHm
G245 1, 680 il 1, 084 51 (64.5%) ([CRITERAZZE® bz, ERRIERIE. HEhikd £ 393
Bl (23.4%) . fHEHIR 267 1 (15.9%) KOVEAE 179 B (10.7%) Thot-, EKFREFE TOM
HOER)

HERAREREAEESTICE S ERE

EN EEMREGER, ENESRGEERIZB VT, AHKI 150~600mg/H % 1 B 2 [0 THE &
ATz 22 R G451 302 1 199 4l (65.9%) (ZEMWEADGRD bz, FEARIEM T, BIR
7465 (24.5%) | FFEMED E 68 1 (22.5%) KOVEME B2 il (17.2%) ThoTo, (KGEEF
F TORAEDEE)

LHiaGERER. WEPREBERUVUSHEEFELEICESERE

FREBERIERBE 2t R & U EEE LR B EGRR OB G4 70 M2s P %K
i, ZRVEREALIEICFE D IR 2t B & L ENEIR 538V T, AH) 150~600mg/ H %
1 H 2 [T iz 2 il 45 215 #1651 (76. 7%) ICRIEHDNRO bivle, F
7RRIVER L, MBHR 87 B (40.5%) . ¥FEMED F U 43 #l (20.0%) e OVEAE 40 41 (18.6%)
Thotz, UKBEE TOREDOER)

R TR
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AT NERHm R 52451 356 41 295 ] (82.9%) IZRIWEHIZNGRD bz, FEAREIEMIZ, IR
141 B (39.6%) . VFEIED F 98 f5i] (27.5%) M OMKREHENN 56 5] (15.7%) Th o7z, (K
R E COREOER)
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NY 2 75~600mg/HZ 1 H2EHHWE 1 H 3 EITEE S -Zerki x4/ 1, 680 i 1, 084
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FER O RO ERYL & 78 o 7= FERFHERMREEFIC DR H T 2 BE xR e LIZEN
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FHERELEN . M2 %, R ME LI I RE 5 7R 2 w5 & L= E N E I8 538088 2 OF 5 febT
L7z, LAY > 150~600mg/H % 1 H 2 BTG S = a4 215 Bl 165 3]
(76.7%) IZRIWER 23888 L7, E72RIWEAIZ, MHER 87 il (40. 5%) | &M D F U 43 ] (20. 0%)
K OVENE 40 51 (18.6%) THh o7,
F DM OEIERIZOWTIZ,  TVI-S.
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FER OCHEOREMRIE 72> 7=, BHEGRIEICHE Y TR 2B T 2BF x4 L LZEN _EHERL
WREr, ENEMRGRERZ G LR, 7L ) o 300~450mg/H % | H 2 [BICTRE-Sh
7= 22 MR xS 451] 356 51 295 1 (82.9%) CRIWERNR® Hiiz,

EARBWEAIL, (EIR 141 #1 (39.6%) . FFEIMED E V98 1 (27.5%) K OMAEHSNN 56 1 (15.7%)

THoT,
Z O DOEIERIZ OV TIL, VEF S8 BB FE Ko OV AR F A B 22 5 —

& 25 H B RIE RSB e O RRR M A e 52— B

[VI-8. @IEHBIE B 5) | B,
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TEEIME O £\ M OME IR

TIRET REMBE L IR & L ENESR GRS T 238D £ V0 R OMEIR O FE BRI ) OVE
SEFE R OB A LA T RT, mFge L %ﬁ@h%’ﬁ@fmﬂ;ﬁ ZUME RS B, TLAARY 50
EHULIZHEOEE O FES RN AR S 2o Tz,

ERRAREHRICETLFHEOFVOERHARVEERE

FEBLRE BRI
S48 | S8 | <120 | <2408 | <36 | <5208 | >52 | &fK?
FUHNY | FHm 126 122 117 115 105 100 90 126
FBLFIE 20 6 5 11 4 3 0 37
[958 19 5 4 10 4 3 0 32
W 2 1 2 1 0 2 0 4
Y 0 0 0 1 0 0 0 1
a) RBRHMHR T LA L LIEAERSGOEHER BB OEFH Tk L 13872 5)
ERNERFREHRIZE T HIERORRFHR UV EREE
FEELRF ] R
=408 | =8 | <1238 | <2408 | =368 | <52 | >52 0 | &Y
LAY | PG 126 122 117 115 105 100 90 126
FEBLIEK 15 1 3 5 2 3 0 22
B 13 1 3 4 2 3 0 19
WS 2 1 1 1 0 0 0 3
Y 0 0 0 0 0 0 0 0

a)

AR T 1B e Lo A EFROEFRR CGEBRHIRI O ITTE L 132 D)

T, BEMEOEVWERMEROYIFE B OHFRMEITWNWTNORERETE 5 HUNTH-7Z,
HERESEREREENR E LEER TS5t BT 2REERERIHh LG VVEEEZOVEEE (bl
= _ . TLANY Y (mg/BE)
REFR e 150 300 600
e ETE T R 98 87 89 97
FEH (%) . FIR15 SR FIR R
REETOAMN (%) BB Ty | BB T R# (%) B
TRTOREER 62 (63.3) 29. 0 (7257) 23.0 | 78 (87.6) 22.0 | 90 (92.8) 10.0
FEEOEL 7 (7.1) 17 10 2 | 27 (30.3) 5 48 (49.5) 4
(11.5)
{ERR 19
9 (9.2) 4 (91, 8) 2 |22 (24.7) 3.5 37 (38.1) 4
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TRASRMER IR L LIEENT T AR T 2 FRIEO R I 2 £ITRT, M FREOR
Ve S OV R 381 PR D A TR IE LS DU T, 600mg/ H R CIEMh O F G-I He A~ ThRo&RHIIRF 22
L FBED BN HIRE D 7> T,

TRAZEGZEZEZNRE LEERNT S ARRMBRRICE T 5 ZEOERK

n N=98 150 (N=87) 300 (N=89) 600 (N=97)
NR—2F A W JEHF 7 (7.1) 3 (3.4) 7 (7.9) 4 (4.1)
IR 41 1 (1.0) 2 (2.3) 5 (5.6) 1 (1.0)
JEIE+2 0 0 0 2 (2.1)
Tt T R 0D R A v R +3 0 0 0 0
T A& G IRE JE B 4 (4.1) 3 (3.5) 8 (9.1) 8 (8.4)
FIE 41 2 (2.1) 3 (3.5) 5 (5.7) 10 (10.5)
JEIR+2 0 0 1 (1.1) 3 (3.2)
JEJR +3 0 0 1 (1.1) 0
o e . N—R T A HF 1 (1.0) 0 0 0
PR - IRERE ORI g o e 0 2 (2.3) 1 (1.1) 5 (5.3)
R— 25 A B 0 0 0 0
e 438 0 0 1 (1.3) 0
BB DU TN E TR - 0 0 0 L)
SR REAM IRF 0 0 0 4 (4.2)

B (%)
XORBF, R+ (FIROFE) | HE+2 (PO COFE | HBRE+3 (&0 ROV SUIRIIEEHAL O
N - Rl ek 545

TRBEBREZFRE SR L LIAET T AR5 GRS T DO FEH B2 K IR, FEICOW
T, BHAIE OISR 3 5B X 2 A B350 0 b o1z,

TRABPEMEREENRE LEABE TS ARMBHRICE T ZBORERK

S A 77ER FLHAY > (mg/ BEE)
A N=93" 150 (N=87) 300 (N=98) 600 (N=90)
NR—2T A B R 6 (6.5) 9 (10.3) 6 (6.1) 5 (5.6)
JEE+1 5 (5.4) 6 (6.9) 5 (5.1) 2 (2.2)
JEE42 1 (LD 1 (1.1) 1 (1.0) 3 (3.3)
. JEJE+3 1 (1.1) 0 0 0
R DA AT B 3 (3.3) 11 (12.6) 5 (5. 1) 7 (7.8)
JEJE +1 7 (7.6) 7 (8.0) 11 (11.2) 10 (11. 1)
FIE+2 6 (6.5) 1 (1.1) 4 (4.1) 2 (2.2)
B3 2 (2.2) 0 2 (2.0) 1 (1.1)
R o N2 T 4 (4.3) 0 3 (3.1) 3 (3.3)
Bl - IRFSAHORMIE o oo fopse 5 (5.4) 2 (2.3) 4 (4.1) 3 (3.3)
s R AT A W 0 0 1 (L.0) 0
EH B LV TS 532 101 1 (1.0) 3 (3.3)

HE (%)
SOEBR, HE+L (FRROEHE) | JHE+2 (FELIEINAT COEFE) . HE+3S (X0 EEOY IR EENLOHE)
N o FFAfix 4
a) W FEEORMIZEIEOFEAMIZ SV TiE, N=92
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2) mKADRARREENRE LEERNERARICE T S5EERRIEHE
LT R HIH 168041
B AREHIN 108451 (64.5%)
e 2680
EEEAIEIERRRN wE | 105k | mE | 8194 sE | 16
- . EHERDERE (350 - A 7 EHEDERE (4 _ . 3 EHEROBIEE (4%
BEROBE | o T nEmoms | o H it gg o T it il (?g
BEBEE BE 10, 19) 1 BHEE 20.1%)| 1 1
[E2)) 86(5.1%)| 63 13 10 BHEPER 1(0. 1%) 1 HERRE 2(0. 1%) 2
=i 53(3.2%)| 30 22 1 Rt % 1(0.1%) 1 BEE 2% 1(0.1%) 1
T 28(1.7%)| 19| 9 FEEREE BHEE 10.19%)] 1
&t 21(1.3%) 9 12 FFHseRE 7(0. 4%) 4 3 e 1(0.1%) 1
& 18(1.1%)| 10 7 1 FaEE 1(0. 1%) 1 IR 1(0. 1%) 1
HE &R 15(0. 9%) 8 7 RERARE 1(0.1%) 1 ERAET R 1(0.1%) 1
Bz 11(0.7%)| 10 1 BEE 1(0. 1%) 1 BEHER 1(0. 1%) 1
BT 90.5%)| 3| 4| 2| [mm= mRis 10.1%)] 1
B R 7(0. 4%) 5 2 BR 72 (4. 3%) 53 17 2 mERV ) VNREE
Bx 3(0.2%) 3 ER 31(1.8%) 23 7 1 PRk AME 5(0.3%) 4 1
OEsx 20.1%)| 2 BAET 180.1%)| 16 1] 1 R 10.2%)] 2 I
[=)=53:] 2(0.1%) 1 1 HEEE 8(0.5%) 5 2 1 B M ER A E 4(0.2%) 4
Oms 20.1%)| 2 BEHM 60.4%)| 6 INERE 20.1%)] 1 1
EsltE] 2(0.1%) 1 1 BRERFERR 3(0.2%) 1 2 KR MEKGE 2(0. 1%) 2
TR EB T bR 2(0.1%) 1K BESHN 30.2%)| 3 /NEROTERER | 10, 1%) 1
ExE 2(0.1%) 2 RREM 30.2%)| 3 EIEME 1(0. 19%) 1
Bt-EBAS 100.1%) 1 B 30.2%)| 2 1 BRELNEEAESE | 10, 1%) 1
BEE 1(0.1%) 1 BOES 2(0. 1%) 1 1 =hiuks3=yifnd 1(0.1%) 1
BRBURtES | 101%)] | FRHM 20.1%)] 1 1 amn 10.19%)] 1
T 10.1%)] 1 BR7E 2(0. 1%) 2 nEEE
BEB 10.1%)] 1 BREREIE 20.1%)] 1 1 BLE oW 1] 4
R —7 1(0.1%) 1 ZLEEH M 2(0.1%) 2 11 E 6(0. 4%) 2 3 1
10 58 B st 1(0.1%) 1 T LIILE—tE#EES | 1(0.1%) 1 FTY 5(0. 3%) 3 2
QRS 10, 19%) 1 BHE 10.1%)] 1 B 2(0. 1%) 1
REE 100.1%) 1 BREN 10.19%)] 1 BRER 10.1%) 1
AT 10, 19%) 1 BRZ 5 & 100.1%) i REBIRIEE 10.1%) i
F 1(0. 1%) 1 IROEFEK 1(0. 1%) 1 BIREEES 1(0. 1%) 1
HILES 10.1%)] 1 BRI 10.1%)] 1 WIRE. WS RUREEE
EEiE 10.1%) 1 BRHE 10.19%)] 1 R 90.5%)] 5] 3] 1
ZBE 10.1%)] 1 BRERA 100.1%) i SRR 50.3%)] 5
RN 10.1%)] 1 BB TE 10.19%)] 1 SE 10.2%)| 4
RE 10, 19%) 1 SR 1(0. 19%) i T 20.1%)] 2
HEERED 100.1%) 1 BRER 10.1%) 1 DR IREETS 20.1%)] 1 1
EEE 10.1%)] 1 RHRA 1(0. 19%) i Sl 20.1%)] 1 i
EEEEL 10.1%)] 1 %5 10.19%)] 1 TRNEELIR 10.1%) 1
RABS 10, 19%) 1 #i8 1(0. 19%) i W 1(0. 19%) 1
% > &5 100.1%) 1 AHBE 10.19%)] 1 REBE 10.19%)] 1
B 100, 19%) 1 SRAEE 10.1%)] 1 REEE 10.1%)] 1
BEERUVFERE FERBEBIEE 1(0. 1%) 1 1% 1 1(0. 1%) 1
BRAES 30.2%)] 1 2 B EHER 10.1%)] 1 ERUABEE
B 20.1%)] 1 1 EnE 10.19%)] 1 EEEtEHE L 200.2%)] 9] 8] 3
D 1(0.1%) 1 RIEm SR 1(0.1%) 1 HE 6(0. 4%) 5 1
NIRRT 4 VR | 1(0.1%) 1 IS EARRAZE 1(0. 1%) 1 BEOREE 1(0. 1%) 1
LR RIRERE 10.1%)] 1 BERRRURAEGEE BB 10.1%)] 1
EliZES 1(0. 1%) 1 RIS REAR 16 (1. 0%) 8 8 BEEE 1(0. 1%) 1
IR EE % 1(0.1%) 1 HAET 12(0. 7%) [} 6 HiE 1(0.1%) 1
IREE R 2 10.1%)] 1 B 1207%)] 9| 2| 1| [B=. *srUnEBAHE
[ 3RES 1(0.1%) 1 o i 5 11 (0. 7%) [} 4 1 R - % 28 (1. 7%) 13 1 4
T RERRE 1(0. 1%) 1 BEE 7(0. 4%) 5 2 BISREG 3(0. 2%) 1 2
SRES 1(0.1%) 1 =i 6(0. 4%) 3 3 KBEW 2(0. 1%) 1 1
w0 10.1%)] 1 ) 50.3%) 2| 3 5 20.1%)| 2
TE% 10.19%)] 1 HEREE 10.2%) 2| 2 BEES 1(0. 19%) 1
MEA% 100.1%) 1 BHAE 30.2%)] 1 2 TERER 10.19%)] 1
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= = % w T -~ 1= -~

Lg% 1(0.1%) 1 BHEEE 200.1%) 2 1B M #EE 100.1%)| 1
BB 1(0.1%) 1 BERE S 2(0.1%) 1 1 HERIA 1(0. 1%) 1
BEEEF 1(0.1%) 1 mpR 100.1%)| 1 RS S

DREE BEFRe 10.1%)] 1 BRIEEE [ 101w] 1] [
DEM RS IRAE 7(0.4%) 3 4 R &R 1(0.1%) 1 BEERUVKETHBES
2iF 5(0. 3%) 3 2 HRERRUVIAERE %5 25(1.5%)| 13 9 3
PbE 40.2%)| 1 2 1 PERFL 50.3%) 3 2 S5 EE 16(1.0%)| 8 5/ 3
AHTJOvY 300.2%) 3 SREE 1(0.1%) 1 IREEEFE 9(0.5%)| 8 1
Bk 3(0.2%) 2 1 ZHALIE 100.1%)| 1 k3 400.2%) 3 1
L EH IR 300.2%) 2 1 PEERAIHE 1(0.1%) 1 STBE 3(0.2%)| 1 2
TEHR 300.2%) 3 HEEE 100.1%)| 1 E2ind 3(0.2%)| 1 2
DRE 2(0.1%) 2 BISIRR 10.1%)| 1 (] 200.1%)| 2
$—EREJOvs | 20.1%)| 1 1 AEEX 100.1%)| 1 REES 2(0.1%)| 1 1
R AR 2(0.1%) 1 1 IERE 1(0. 1%) 1 REER 2(0.1%) 2
F7/—t 1(0.1%) 1 il AT 2(0.1%)| 1 1
EfJoyy 1(0.1%) 1 $83, 18(1.1%)| 9 8 1 E 100.1%)| 1
L EHTFER 1(0.1%) 1 TEESE 16(1.0%)| 12 4 ik B2 1 ¢ 100.1%)| 1
O 10.1%)| 1 EE L] 15(0.9%)| 4 8| 3 =T 1(0.1%) 1
IDFEE 1(0.1%) 1 BELGE 8(0.5%) 8 kKB 1(0. 1%) 1
DIEEE 1(0.1%) 1 L8 8(0.5%) 1 4] 3 TERRIERR IS % 100.1%)| 1
DEHE 1(0.1%) 1 ZERD 8(0.5%) 5 3 IRAEEE 1(0. 1%) 1
DEEH 10.1%)| 1 Y E F—iR 6(0.4%)| 2 4 BB 100.1%)| 1
DEEIR 1(0.1%) 1 RS 6(0.4%)| 3 2 1 RRE% 1(0.1%) 1
SRTERAR 10.1%)| 1 3% 50.3%) 1 3 1 R8I 100.1%)| 1
AR ERE 10.1%)| 1 BEREE 50.3%) 4 1 RERE 100.1%)| 1
$EAR 1(0.1%) 1 TR 50.3%) 2 1 2 BRI 100.1%)| 1

wARREE K[ EE 4(0.2%) 2 2 RTEEE 1(0. 1%) 1
FEEHEN 393(23.4%)| 279 90| 24 B 40.2%) 3 1 32 10.1%)] 1
HEIR 267(15.9%)| 195 55| 17 5289 4(0.2%) 3 1 HHD 100.1%)] 1
SETE 60(3.6%)| 32 20 8 BRI 4(0. 2%) 4 REREE
FHEE 42(2.5%)| 26 15 1 it 300.2%) 2 1 TFI45F G| 100.1%) 1
EHKR 402.4%)| 22 14 4 EHEE 20.1%)| 2 7 LLEF—tiFE 100.1%)| 1
R 17(1.0%)| 10 6 1 RHEHEERE 200.1%) 2 BEE 1(0.1%) 1
EEARE 15(0.9%)| 11 4 FHES 200.1%)| 1 1 BEERIRE
TR 14(0.8%)| 4 9 1 BERRE 1(0.1%) 1 RERM 111(6.6%)| 79 32
wiEEE 13(0.8%)| 12 1 SHET 1(0.1%) 1 M FRCPK (CK) #m 6(0.4%)| 6
B 1200.7%)| 6 5 1 s 1(0.1%) 1 mep7IS—E#EM| 60.4%)| 5 1
HERE 1200.7%)| 7 5 praEE 1(0.1%) 1 My L7F=MEm | 6(0.4%)| 2 3 1
BB SRR 110.7%)| 9 2 RER B 10.1%)| 1 ALT (GPT) #2410 5(0.3%) 3 2
SERLE 1100.7%)| 7 3 1 iR 1(0.1%) 1 AST (GOT) #n 5(0.3%)| 3 2
HAEBEE 9(0.5%) 7 2 ELBREOLS 1(0.1%) 1 i eh FREEHEAN 5(0.3%)| 4 1
REBE 6(0.4%) 3 3 LHEBEERVESBATRE BUN#& /0 4(0.2%) 3 1
P 400.2%) 2 2 EE 179(10.7%)| 119 52| 8 FRep gt 3(0.2%)| 2 1
D EL 40.2%)| 4 0;g 101(6.0%)| 79 17| 5 ALP# /0 2(0. 1%) 2
RAEE 40.2%)| 1 3 i) 402.4%)| 14 21 5 mepEYLEEM| 20.1%) 1 1
REHE% 40.2%)| 2 2 SITRE 39(2.3%)| 28 10 1 DFENOOERFRR | 20.1%)| 2
AR 40.2%)| 1 1 2 EAETE 23(1.4%)| 17 4| 2 DA% 2(0.1%)| 1 1
SRERS— 300.2%) 2 1 BEEB 19(1.1%)| 16 3 EERL 2(0. 1%) 2
ANILRR G IR 3(0.2%) 3 il 15(0.9%)| 3 11 1 FRep it @51 2(0.1%) 1 1
BRUEE 3(0. 2%) 1 2 EREE 12(0.7%)| 9 2 1 ALT (GPT) 32> 1(0. 1%) 1
REEE 300.2%) 1 2 i 9(0.5%) 1 6| 2 AST (GOT) B4 1(0.1%) 1
IAYE—XR 2(0.1%) 2 BEB 7(0.4%)| 3 3 1 BHET 100.1%)| 1
BBEE 200.1%)| 1 1 SR 6(0.4%)| 1 5 REELS 100.1%)| 1
R 200.1%)| 1 1 (ol 6(0. 4%) 4| 2 /MRS 100.1%)| 1
il 2(0.1%) 1 1 BRET R 6(0.4%)| 3 2 1 mep Lo Ligid | 1(0.1%) 1
BEER AR 20.1%)| 2 AR 400.2%) 3 1 mepJ RoBEH 1(0. 1%) 1
ThEE IR 2(0.1%) 2 AVINI YIRS | 3(0.2%) 3 SFRE TR EIE N 1(0. 1%) 1
BRESKE 1(0.1%) 1 BE 1(0.1%) 1 DERITER 100.1%)| 1
EERE 1(0.1%) 1 ZHE 1(0.1%) 1 LDEREE 100.1%)| 1
— B TR M FEAE 1(0. 1%) 1 FE 1(0. 1%) 1 DERZEIL 1(0. 1%) 1
BIRE 1(0.1%) 1 TEH 100.1%)| 1 DIARTFE 1(0.1%) 1
=XHEE 1(0.1%) 1 FEKEF 10.1%)| 1 FRIERS FalgiE 1(0.1%) 1
KEBAE 100.1%)| 1 RBRUEBRE FRA4E 100.1%)| 1
FEIRDEET 1(0. 1%) 1 BHRTIR 14(0. 8%) 8 6 R EABE 1(0.1%) 1
EERTE 1(0.1%) 1 B MAE 7(0.4%) 6 1
FERRAEEE 1(0. 1%) 1 BAUTE 4(0.2%) 4
MEBE 1(0.1%) 1 wiRErE 3(0.2%) 1 1 1

BRURBEE 7L a— LR 2(0. 1%) 1 1
&% 7(0.4%)| 4 2 1 B 200.1%) 2
% 300.2%)| 1 2 B~ Yo LIE 2(0.1%) 1 1
SEFR 300.2%) 2 1 R 1(0.1%) 1
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3) MERFMREAEEZTICHSIERENRE LEERBERERICE T SRERARESHK

ZEMFHA RN 30261
B RREHIM 19941 (65.9%)
B ARTEM 4308
EEEREERRBRER BE T 28 | s [ 3¢t
_ . Wy |EWROEEE ¢HY - . B [BWROEEE ¢H - . BH [EHROBEE ¢
nEmomE | T i [p55] 2t nEmomE | T [ p5s] 2 nEmomE | o s [p5s] 2

BBEE HERRE Bt EMRUSIREOREY GRRUKR)—TE80)

B R 1039 1 SAFART— 1039 1 FEm 103 1] [

T 4 (1.32) 3 1 Bk 1 (0.33) 1 BRRIRE

OfENIEE 1 (0.33) 1 BB 2 (0.66) 2 ALP#&/0 1 (0.33) 1

OR % 1 (0.33) 1 {EER 74 (24.50)| 64 9 1 ALT (GPT) #&hn 2 (0.66) 2

BEHx 2 (0.66) 2 FBEARIEILE 1 (0.33) 1 AST (GOT) #&7n 1 (0.33) 1

& 1 (0.33) 1 BERE 1 (0.33) 1 BUN#& /i 1 (0.33) 1

Fip 8 (2.65) 7 1 IRE 1 (0.33) 1 1MrRCPK (CK) A0 7 (2.32) 5 2

Mgt 3 (0.99) 1 2 AERABE 1 (0.33) 1 DEROTER 1 (0.33) 1
BEAERUVTFERE At —1—/8F—| 3 (0.99) 3 STER S TF& 1 (0.33) 1

e [ 103 1] | B 1.(0.33) 1 DEETRSE 103 1
FIREREE IR 1.(0.33) 1 LEETREERDS | 1 033 1

FFEREE 1 (0.33) 1 EFBEHEN 68 (22.52)| 54 14 REHEM 47 (15.56)| 43 4

FFIEE 1 (0.33) 1 FHEE 1 (0.33) 1 BIRE S EEM 1 (0.33) 1
IRFEE HREEE 1 (0.33) 1 FRep St 1 (0.33) 1

BBIEE 1033 1 BRURBEE ERmEE 1033 1

IREZIR 1 (0.33) 1 BHEERES 1 (0.33) 1

IREZ T =& 2 (0.66) 1 1 FERFREBE 2 (0.66) 1 1

ARERZHE 2 (0.66) 2 FR&ZE 2 (0.66) 1 1

IRESZHE 1 (0.33) 1 HEREE 3 (0.99) 3

FARAE 1 (0.33) 1 PR 1 (0.33) 1

BREE 1 0.8 1 EBRRUAEEE

BAET 5 (1.66) 4 1 ZHALLE 1083 1

FEPRR IR AE 2 (0.66) 2 THRAAK 1 (0.33) 1

BRE 1 (0.33) 1 b2 1 (0.33) 1

B 2 (0.66) 2 BRI ARIE K 1 (0.33) 1

F 5 (1.66) 4 1 EHEE
HERRRUESHEEE BERE 1033 1

TaJdA rSotE| 1 (0.33) 1 TRESD 2 (0.66) 2

EkilElEPS 1 (0.33) 1 ERAE 4 (1.32) 3 1

BHEEEE 3 (0.99) 3 152859 1 (0.33) 1

BNET 2 (0.66) 2 L EBER U5 BFEE

i 1 (0.33) 1 SR 1 (0.33) 1

BRI 1 (0.33) 1 BEER 2 (0.66) 2

7o % fE 3 (0.99) 3 EEE R 15 (4.97)] 13 2

EiRE 2 (0.66) 2 JiobEd 1 (0.33) 1
MERVY >/ REE AT R 1 0.8 1

M/NRBAME 2 (0.66) 2 ZhE 1 (0.33) 1

BF P BRI AME 2 (0.66) 2 B 2 (0.66) 2

=y} 1 (0.33) 1 FHE 52 (17.22)| 37 15
MmikEE HITREE 2 (0.66) 2

IFTY 3 (0.99) 3 Figafind 1 (0.33) 1

BlE 1 (0.33) 1 RERUEEEE

P Ak BE AR M 42 iE 1 (0.33) 1 A LME 2 (0.66) 2

{EmE 1 0.8 1 BlsmE 2 (0.66) 2
PR, WBEUHEES BREME 1.(0.33) 1

nWyE 1 (0.33) 1 BERTIR 2 (0.66) 2

IR 1 (0.33) 1 BRITE 2 (0.66) 2
ERURBEE (£ M 1.(0.33) 1

A ZI—)LIK 1 (0.33) 1 FERA 3 (0.99) 2 1

E#EtEHE L 5 (1.66) 3 2 EERUE THSEE

B 3 (0.99) 2 1 Z SEE 1 (0.33) 1
5=, PERUVLESHHE IR 1 0.8 1

RIBEEH 1 (0.33) 1 R 2 (0.66) 2

i - % 3 (0.99) 3 k323 2 (0.66) 2
LSE BUE % 1 0.8 1

BRIME 1 (0.33) 1 hichan 1 (0.33) 1

DAE 1 (0.33) 1
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4) BEHEGREREBEELNRE L-EBRARHRRUVEHEGERER. KEDERER. SHRMEEL
EICHSEREMNRE LEERKARICE T HEMERAREREGH
PNy ESE b 21541
BIEARRHIH 16545 (76. 7%)
BB S 4464t
EEEMERAREAR 8 it | hEE | 3¢k | BE [ 124
- \ smsy | BUEROBEE W _ , 3 EUEROEREE (4 _ , I EHERDEEE (&
BltFROMR (o) |8 s EE atemoms | BRER 1 Tess [an temomE | RO e e [a
BlEEE BERES RERUREEE
Bl 7363 | 5] 2 % 1(0.5) 1 EH U LIE 105 [ |
B# 209 | 1 1 EBH%HR 1.(0.5) 1 M 105 | 1
BEEBS 105 | 1 BIRAE 1(0.5) 1 S R B ML 4.9 [ 4
T 3.4 | 2| 1 BEEE 1(0.5) 1 BTk 209 | 1 1
®HARY—7 105 | | E R 30.4) | 2 1 16 1(0.5) 1
EIERE 3.4 | 2] 1 [ 105 [ 1 EERUE FEMES
DB RE 105 [ 1 REEE 105 [ 1 E%KES 105 [ 1
2 209 | 2 [ 87 ] 1| 2 EBMES 105 | 1
EEE 105 | 1 R 105 | 1 25 34 [ 3
1 942 | 8| R 105 | 1 % ¥ 105 | |
[ 3(1.4) 3 klatEHFEL 209 | 2 BRE 105 | 1
BRERUFERE BB 105 | 1 MER 105 | 1
[ [T | 1] [ ABAEE 3A.H | 1 1 1 EY 419 | 3 1
HEERES s 409 2| 2 AF 209 | 2
BFHRERS [ 105 [ 1] [ i 1 1.(0.5) 1 Bif, BEERUSMATHOHEY
RERAAT [ 105 | 1] | REiTE 105 [ 1 OREE Y [T [ 1] [
RS T2 ARE 105 | 1 BRBE
SRR M 1 (0.5) 1 FHEOEN 43 38 5 ALP 0 1 (0.5) 1
BHET 523 | 5 HERE 209 | 2 ALT (GPT) #&M0 209 | 1 1
B 10 @D | 10 TSR 209 | | 1 AST (GOT) #&Mn 105 [ 1
BHERRRUESABES BRURBES LDH 1810 105 | 1
ES 1 (0.5) 1 Jiif73 1 (0.5) 1 Cler @4 2 (0.9) 2
R 105 [ 1 AR E M RERE 2 0.9 [ 1 1 AR RS Uy RES] 105 [ 1
HHET 4.9 | 3 1 BHERE 304 | 3 ~EFOEVES | 105 [ 1
e 3 (1.4) 3 REYE 1 (0.5) 1 e CPK (CK) 10 5 (2.3) 4 1
BEE 105 | | REE 209 | | 1 mep s Oo—Es | 105 | 1
BHERE 1(0.5) 1 FREA 105 [ 1 e kY SLED] 1 0.5 [ 1
R 209 | 2 BERREEE 1(0.5) 1 LEBE ST-T &b 105 | 1
R 105 | 1 S8R 105 | 1 REEM 32 31|
REEGEE 105 | | RS BLHRESEREE] 105 | I
EEE 1(0.5) 1 #E 105 [ 1
mERVY >/ SREE EIREE 1(0.5) 1
WFhIREE 8@ N [ 1] 1 SERH 105 | 1
Bl 3.4 | 3 THRES 1(0.5) 1
Am 105 [ 1 FIRE 409 2] 2
mERS EbEEOHS 105 [ 1
mEZEH 105 | 1 L HRERURSRITEE
B0 409 | 3] 1 AvoLToyRESE 10.5) [ 1
EmE 3.4 | 3 (R 83D 6 1 1
R . MBRUHRES BEEE 209 | 2
BRIYE [1os [ T 1] % 2 (0.9 [ 1 1
BERUKBEE TR bR 209 | 2
ElSRfEsH F L [ 7@y [ 5] 2] BER 2 (0.9 [ 2
BE. PERULEEHE 08 15 7.0 | 14] 1
BERS 1(0.5) 1 ENNEE 1056 | 1
wfEl - G 209 | 1 1 =8 2 0.9 | | 1
DREE I3 nGEn| 6] 4| 1
LR [ 105 [ 1] [ SEHE 40 3| 8 1
wNE 409 3 1
£ 30.4) | 2 1
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5 MMFBECHIERBENRE LEERBRARICE T HEEFRRERARK

R PETEER R 515K 356451
BIYERRESIM 20541 (82.9%)
e 7034
EEEREERRBRER BE [ 6434 T 604 | s [ ot
_ ; W |BHEROBEE ¢ _ ; mps | EHROBEE ¢HD _ . we |8 &
BEROEE | o TETIED BEROBE | e S BEROmE | oA ggmf:; “g;

BipEE HRRIEME 103 1 BELE 103 1

AL 1 (0.3) 1 BRZHEM 1 (0.3) 1 SR 1 (0.3) 1

Eils 11 @D 1 B mikE 5 (.8 5 EBEE 103 1

EES 4.0 4 mEmE EREE 103 1

EMHEE R 1 (0.3) 1 ShE 2 (0.6) 2 SERS 3 (0.8) 2 1

T 7 (2.0) 5 2 ik 1 (0.3) 1 RERAE 3 (0.8) 3

mEa 103 1 RS, WBERUHEES 3054 103 1

OER 103 1 UM ERER R 103 1 S EBERVESBHEE

OR% 5 (1.4) 4 1 R 2 (0.6) 2 e 23 (6.5) 21 2

sl 1 (0.3) 1 W% R 1 (0.3) 1 EBEFIE 3 (0.8) 3

EEFRE 2 0.6 2 O fEIREETS 103 1 o 103 1

BEX 3 (0.8) 2 1 AR BF SR IRSE IR B 1 (0.3) 1 BERK 1 (0.3) 1

FE 1 (0.3) 1 SIREE % 1 (0.3) 1 [mf:=] 13 3.1 12 1

1B 103 1 ERURBEE e 103 1

£ 10 (2.8) 8 2 [BEHT EIN 11 (3.1) 8 3 EH 2 (0.6) 2

B ESR 1 (0.3) 1 REHEE 2 (0.6) 2 TR 1 (0.3) 1

HEER T R 2 (0.6) 2 B 1 (0.3) 1 FhE 29 (8.1)] 28 1

Fip 49 (13.8)| 45 4 Hg 1 (0.3) 1 SIEE 2 (0.6) 2

AT 1 (0.3) 1 FEEEN 1 (0.3) 1 EE 1 (0.3) 1

B 30.8] 2 1 5. TERVLESHE KERURERE

2% 1 (0.3) 1 {5 1 (0.3) 1 BE 1 (0.3) 1
BLERUSERE B 103 1 s mE 2 0.6 1 1

ElZES 1 (0.3) 1 iR - % 1 (0.3) 1 BYITHE 10 (2.8)] 10

IREE % 1 (0.3) 1 IDEES {E M ¥EE 1 (0.3) 1

RS 2 0.6)] 2 g 4 an] 4] [ ER 13 1

BHAILRZ 103 1 HEREE EERUE THEGEE

Eo 1.(0.3) 1 BHEE 10.3) 1 < 308 3

8% 1 (0.3) 1 JBARAE 1 (0.3) 1 B 6 (1.7) 6

RIS 2 0.6 2 RLE LR 2 0.6) 2 FEAH 103 1

EAR 1 (0.3) 1 {ERR 141 (39.6)| 130 1 =T 1 (0.3) 1

REk 103 1 M PEEE 103 1 &5 103 1
PR EREE B 2 (0.6) 1 1 iE=nd 2 (0.6) 2

PR R 2 0.6 2 BEEE 2 0.6) 2 25 5 (.4 4 1

RERARE 1 (0.3) 1 RE 2 (0.6) 2 BT 3 (0.8) 1 2
RIEE EENRE 4a.n 4 EERRE

IROEE 1 (0.3) 1 5B 17 (4.8)] 15 2 ALP#E70 1 (0.3) 1

HR3ZIE 4 (1.1) 4 EHMER 1 (0.3) 1 ALT (GPT) #&0 6 (1.7) 5 1

BRAE 1 (0.3) 1 B 1 (0.3) 1 AST (GOT) #&/n 5 (1.4) 4 1

BRI 103 1 RiTE% 103 1 i e GPK (CK) #m 70 71

HAET 5 (1.4) 5 FEIMEOHFEL 98 (27.5)| 90 8 me7 I 5—E#Em 2 (0.6) 2

BR 17 (4.8)] 17 SRR 1 (0.3) 1 sy L7 F=48m 2 (0.6) 2

HBRE i 5 (1.4) 5 il EEEEeE 1 (0.3) 1 KERBL 1 (0.3) 1
GEBRRUESEREE BRURBEE kBB 56 (15.7) 53 3

BHET 103 1 SRR PERERE 103 1 R T Ko 103 1

FhEHE 2 (0.6) 2 REE 1 (0.3) 1 PR M5 E 3 (0.8) 3

REmE 2 (0.6) 2 HER R 2 (0.6) 1 1

EHE 2 0.6 2 LRRRUILERE

TR EREEE 103 1 EEgmLtswEm [ 1 03] 1
ARV o AREE ALEMEE 103 1

/MR A E 1 (0.3) 1 BHEE

SRR E 700 7 5o 200 1] 1]
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9. BERBRERRICRIZTTZE
BREINTWHARN

10. BERS

13. BERE

13.1 fER

15g £ COWMBEGHNME SN TEY | BERGRHCA O BAERIE, HEIEE, HHR, 5
GLIRRE, #15 >, W, HEHEZOR I, KERIETH D,

13.2 @

AFNTMABENTIZ LV REEIND Z LD FBLL TOAIERORREIIS U CIiiRiET O Ehit % 5
ET5Z&, [16.6.3 2]

<fiRgn >

13.1 EWNAOERRBRICE W THERG L L TOBRER ST TV,
SETORGKRBRIZIB T, 15g £ TOMWMER G, 1HEIEE, IR, $55LIRME, #1955,
W, HHEZORE, FREBIELEOERNBD LN TN,

13. 2 RAIOE &R 5N A U256 ORI 7B RIEIIAFAE LW DS, RSB &2 M3 & 25 B RE R &
BEICH LT LN ARG U ANEBRRIEERBROME RN S | 7 L AN iRk
Bric & 0 D SARCERE S, 4 B O MESEITIc L0, mEh 7 L a0 IR 50%
KT T5Z EBRHLMNI /> TN,

AF| O B G- OBRIE, FBLL TWAIEROREICS U RSN 0Lz EET5 2 &,
( TVI-9. BATEEIC L BRER] BR)

. BALOEE

14 BRLOEE

14.1 EFIRFEHDEFE

14.1.1 PTP AL2EDIEFNL PTP > — M B HD U CIRMT 2 L 5 #5845 = &, PTP o — FOREMRIC
L0 S BTEREARIA L, IR E B Z L CHERRIRA S 0 BB RS OHEZ IR+
HZERDB,

14.1.2 KANTFO FICOTTEFRZIBESE S LRET 720, KR L TRATRETH S, £z,
KTHRATAZEHTE A,

< fifgan >
14.1.1 SERE 84E3 H 27 HAT  HESHILL 240 B [PTP OBEAKIFEIZHOWT ) ICEDSXHRE LT,

14.1.2 SeREEM Y U B 7L U U 0D §EDAYARIRSEMERERIC I T DI A, Rk RIEE
DX, HFENAEERE L L COEEMEZRE LT,

KLU HNY L 0DEE TVTRS ) IZERRBRAZ EE L TR, BRRRBRAGE I+ 5 TR E
HEDA LA 2—T 4 —ABEH LT,
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12. ZDMDEE
(1) ERERERICEDIER

15.1 EREREAIZE D <[k
15. 1.1 M4t CEM SNWI=AA 2 a0 EROT TADAIKICE T S, T, REES 255 L
L7z 199 © 77 & AR5 REEARRBROMFHERICHB VT, BEASELROAREROIBLDO Y 27 )5
PLCAMAREDIRABECT 78 RBEL B L TR 2 5 < (BLCADAEIRMRE : 0.43%, 77k
REE0.24%) . FUCADARORMARETIZ, 77 BREEL 1000 AHTZD 1.9 AZ W EFES
iz (95%EHEIXRT : 0.6-3.9) , £/, TADABREFOY T 7 NV—7Tix, 778 HREEL L~ 1000
ANHT20 2.4 ASZWEEHEEATHSY |
) AFNIMES CHICANAIEE LTRRINTND A, AIICEIT AR OREE - BRI THiREEE R, SR
IHED IR Th D,
15.1.2 SEWELHIC BT 5 RN OIS TEER T S L Tnvie vy, AR Z &5 S B35 T
TFOIEFINHRBZICHRE SN TS, [9.1.3 2]

< i >
15.1.1 2008 4= 1 H 31 H, KERMEZRESE (FDA) (X, TANA, MMEBRELZIRE LT L AN

Uy Zate 11 OFITAMNAIRE 7T R E D 199 DE/EALEEGRBRIC W T, B4 (A
A, BREX, BAER) KOEZREEICEET WG 2T LR, BLCAASREZ RN
LCWEARFICEITDHZLB#EITED Y 27 NT TR L TRAMICEREICEH N & &R
B HRERNEONT-Z L EAR LK,

RIS R A 52 1T T 2008 4 12 AT FDA IIKENIC TR STV D TR TOHFTANAFED R
WEEF TR L I SCEICB W THASE L OCEEREROFREELY 2 7 ICBT 454 BT 5 L)
feE L. 2009 4 HIZGET ™M ThivT,

KENZRB T HHE 2B E 2 AR ARIEDRFT SN TR AROFLTANAIRIZONTIZ
DO OIEE | (CHRSER CEREXORBY) A7 \ZET H#Ez B LIEERETAZ L L L,
2009 £ 7 H 3 BAf BEAFBEEERE DRSS RIREBEE 22 CRRERS (V)T
t) OFH EOFEEOUET T,

ARFRIZF T DARAKIONEE TN FNT TR BEEVES G, SAERIEICEE D &) TH D, KEE
T ETAEIMCEBNTIFIITADLAIEL LTHERBINTNWDZ L0, AFNIZBWTHEE
Wakd 2175 Z & & LT,

Khttps://www. epilepsy—society. org. au/downloads/2008-SuicideandAEDs—FDA. pdf

+ Statistical Review and Evaluation : Antiepileptic Drugs and Suicidality (issued 5/23/2008)

KU HNRY 0D TVTRS ) EERRRZ I L CWRW=, BRRRBRAGE BT 20T de R E
DA A a2a—T F—L65H LT,
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(2) FeRRRRFERAICED {IFH

15.2 JEERFRERERICE D <1FHR
15.2.1 2 FfO~ 7 AR AJFHERBRICB W T, HKEBRHARETOVEY e MEFEED 6 [FLL O
BICHYT2AKOEE LY, ABERENICERBEORERNEM LI EOWMENH D™,
15.2.2 2O T v MBS AJFHERBRICE W T, HKERARETOEY e MREEED 5 5Ll EORE
BICHY T2 AREOBS I M7 A 7w MCEBHERD B D NS ORI L
EOMERHD T, Eo. Ty MEHAOWTRERSAARBRICE VT, KBIETO 14C-7 LAY
»HSRIEEREDOTE T MR e NF & A EORRRIC BAEIRTH o722, T b 13 ROV 52 K
B HERBR Tl KRS 2 EITRD S o 7o, IRICET 2BWERORBERILIT 7
REEL V&, MREEEEIFE AR E L. 13~16 HEHRG50 77 R BB (3 RERGEES)
D7 T REETIL 3. 8%IZxF L, AFIFE (150~600mg/H) T 10.6%. FHiEGHABR (3 HEBRIFS)
TIE 10. 2%, BRHERRIE 2 %15 & L7z 16 B G- 07 7 2 Rt B0 7' 7 2 RRETIE 2. 8%12
* L. AAIRE (300~450mg/ H) T 9.2%., RHIHEGHAERTIL9.4% Tho7z, [8.45MH]
15.2.3 7 v b OZIREEL OWIMIERAEIZRET 23 BRICB W T, HKERARETOVEY e MEEE
D 28 fELL E OB RIS T2 AEKDOE 520, BILREOREFENHEMLT & OWENH
565)0

<t >

15.2.1 2O~ 7 AR AFHERBRICB N T, KRR TOFEE e MREEED 6 (5L EORE &
WCHET 27V AN oG AEERENICINERABEORAERNEIM L EORELRDH S,
<~ AT VLAY 2200, 1,000 KO85, 000mg/ke/ H & 104 B ERAFR G- L7- & &, 1,000mg/kg/
HLLECHETIIABRENIZIE AERZED 5TV 5, BEEML TOME NIEDORENED L
TWD DS, FRITHTNRR, Mot fe OVE B CraBREE ISR BL L . MECIT =10 b M ISR bl ek,
FERRBEME AL & LCiE, ila~27 v 7> —U ORI, SFEIRNERERE O, PR EREF &
BN, s RER O, SER I MREFE O, AR ER L QM MROTERE PRI R | BiElcBT 5
TRERZEREEEIN, BRI ERCR MR R OB BB OB, EAZER IR 53 2L D BH FE 1 K K
WEM b~ 07 7 —VORBEENRBD LN TND @
TUHNY AZLY = 7 AHEBLT A IME AL, BRI M & O k36 % B9 5 B EkE
DEMMBFRD HND Z Enn, MENZ2ARDHEOFRIC L MEREREETS B2 0615,
F7-. MERBIZNEMROEETHY . WEOKR A FRAZ S 2T M MICEE L, 5
A K OWRE T A ML/ AR e ML/ MR SED A T ¢ = — Z N EE 2 KE 2 R L TWHER, <
U AT OB L U b/ MR E % < /MR OB & OVEMEA @2 & O
AR E NN EARINTND Z e, vV RIZBWTOHR, T LHNY CEHIZLY
IR OO T RE B S OVl R AL, BEFEIR IR EE O R RZE3EE D, M RIRE O R A AR EE 23 HE N
LIZAREERH DD EEZLND, B, T MIBWTEZO X H 8 TA LT, IEA
JEDR AT~ T AFFHEDOENEE 2 BTz,

KT VUANY 0D EE VTR S ) IIFERRABR % 32656 L TV e\ =8, FERRRRBR G2 B3 A italdd
REHKLOA L EZEa2a—T+—05H8|H LT,
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15.2.2 2 FEM DT v FBRAFEERBRICBW T, RKERHECTOFEE e MEEEOD 5 Ll EORE

BICHY T HIAREOEREGIZLY , MGT e/ T v MIEFERD D5 MEREZEN OB L
7= EOWENRHD T, £2. Ty b EHOWHEBESAARERICB VT, KEETO - L H Y
VHISKE BRE DM AT K ONT & A E ORRRIC S BABIR TH o2, T B RO BEKE
e G MERRER ClI KRSk T 2 ENIRR D b e o 72,
728, IRICBET2RIEHORIRILIT 72 RREL D @< MiRREEMEFEZ R E L 13~16
BHO 77 v R ERR 3 HBRIFE) O 7 7 v AREETIL 3. 8%k L, 7 L /N B (150~600mg/
H) T 10.6% Tdh o7, BHEBIEAZ RIS E Lz 16 BEHRGO 77 2R BRBRO 7 F v REET
1% 2. 8%kt L, LAY B (300~450mg/ H) T 9.2% CTholz, 7235, RIS &
G L LI-EM®RERR 3R EBRHFE) T LAY VBT 10.2%, MMEBRIEZ 5L LK
BHHEBRTIZT VY UBE9. 4% CTIRICEET 2 RIER 58D bz,

15.2.3 1T v b OXZRRE M OCFIHIIRRE A BT 23 BRICI W T, HBREFKHETOFY e MEEED
28 5 LA L OBRFE RATAR Y T~ D ATEOR G & 0 MR IE R ORI LIz L OMERH D P,

KTVUAANY 0D EE VTR S ) IIFERRARR % 55 L TV e\ =8, FERRRRBR BGE Z B3 A itald e
KEHELDA A a—T r—LN6BH LT,
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IX. FFERPREABRICREY H1EH

1.

RIEHER

(1) Z3NFEEHAER
VI FEIEHICPET 2 A | ]

(2) REMEEHER

1)

2)

3)

4)

hERG B 9 LF v I (in vitro) ™
hERG H1 V 7 AT RVEFRICKH LT, 60 KON 600umol/L (9.6 ZTR96ug/mL) OFLHNRY o
. IEEAEERE RIS o T,

PIRHRRADEE (Sy b, YOR, YI) ¥

HRRA R R~ DI T 5B CA DAL BAE AT A, 7 > MTBWTIT 25mg/kg BL ED#E
O 5~ 7 AZHW T 300mg/kg LA EDOFRIRNE 55 L < 1% 1000mg/kg LA EORE L TH S
N, BREHOE TS LITEBHLKFATHD, 7V IRV 2Ty MIRAOFELS TS L.
100mg/kg A EOH & CTHEEERDME T L7222, (KHECTHEHBOLOREITRBD N Tz, T
> N COMEEIH 2 TR T, 25mg/kg (BRIOE5) L0 @V ED S EE OEB) N
W, £72, Beam walking IEEZHAWT, T LAY LV OEELE S LIZFEMICHHN LIZE 2 A,
10mg/kg (F& P 5) 7> & A TEB) O W FRIE DA B 2250 S EE OB E & OBIE A RIR Sz,
< AZBWT S BRER 2K T S 7203, HEHN AR B ZENTR O LIz O 300mg/ ke FlRPIN
5% 1000mg/ kg BB 5 LIZBEO AR TH -T2, IHIT, UAPILITBNT, 7va)/®%
F O 100mg/kg DFREOHEHIZ X0 | B D, Dotef T8 M OSESE T DK T 25 BARFHICEED
iz,

DINER~NDEE (Sy b, 4X, FI) P

RWEET v MZBWT, LAY 0 300mg/kg £ TORAKGIZ LY | DI ONLE! wm
ﬁﬂotoik\ﬁ%4ﬂmﬁwf%\TVﬁNUV®&mM@®ﬁD&5LiD\%%F\
mﬁ\bmm5\X%mﬁﬁﬁ\E%W%ﬁ&@b%%m%kﬁ&#otoé%mﬁﬁ%wmm
KON 40mg/kg DT L HNY U EFFIRNESG L& &, —fUERICEFIZIR O, EYIcBEEd
L0IMERDELY o7z,

ERRADEE (4 X)

TREEA RIZHKE U F L H Y > % dng/kg/min % 50 S0 F AR R 1A L 7= & & o (B H% 200mg/ke) «

%%ﬁ JiNAMNEZEZBE L, SST, 8o 77 4 7 A 1 AR, MR OV e
BEARM UICRER, MEREICZ IR ool

KTVUANY 0D EE VTR S ) IIFEERERERZ F L T 2=, FERRKRRB B 2 tdTe

REILDOA LV ZE 2 —T 4+ — A58 H LT,
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5 HILBEEE~DEE (Sv k) 7
7> M 100 KT 300mg/kg OG5 LeHE. HHEHEEL OV MENEEEDIK T AR D b
7oo 72, 30 LN 100mg/ kg X NG L7256, KIBNEMORERMAZ A RICHRE S, L
UG, BANCHRKEEHRAE (300mg, 1 H 2 [[E) 2#%5 L-s 0K 25 57 OBREREIC
ETOHEOTVINY & Ty MIEK 2 FMRERS LIZRRICEW T, HEEICRHT 5
HEERIZED STV,
) 7 v hOBPAFEHRBRICB W T, MU LAY D 900meg/kg ZIREIHRE L7z & & D AUC) 22960 1 g

h/mL %, BAR NZE KGR 2 (300mg, 1 B 2 [B]) 205 Lz & X OEFIRREIZI T D AUC,-1258. 8 u g+
h/mL @ 2 {5 TR L 72,

6) BE~DEE (v k) ™®
7 v hMZ 15mg/kg KT 150mg/kg DT VLINY U EFIkNES L7- & & 15mg/kg TIEE LN
BRNT A — RTINS @%hﬁﬁoﬁ# wmym1i8m¢1mfﬁmiéw%@%hﬁ
mw%ntoit\wmymﬁmm&a LD, EKE, RENSAFRICHEMLE, L
LKEET®7VﬁA)/®Qﬂimm@MmT%D H A NI e KESR A & (300mg, 1 H 2 [1])
B LI EDC,, (10.3ug/mL) OK20fFTHD I &, KOUMEITIR P EMRE I DOZEAL
RO LI o T,

KTVUANY 0D EE TVTR S ) IIFERRARR % 556 L TV e\ 28, FERRRRBR BGEIZ B3 A itald e

FEFEGLOA B a—T+— bR LT,

IX. FERGRABRICES T2 ITHE 151



(3) Z DD ZEEHER

meREEOBE (v k) ™
7 v b & T SR B RE R K OVE S8 A

FHHEIT
25 150 g/mL FEED & &

M) Z#&G LR EFIRIEIC

FIob0LBEBZ LN,

B SRIEIR OFERERIZ C 28 9.3 n g/mL UL ED & X2

EERBR DRG0 HEE L7z,

Z v b TOIRHRBRO/ER
BIFD Couy ZRITR LT, ZOFELEOMNL, TUHANY OERIEMIZMAETEEN 9.3
WCHRBLT D Z RSz, HARNCERKEERKHETH S 300mg (1 H 2
T2 Coue 13 10.3ug/mL THDHZ LMD, BRHAETOANEEZ X

. BEOEBFHHRHMEOEK T, BIREEBOEKT,

TE A ST D FIEIE C,, A 156 535 185 1 g/ml, #MK£DW?%kE$¥¢6@ﬁMiCmb§wughmzkt@

LT BT,

TSRS . LAY DG E

VERRIC RS2 BOR ML BEF O AVA TR B O PAREAR

OFFEAMEANTMIEPRREED 10p g/nl LT THRIATIbOEEZ N, —T5, 1L A EDRIERIZ
MAEFIREEDS 10 p g/nl 22 5 HETHEERT L Z LRI,

Sy rZ2RAVEEMETIVIZBIFATLANY DOERLOEREEDE LSO

_ iy e - e A I S EP
e T v 43 BE P fiE YEH B & W (L) ¢
18 MR RS T 7 L COSRIEM Zv b, #A 3mg/kg (MED) 9.3 u g/mL
s 2 R Hem
FRERRAE AR T T L CTOEREIEM Z v b, A 10mg/kg (MED) #15 pw g/mL
A=V T A NTOSREN Ty b, RO | RIEMEESE 10mg/kg (MED) #9165 1 g/mL
FUTOWNAAER (RREBT VA So b, O | TAhA 1. 3mg/kg (EDsofif) | #9 7.9 u g/mL
PIARZER (Vogel 27 U7 NET) | 5o b, &0 | REEE 10mg/kg (MED) #1561 g/mL
P 0 R OER (Beam walking 1) Fob,ofo | HARPERENEA 10mg/kg (MED) ) 15 1 g/mL
SCHn S 72480 b O T RIEdE N Sy b, A | THRVERIEN 300mg/kg (MED) 2185 1 g/mL
F - %
R O oo B | e | d00ms/ke OED | B091u g/l
H
TE MR O FRIE Sy b, RO | PRPEREIEM 257mg/kg (EDsofil) | #9185 1 g/mL
J v L LHEIRO BN F v b, 0| PARVERIEH 3mg/kg (MED) 9.3 u g/mL
K ERRFRE R O B0 v b, o | WEERIER 30mg/kg (MED) #9132 u g/mL
B Pk A Sy b RO | HEEEIEM 100mg/kg (MED) 991 u g/mL

a) 7 v bEHAWEEYEIERR TR O RN D BIUREIC K

IRFOD Coax V3 ZEGESE AR TR MERBRIC

MOARRKIZT v MEAREGRED C, ZHEE L TV 5,

XTVUAANY 0D EE TVTR S IIFERRRBRZ 6 L T\ 7=, FERRR
EILDA A a—T 3 —AnbB LT,

AR B

D Cox ZHEE LT~ {H L. 257 2T 300mg/kg % O #5-
BiF 5 250mg/kg RO ERFD hF v axxT 4 7 AT —H &2 H\ i,

2B DRI
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(BE1ER)
DmattE) Ay KEST7 v A (in vitro) ™
38 FED— W72 M AR, BER ., A A T ¥ FVITKT HIGHEY v RiEAIcxt LT, 7L
FNY 2 F 100 wmol /L IZENTH 30% % 2 2R RS ORE NIRRT, v b
MR IC N T AT RLF U v Er h=r RS VOB IAARZZELEERroTo
ED, HHFRREO T LAY L, — RS STV B EIERRALIZ R L CEEEEE A
ERERWVWEDEEZHND,

QHITFTLNAER (IR, Sy k) ©
TUANY L OHUTOIAMERZ, ~ T AKRDRT v MORKEBITOVNAET VE N TR L
T2o AT LAY v 30mg/kg & BRIRE O SUTERIRINGE G- L2 & & U W AERIER S
%K 120 7 ITHRIT/e D T E DR ENTZ, EDy flITI L% 1~30mg/kg TH Y . ERIEM DA
BELFRBETH- T,

CORARER (Tvy k., TUXR) V-0
FLANRY COPFIARLZER %2, XUy PTEEURERMEEART T v hEAWE Geller KON
Vogel =7 U 7 Nl @R TR KR BR e OV~ 0 2 % H W T2 RIREERBR I W TR L 7=,
FLHNRY 1% 3~30mg/kg DARIZBNT, 25 0ORER THALZ/ERE2 7 LT,

DRER~ADEE (Tv k) ¥
HETHDII AT UORWERA L LT, HIRNPEDO LN TWAZ D, Ty FoBRIERIZ
KT BB L2 A, T LAY 2 (3, 10, 30, 100mg/kg, FEAHE) I LHRMEIRERRIC
KEL BT D L, FFEHIREGER (/L a) MEIRZ BN S-S, MEICB T 2 5RIEES
RN,

OEMELHDOTEEMSE (T k., HIL) ©

TUHNY) ATEBELHA OGN S 555+ [GABA, A A A K, JVE I, e /A
FERQR=aF UZHEALRAI RO e =0 FIRVIAR T UV AR—2—] L OREEIEME
ERET, BRAHZNHBRICBWTHLRU Y OTEE Y, SNV EY — VT TV Z I R
KL MmO ER A RS R o2, Ty FEAWEELE RXFRRIRRICBNT, LAY > (1
~100mg/kg, FZTFHE) XNV RERERDIREZ RS enoTz, £, I XV T AL EABAEK
R TE D XIS e T POV FRBIERER I W T H 7 LN D (30, 100, 180, 300mg/ kg,
Bageh) Ik snhienotc, 7 v MERAWTEEESITGITEHRRICKE T, LAY
UE, B RERBIFEA R ST, Fe, Ty NMIKLT, a7y 7 a2 I O
HRBLERRER 2 R S e o Tz, S BICH a2 AWM A B EERBR TIX, LAY i
B 7 2 MILIERITER O e hoTc, 7 v MIBIT HIBRIEERE S, R ML e X —)L & i
LCETH- T,

KTVUANY 0D EE VTR S ) IIFERRRRR % 32056 L TV 728, FERRRRABR BGEIZ B3 A italide
KEHLDA A a—T r—LN6B LT,
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2. HMHHER

(1) BEES5EEHAR
(TR, v b, P
0 K OVEIRN B 512 L 2 HalR @R e~ 7 A 7 v M RO LA W CER L7, B3EESE)
DILTR~ T A, Ty ROV LT, 1, FRXUIIRICEDENDR T v N ROV L THR LT,
~UAKRODT v FTIEBROEE T 5000mg/kg, RN 5T 300mg/kg £ T, HATIIEOEET
2000mg/kg F THLEHI L OFEFEBREM O ZLITRD e hoTz, £, HIBR L ORI
TH, BHICHE L2 RIIWTORGRE TLRD Lo T,

(2) RIEHRESHHER
(7w b, ) @
TLANY) v oORERSEERE @OKS)

ELZiKEa 51 558 (mg/kg/H) MR (mg/kg/ H)
4 38 50, 100, 250, 500, 1250 50
2500, 5000
7w b |13 50, 250, 500, 1250 50
26/52 1 50, 250, 500 50mg/kg/ H 123U THxf%
TR B DT
4 3 25. 50, 100, 500, 500 (1 H 2 25
=)
13 38 10, 25, 100, 500 10
V2 ;
65~69 1 10, 25, 100 10
250mg/kg C 13 3.,
500mg/kg C 52~56

1) Zv bERWRER

SEE) T M OV E FEENMEE TS 500mg/kg (AUCy., : 1280 1 g+h/ml) LA L& T, F7- RO &EE
2% 250mg/kg LA b (AUCy, : 802w g+h/mL LA L) TR LTz, JRIC K DIES%IREE 2 & e it
TR S, MDD 50mg/kg LA ETIZZOMEEN B U=, SEBEINIME (18%~70%) 7% 500~
5000mg/kg @D 4, 13 Je O 52 WM 5 TR Hiv=A3, 52 W B G55 D 50 & O 250mg/kg (i
AUC : 1210 z g+h/mL) TIFMAEBMEIZEITRD HiZerr o7z, I 61T, BLRBR L OWERRIC
BE L 72t O 254k S OV I 72 SE 17208 250mg/kg LA | (AUCo, : 802 u g+h/ml BA E) THRDH 5
Nz, FRMER AT A—% GRIMEE, ~E/nberg& ~~ 27Uy ME) OB (6%~16%)
23 500mg/kg LA o> 4 B HE 5 TR Havlz, ARIMERELD A DM (5%~11%) 73 50~1250mg/kg
(AUCypy : 228 pg-h/mL LA E) @ 13, 26 KO8 52 BWREHEG-THRO L, £7-. /MO
(14%~36%) 75, HETIE 50mg/kg LA b, METIX 100mg/kg PAED & (AUCy ., @ 228 1 g+h/mL LA
F) CTiE 2D b, RIMER ST A — & KON/ MREROEAIE, 4 BRIBEG-#% 0 4 8
ORI FIZEE Lz, 7 v b TIRERET O A MRS OB (18%~44%) 73 250~1250mg/kg
@ 13 W, 26 WHEE 52 BHEHE G TRO LT, 50mg/kg (AUC,, : 228 u g-h/mL LAF) Tid,
52 WG ICB W T HEMOZLITRD o Tz, KR EROE 580 2% 500me/kg LA E
(AUCq g4 : 1690w g-h/mL LA L) @ 4 HEEE TH LN, 52 HE#H SRR ClinmHED
500mg/kg THRDO LIN2oTz, 7 v bOMEM SR, 13 HREEG5 TlX 50mg/kg (AUC, :
189 u g-h/mL, MEHEEE) TH O, 52 HEKEGRBRICH O IR E TRMARZ(EDRBD Hi
776

KT VUANY 0D EE VTR S ) IIFERRRAERZ FZhi L T 7=, FERRRRBR G IZ B A its#idt
RERFGDOA L HEa—T 3 —LNHB|H LT,
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2) HIILERALERER

13 W F CORE G R TIIE K OHE - T2 100~2000mg/kg (AUC, : 388 1 g+h/mL LA
) . BREEOK T /EEI LA 500mg/kg LA E (AUCoo, ¢ 974 1 g+h/mL LA L) | FETH] (#¢5-BH
1% 3 HLUAUN) 25 500mg/kg (1 H 2 [R]) | 1000 }2 OF 2000mg/kg T Hivlz, BRI HID k¥
AX KT 4 I AT —ENH LD TR, BN T D AUC) oy D FAKAE I 1640 4 g-h/mL T
botre LHOED 4 HFHEERBRIZIHBVT 50mg/kg LA E TR HiLzny, EMoOEMERERT
RO LT, AN UREICEET AL O TITRWEE 2 bz, KEREIEW ONIIR L
BRI QML MREZRELZ1E 10~500mg/kg @ 69 £ TOEGIZEBWTEEIIA N1, BOD
FZJEIEDS 25mg/kg LA ECRRO LTz, ¥ 1E, R FEENE L OTERE~D 2L 500mg/kg D 69
MG THLALNhoTlz, ROKEEZRE, BEEFICERDH 520X 500mg/kg D 69 I
MG THRD DI o7, MEMEEIT, 4 B GHER Tl 26mg/kg (AUC,o @ 225 1 g+h/mL ;
Coae © 34. 3 u g/mL, MEMEEHME) | 13 B GRBRTIT 10mg/kg (5% 2 RO mAEHEE
9.67ug/mL, MEHETFHM) . KW (65 FM]) 5B T 10mg/kg (B5-#% 2 R o MRz
14. 0 u g/mL, MEMEERIE) ThH o7z,

(3) BinHEMHAR

Bingt (v b, U R) (in vitro, in vivo
M (S typhimurium O E. coli) % RNTAZIRZSIRZS BAER Tl RO ENEMEL O A I
B> 59 5000 u g/plate FCTREMETH - 72, 1FALEMIAZE Az in vitro BRERTIL, REHEMALD
AR 5T 1600 1 g/mL F Cil{n 7-289R%8 B K OV o (R 18 L 8 O 58 A B B INERR D D72 )
572, B6C3F1, CD-1 =7 A KN Wistar 7 v FIZ 2000mg/kg £ THEFE O£ 5 L 72 AFHIIA E 21 DNA
ARGRBR ORE BIXAMETH - 7=, B6C3F1 O CD-1 ~ 7 ZAFONT Wistar T v MIHE 2000mg/kg %
HERE O G Lo/ MERBR T, BB o/MEMBUEE OMINTES bz o Tz,

) 89) . 90) . 91) . 92) . 93) . 94) . 95)

(4) BARMEEHER
BAENYE (Zy b woR) ™
7 v MZBWT, RARBKARIZET e MREEREO 25 fif £ THGHEASE OBINTEED 5
Rpole, ¥ UATO 2EMKBE T, BREARHEICE T 2 e MRERO 6 5L LTl AR
DIEESEDEI U7, & AR Z L C 2 IR ARHRE IS DWW TREMIT IR L 7=,

YU RZBWT, ERAMEKOIEIEN AN E T/ MOEMA, B8k OO ERZERE L, 1 &
ONHHA T O BRI - (£ 240 PDGF, VEGF) 3 ONZ PN BGHIAEE AR o> KN/ TCHE & 178 PR e 58 AR A4
EORNE OBIHMENH LN E r 0Tz, T DZAL & NEGHIRIEEFE O T & oo RFf] A B 1
REBELTHY LD, Ty b $AKRTE MIBTHRBRORRNS, v 2 TRD LI EEE
ORISR R D TH L Z LN E o T,

KT VUANY 0D EE VTR S ) IIFERRRBR % 3256 L TV e\ 28, FERRRRBR G IZ B3 A itaddt
REHBDOA L EZEa—T+—L05H8|H LT,
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(5) HEIEFESFMERER ©
1) ZIERVEREFTCOMNERREKLEICEAT SRR (TV )
I Wistar 7 > MZF LAY % 250~2500mg/kg O & THEALEME & DZBIRT 77 H 26430
HHFICOe 0 &G Uc, FFOEHMAL T2 250mg/kg LA LT, FE KN OB FH OB, H
T OFRER K OASECATE H R OB NS 1250mg/kg LA ETREOH BTz, FRANOK i
TAIZ A B, RIS ZILITRO bR o 72, 2500mg/kg TITIEIRFIA 72 < |
1250mg/kg TIFAEMFM I DD K OEIRATRE IR OEMMN 2 Hivlz, K EEE & OVAFHEE
Y NI BV Ay N | A QF S Rl e

M Wistar v MZF LAY % 500~2500mg/kg O JH & THLLELE L DOAZE 15 0 HIER 7 H
FTHE LIz, RICEDENKEEREBNIME DB NTHLOHETH A LU, I OMEE R
1250mg/kg LA BT, WIEE K OGS R I HR S SR O HINAY 2500mg/ kg TR HALTZ, ZIRRE~
DI B LI o T2,

2) IE - BRIRFEICEAT HHER (ROX. Sy b, 9HYF)
CD-1 <=7 RIS LA NY % 500~2500mg/kg DHETHIR 6 H~15 HIZEE L= 2 A, )
By R OB A A RIZ A LT BAESOEE R O 51C L 55O EITRD o7,

Wistar 7> MIF LAY % 500~2500mg/kg DA CHENR 6 B~17 BIZ&G Lzl 24, §&
Y ~OFEPNTHLOMETL AL, RIEEEDRD A 2500mg/kg TR iz,

NZW 7% L AN Y % 250~1250mg/kg DHBE TR 6 H~20 HICHRG L2 Z A, B#EW
~OEBEBPRNTNORETHLA LI, Fi2. FFE. BIRARE R ONGEE B ORI N B L]
2% 1250mg/kg TR H L, BWE~ORENRE I Nz, HEIZEHE LG ORAEITRD b
Mol

3) HAMKRUHAERORAENVICHEMOKEEICEAT SR (Sv H)

Z v MZT VLAY % 50~2500mg/kg DFHETIEAE 6 HNLIHE 20 HECTHRELIZEZ A, #
BRI, A FEBK T M OVVE O L JEIE & O TRl S ve —BAER S 50mg/kg TRIZE SN/ Z &
5. ZOHEITR/NROBENDBEEN KB T LHETH D Z 03RS L7z, 250mg/kg BL ETIER
RO AE O AELFRIMET L, 2500mg/kg TIEHZAER 3 BUBOAEFRIZA LN -T2, H
A RO RERD TR T S 53 4ETEMET 100mg/kg BLE TR i, I KRR EICBIT S
e MRBEREOR 2MEOEERTE R A R 50mg/kg IZBW TR BAEFEITRD b noTz,
F 72, 1250mg/kg TIXZIRBEDIR T L ONFERE R E O NS F, I 5 B R AT R O 1Y
INAFEO HAVTZD3, F, LTI G2 L 7R AT RITBIE S e o T,

KT VUANY 0D EE VTR S ) IIFERRABR % 5265 L TV 728, FERRRRBR BGEIZ B3 A italddt
REFKLOA VA E2—T 3 —I0H5H LT,
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(6) RFTRIEMEHER
SRR (7 %) *
THFIS, 0.9%NaCl ZIRBEE L7z 7 L AN Y UH8E] (20mg/ml) 1mL % /2 B O A EIRAIIZ 5 H
e F#5 L7z (0. 6uL/4y DA L 12mg/ 4y DG THRE) . BEmI@E L, &5
5 A O# . 4 BRI ZRFCILE U, F - 045 G50 2 F MR L2 FEAT#% BRSO B A IS L7,

BN OO K OER A 2 71X, tlEEEE 7L AANY VR ERETRE%ETH Y, LAY PRI
BEsE 3 % AR AT L& OYR BRAHAR E T FLIIRB O bz o 7z, LEORGE L U . 7L AN D AT
7Y RIZB WD TEIRN & SRR 2~ S R0 b D LB 2 b,

ALNE B

() Zotho4EHEH
1) ESMERNE-EERR (Sy k) ©

FLHNY O/NEBERIC BT DEERBROREMNE A ZE L, ShFET v N RO ZRERE L L
776
7TRON21 HERDZ > BT 2500mg/kg LA F O A EZ HERE OG- L TH, KR O—ER 38152
ENZehoT-n, KEEMBEOBD RO 5N, 7 BOSFET v M2 7 BREKEROKS L
7oiRBRCIL, 50mg/kg LA ETHE LY, BIEB O TUHE K QR EH NG A8 S h iz,
WERET » N OPEREN, ZRATEN, ZIREEIC T L AN VEGEORBIIRD LN 1o T,
500mg/kg IZF\W\NT, FEHR BIAEE, B HEERELX OCERFER OSSR A LI, 2D
DI & AL S 7= M TIEERATINE R OB AL STz, #Eo 250 K& OV 500mg/kg TIXRHEIR
IEHADER U, ZIERMET L-, 50mg/kg TlEZBRIZEITA LN o7z,
PIRFERE, TR, RHIE - BRI i A b o T,
T RO T v MZT VAN Y 2 50~500mg/kg % 7 W AERE O G L7l o BT, o
250mg/kg LA B CHERMEENS SOC DR T A BT,
Morris /KKEEFRERIC X 2 FHEER OFEIERE DA IR T, 500mg/kg M TIIFEENTED Hiiz
D, HETIEIRGORBITREO bR ol,
BRE LT, 15T v MOxtT 2 —BEEF e ER TS & FREThH T,

2) MR/ RESE (S bk ) ©
TV ORIEREEOG L, ARG EERERO AT A X A CPMP/SWP/1042/99 (ZHEHL L |
7 v ROV E W E G w8 U D RS ER 2 e R de R AT IE B (M AR A
Uy ER, UM OMBET A, FHioM e RE R L) 2V THE L,
WIEBME T A= 2T DT VAN OB, IRIFEE TR SUTBFIEH R D A ThH b
TR EREE HCERERMF T CEE LTESRBRTRO NI LD, LI 3Rk
EEEEZFELRAVbDEEZ BT,

3) KEFME
FLANRY AL, SLHXIIH R Z A T W,
[IX-1 (3) FoOfho#HFRER] SR

KTVUANY 0D EE VTR S ) IIFERRRBR % 556 L T 728, FERRRRBR G2 B3 A itald e
KEHLDA A a—T r— L5687,
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X. EENERICEHTSHRE

1. HREX
Bl Kl LAY DEE2mg [VTRS) . FL ANV 0DEETBme [VITRS) |
FLHANY L ODEEL0mE [VTRS |
RIS, (P — EEONGTEIZ X VERT 52 8)
BNy« LAY

2. A
AR - 34

3. BERRETOME
EIRRAF

4. RIFWVEDIZE
HREESH TV

5. BERITEM
BEMEELTA R AD
<TVoLEY : 7Y
Z OO BETEM - BE AR
[FVL AN 0D8E TVTRS) ZIRAISNDBE S AL ZHIED T ~)
( IXI-2. ZDOfhoREEE ZHR)

6. R—R5 - E%E
A —pR4y : VU7 25mg « 75mg + 150mg, U U 7 OD £€ 25mg + 75mg * 150mg
[l %) o I hANY RV TV VRS b AR LT R
T2 =T AV AR RARIEEHR GG RA, 7 = v X v F R

1. EREEEAR
2004 4E7 A 6 H (FRINES)
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BRI

8. WERFZTAREABRUVARES. EMELENHFEABH. REHBERAB
W24 & IR e KERAE A H TR HAMFEMENGEAE H Al IRoeBREA B
T HNY
0D $E 25mg 30200AMX00882
[VTRS]
T HNY v
0D & 75mg 20204 8 H 17 H 30200AMX00883 20234 11 H 22 H | 2020412 A4 11 H
[VTRS]
T HNY v
0D #€ 150mg 30200AMX00884
[VTRS]
9. BEEXIEZREM. AERVAZEZEEEMENDERABRUVUZORE

<HE> EREIS (VY BRI 25ng, T5mg. 150mg) {FHER
2010 4E 10 H 27 H : RAYMARRRREE ML R
2012 4 6 H 22 H : BRHEFIRIEIZLE O &

2013 4E 2 H 28 H : #hfRFEEMILSR

10. BEERR. BIEBERAREABRVEZORAE

L7

<HBE>S EIEEN (VY HH RN 25mg, T5mg. 150mg) [HER

HRAREEBEAA 201946 H 20 A
HEEME . b7V —1 (BN, ERERSEDMN

UWEELHEIBADOAETONTIUCHEEY L) |

1. BEEHME
B L7

<HE> EREIKN (VU BZHT B/ 25mg, Tomg, 150mg) HH
84F 1 20104F4 A 16 H~20184F4 A 156 B (#7T)

12. REHRFRICET 51E8R

B, AR OO BT D IEHE

AFNL, R M ORI BINE QNS LU | O S & JE A B RN E D D n IS (ERk 18 4F
JEAE B SR 107 B) O—3 % IE U= ERk 20 AR EA S #E SoRE 97 B CERK 204 3 A 19 H
£1) @ TSRS FRREAR T DN TWAERKS ] IS LR,

X, EHHFHICET HHA
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13. &£Ea—F

PERE o -
WA, IR e BTRCTOI o I it

TV v

0D #E 25mg 1190017F1266 1190017F1266 129483501 622948301
['VTRS |
FA AV g

0D #E 75mg 1190017F2262 1190017F2262 129484201 622948401
['VTRS |

TVANY

0D & 150mg 1190017F3269 1190017F3269 129482801 622948201
[VTRS]

14, RIREHLDOIE
AT, RREZIR EORFEERMISEET D,
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XI. 3Tk

1. Bl

1) HEF BiEh: [T RESINWE2= "=V LT AL 7 5 FOBEZ (1)
—HEHE, TV IR, 2= R—H T WA ERO R EEE D g — |
55 35 [FUERTEARAT OV AR T U AR SCEE. 2009 : 25

2)  HH HWIE) . [T RCHESW = R—F LT A T FOBR%E (2)
— (KRR TR AE T O AR D bl — |
55 35 [FUERTEARAT S o AR T 0 KGR SCEE. 2009 : 29

3) WA mEh: [ZETF R ESW = AN—PILTH A T 3 PO (3)
—(K= 2 N T A MIREETO RO g — |
55 35 [FUERTEARAT O AR T U AR SCEE. 2009 ;33

4) PR EHED : BEA - T RAKIOIECTERAE COLENERR. 2009 ; SGT 6 hR : 441

5) Wolfe, F. et al.: Arthritis Rheum. 1990 ; 33 (2) : 160-172 (PMID : 2306288)

6) HARBRHETIRIE S « SETIRIERZIE T A R 74 > 2011, 2011 : 23

7)) tENEEL : B RERERE K OGS RE ISR 2y EE (VY gl 7 2010 & 4 A
16 H7&#R, CTD2.7.2.2.2.2.2)

8) FENERE} : HEEEECANICIIT D3 pEhRE (HEIRE) (U U e 7L 2010 45 4 H 16 HA&AR,
CTD2.7.2.2.2.1. 1)

9) FENER: RIS T 2 3EpERE (KERS) (VY Deh 7L 2010 44 A 16 HIKFE.
CTD2.7.2.2.2.1.1)

10) /NHEIRRIZDS : HARNA 7 U =y 7 %4356 20105 17 (2) @ 141-152

11) #ENEER  EWNFETEHERIGHER (CRIRIEZ %)

12) FEPNEE} : ENE ARG BRI IR RS E O 9&9E) (U Y Tl 7L 1 2010 4F
10 A 27 H#GR, CTD2.7.3.3)

13) fEPNEERL: AMES ML O 77 2 AR RS (REs ki) (U Y el 712010
£ 4 H 16 H7KFE. CTD2.7.3.3)

14) van Seventer, R. et al. : Curr Med Res Opin. 2006 ; 22 (2) :375-384 (PMID : 16466610)

15) FEPNEEF: EN MR MR EERER GBRHERRIE) (U U b 7L :2012456 A 22 H &R CTD2. 7. 3. 3)

16) tENEEF  EEELRE IR CGEREERER) (VU el 7'/ 2013 4 2 A 28 HARR,
CTD2.7.3.3)

17) #PNEE  SMEH L ARRER FRHREHILm)

18) #ENERL . ENEME LR (RS %) (VU el 7L 2010 44 H 16 HKGE,
CTD2.7.3.5.1)

19) /NI EREBIED> « BRI 2010 ; 59 (8) : 961

20) FENEEL : ENEBRGERER R EARMERREEICLE 2 %m) (U U el 7L 12010 4 10
H 27 HA&FE, CTD2.7.3.5.2)

21) FEWNEEL: ENEB SRR GREETRIE) (U U Dol 7 E/L:2012456 A 22 H KGR, CTD2. 7. 3. 5. 1)

22) tHNERL: ENEH&RGRR CERREGHRERE. IMEP%RER., 2R MEE(LEICE S Em) (VY
el 7 2013 4E 2 A 28 HA&RR, CTD2.7.3.5.1)

23) HEWNERL  SMNERIIEGRER (FIRESERR) (U U el 7L 02010 4 4 B 16 H KRR,
CTD2.7.3.5.2)

24) tENERL  SAEEEGREBR (FREE%ZER)

25) BFIE  —E1E)> : Prog Med. 2018 ;38 (8) : 883

26) B —&HIEDH> : Prog Med. 2018 ;38 (9) : 1009

27) Satoh, J, et al. : Diabet Med. 2011 ;28 (1) :109-116 (PMID : 21166852)
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) Kavoussi, R. : Eur Neuropsychopharmacol. 2006 ; 16 (Suppl.2) : 128-133 (PMID : 16765030)

) Dooley, D. J. et al. : Synapse. 2002 ;45 (3) :171-190 (PMID : 12112396)

) Bauer CS,et al. : J Neurosci. 2009 ;29 (13) :4076-4088 (PMID : 19339603)

) Tanabe M, et al. : J Neurosci. Res. 2008 ; 86 (15) : 3258-3264 (PMID : 18655202)

) Bee LA, et al. : Pain. 2008 ; 140 (1) :209-223 (PMID : 18809257)

) Fink K, et al. : Neuropharmacology. 2002 ; 42 (2) :229-236 (PMID : 11804619)

34) Maneuf YP, et al. : Pain. 2001 ;93 (2) :191-196 (PMID : 11427331)

) AENEE . PH] £ 7 2 AR EDE RS9 B ER

) HPNEEL: BT AL AP ROV b =B A BEALT T RO A 1ER

) Field MJ, et al. : Pain. 1999 ; 83 (2) :303-311 (PMID : 10534603)

) Field MJ, et al. : Pain. 1999 ; 80 (1-2) :391-398 (PMID : 10204753)

) Tanabe M, et al. : Eur. J. Pharmacol. 2009 ; 609 (1-3) :65-68 (PMID : 19285498)

) FENERE BT E SRR T T VST B ISR (VU b TR 201246 A 22 H
7GR, CTD2.6.2.2)

) Field MJ, et al. : Br. J. Pharmacol. 1997 ; 121 (8) : 1513-1522 (PMID : 9283683)

) FENEERL D BRIV~ Y T A MBI AERIER GRER D)

) Field MJ, et al. : J. Pharmacol. Exp. Ther. 1997 ; 282 (3) : 1242-1246 (PMID : 9316831)
44) HPNERE BT A A P ONNMDA 7B R RN T VIS BT A EA

) FENEE  AFARSEERER (VY el 7L 2010 4F 4 A 16 HIKGE

) AR AEORE (VY Ul 7 201044 H 16 H&ZR, CTD2.7.1.2.2)

) FENEEE AN TF L OEMBEER (VU ek 7L 2010 /£ 4 H 16 HEKR.

CTD2.7.2.2.2.3.5)

48) FEWNERL - R OB L O EAIER (VU ek 7/ 2010 4F 4 H 16 HIER.
CTD2.7.2.2.2.3.6)

49) fENERL : v T BN OEMEAEAER (VU Dk 72010 4 4 H 16 HEKRE.
CTD2.7.2.2.2.4.1)

50) tENERL : AFx v a R oEMMEEAEHN (VY el 7/ 2010 4 4 A 16 H KGR,
CTD2.7.2.2.2.4.2)

51) #hINER: =& 7 — L OIEMMBEEN (VU el 7 &L 2010 £ 4 H 16 HIKFE.
CTD2.7.2.2.2.4.3)

52) Brodie MJ, et al. : Epilepsia. 2005 ;46 (9) :1407-1413 (PMID : 16146435)

53) tENEHEL: B I cytochrome P450 {2kt 2BAEMEM (VU el 7L 1 2010 44 A 16 HIKR,
CTD2.7.2.2.1.3)

54) tENERL : REERHEERTE . WO BRI B BEIRIS TR R R E I O R A A T D R
o OVBRAERR IR IE BB 12 B U 2 RHERI M ENRE (VY Heh 7L 2010 4 10 A 27 HAGR
CTD2.7.2.3.5. 1, 20124F 6 H 22 HI/KFE CTD2.7.2.3.1, 2.7.2.3.4)

55) Piyapolrungroj, N. et al. : Pharm Res. 2001 ; 8 : 1126-1230 (PMID : 11587483)

56) Jezyk, N. et al. : Pharm Res. 1999 ; 16 : 519-526 (PMID : 10227706)

57) thINERE : PR B G- O SR ENRE R OMREHE (U U Bl 7L £ 2010 4F 4 A 16 HIKR,

CTD2.7.2.2.1.6)

) FENEERE - T RTEBT DR A

) FENEERL . T v MBS DA

) FEWNEEL - ISR AR A

61) fENER : AR T v MZI T DR A

) FENEERE R ILEIC R 2 EYENRE (VU e 7RIV D 2010 4F 4 A 16 HIAR)
) AENERF - MAEEARSES (V) el 7B 201044 A 16 HKZR, CTD2.7.2.2.1.5)
) AENEERL  EEE ISR AEpENE (U U heh P 2010 4E 4 H 16 H&ZR, CTD2.7.2.2.2.2. 1)
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) AEPER AR EEENERBR (V) et 7RIV 2010 42 4 H 16 HKER, CTD2. 6. 6. 6)
) FENEE S A - EERRER (U U ek 7L 2010 454 H 16 HA&GE, CTD2. 6. 6. 6)
) tREE SENID  RAERIR. 1996 ; 45 (8) @ 1946
) BAJRBESEAIRI SR - EARARBEIERERED 72 0 O IRFEFEEE WAL, 1997 ;1 : 20
) BAJEBEIEAIRI SR - B ALEIERERE D 72 0 O IRFEFFEFERE. 1998 ; 2 @ 103
) HAIRBEEEAIAI SR - B EIEAIERED 72 8 O ARZEFRE S HEE. 1997 ;1 : 61
) AERERE  NAJEPERRER (U U Bl TR 2010 42 4 A 16 HKFR, CTD2.6.6.5)
) HENERE : BFREMETEY Y REEA TR D 1ER
) FEPWNEEL - hERG B U 7 AT v VTS % )
) FENEEL : PHRXSRERIEROBIE (vU X, Ty b URYL)
) AENERL D DILE T A—F ~DE (T v b, A X, Y)
) FENERE  FER AR R~ DR
) FENERE  IE(LEEEI~ D)
) FENERE - B~ DR
)ﬁwgﬂ:%EW%%ﬁ BT B b g
) FENER : REBIC X D RE —ERERIEICHTAER (vv A, v b)
81) #ENEE} : Geller =7V 7 FRBRICBITA1EH (T v b)
) HENEE : Vogel =7V 7 FRERICBITA1ER (v 1)
) FENERE @A TRRERBRICBI A1EH (T v 1)
) FENER : ERERBRICBT HER (w7 R)
) FEPNEEF : BAREEIR 65 (B
) FENEEL  EWELH & D WIXH EIKTEICR T H1ER (v VA, v b, THF7PL)
) FENERE  HEEGEEER (U A, v b )
) HENERE KRG EEER (T b L)
) AENEEE - MR A O T IR 2R A AR

) FENERE I FFUIERS M 2 O T s 1 2R AL R

) FENERE I FFLIHES A A A 7o Y iR B R

) FENEEL = U RCEBT D IFIEA E R DNA A ek

) FENEERE . T M2 D AR E ] DNA A ke

) FENEERL . v R B/ MEER

) FENEERE . T MTRT S/ LR

) NGRS R R

2. F0hnsE
1) AWZRRA NS REBRG AN KT v F2 R BREE, i), 2006
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XII. 8EE&H

1. ELHNETORSRR
BEARSANA

<BEB> LREELER

TUHNY AT, 2024 4F 6 ABIE, BA, KE, BINESFEE, A=A N7 V7, 1 FZaat it
100 A EOE & HUli CTARR S TR Y | MIREEMLFE., CTArs EoREFRRE | Sfttre
P, BRHEFRIE R EOWIE THEH STV D, BEslE, WIRoOEIZEW TS LYRICA Th 5,
7o, TV O RENEETHEA TIIUKR S TR0,

KRBT D7 L)Y o 0D BE 25mg, 75mg, 150mg [V TR S| OZREXITNE, HIEROCHEIX, UTor s
DTHY ., SEOETRRR L XRR D,

4. PEEXRIFZER
OmEEE LR
Ot FREIfH S &R

5. MEEXRIIHRICEIET HFE

(IRHEFIREE I S &8

MRAEFRIEORBWNL, KEY v ~F 2200k (W) EMESOEFRR 2R 2O S HE I i
L. WEERBW SNIZHBICORELGST LT L,

6. RiERUVAE

(HREEEERE)

WH., RAIIOHHAEL LT LAY > 1 H 150mg 2 1 H 2 [N TRO®KEE L, 0% 1
LA ENT T 1 HHEE LT 300mg £ THIE T 5, i, Fln, JERICE 0 EEHET 52, 1 H
e AT 600mg ZB RN L, WG 1B 2B CRAFKET S,

(IR FRIEIZHE S &ER)

HEHE., RAIIPAEE LT LAY 1 H 150mg 2 1 H 2 [BNZ T TROKE L, 0% 1
BERILLE2NT T 1 A& E LT 300mg £ THiHE L7-%%. 300~450mg THEFF 5, 7235, Fn, SER
WX D EEIET A28, 1 BRE AR 450mg 2B 2202 s L, Wb 1 H 2 B2 TR
#5935,

1. BERUVRASICEET 5FE

1.1 KR L2 IET 28BE120%, 27 s 1 EBL  ENT ThHx ICEET S 2L, [8.25H]

1.2 B EREIIAKNEZZ G T 256813, TRIORTIZ LT F=0 7 VT 7 AMiesE L LTAR
FloFG58N OBGRBEEZREST L, £/, MET2% T CWHEETIE, 7LT7F=2271
7T AMES Uz 1 HHEISINA T, MEENT % 5 U 72 B ISR OB 52175 Z &, EEO
FAENREINTWDEAICE, BKAENSBMG L, ZEMENHER SN, 2WRR D RGAICHEET
BTl B, ZZTRLTWAHE - AEIF Y I 21— a URICESS D THA Z b,
FRETLICHEBEICBE LN S, Bk HEZFAST228, (9.2, 9.8.1, 16.6.2 B#]
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(HREEEMLERE

TVvTF= e 2
VAN >60 >30 - <60 >15 - <30 <15 mf%éi‘ﬁf)
i AR
(mL/min)
1 P& 150~600mg 75~300mg 25~150mg 25~75mg
1 ] 25mg 1 [F] 25mg
1A 3 ] LA
o 1 [B] 75mg HLLIX2MH 1 [|] 25mg
WA & LB 2 B4 i L H1E 25 X 1% 50mg
1 [@] 75mg
1A 1[E 1 121 50me
1H1[H
1 [2] 50mg
1 H3[H 10| 25 X%
e ﬂ%fgg B ﬁ%?g 50mg 50 1% T5mg
1 [2] 75mg 1 H 119
1 H2IMH
1 [#] 100mg 1 [=] 75mg
1 B 31 1 H2IH
BB ﬂ%?gg ik ik i%?g 100 1% 150mg
1 [#] 150mg 1 [2] 150mg
1A 21 18 1[H

) 2 B 1, AFIEEG 6 RpH% 5 4 RIS 2 50 L 72 Hma 0 2 2 b—ra UfRICHES <,
(BRMEFBIEICHE S BB

VAYe s=04 - »
IUT TR >60 >30 - <60 >15 - <30 <15 MR 0>
) T &
(mL/min)
1 B E& 150~450mg 75~225mg 25~150mg 25~75mg
1 [5] 25mg L [a] 25me
1B 3 1H1E
= 1 [5] 75mg H LI 2H] 1 [5] 25mg
HIEH & LA 2 M P ds it LB 1E 25 X% 50mg
1 [A] 75mg
1H 1A L[zl 50mg
1 H1[H
1 [|] 50mg
1 H3E 1 [\ 25 i
HERF R llﬁé 125 ?glg i 11 %‘ 715%1? 50mg 50 i3 75mg
1 8] 75mg 1 H1[H
1H2[H
1181100 & L< I
125mg
HEFF R 1 [A] 225mg 1 =] 75mg 1 H1[E ! @755?nmi 75 X i% 100m
(BBt 55 1A 20 1A 3MmE pdrs 155@ &
1 [@] 75mg
1 H2[H

) 2 B 1|, AFIEEG 6 RpH% 5 4 RIS 2 50 L7260 v 2 2 b—ra URICHES <,

XII. &%k

165




OXREIZHE T 5MBEXIIHNR. RERUVHAE KERMFXE 2023 £ 12 AHETHR (EREERY YA
Hh T ILDIER)
[ZhEE X (XN ER]

FERBREREARESICE S ARES T ER

AT R MERE

TANATARIEEZETHEE (ER1 nALLLE) ZRRELI-GIRARE

RUEHBIED AR

BHEEICE S HREENER
[AERUVHAE]
AFNIBATR BRI LT, RO&ET 5,
AFNOEE 2P LT 558100E, KRIETH 1#RFLLENT TR ICBE L Thr L IET 5,
AHNTIEICHRZN L CHRt S 2720, BHEIEOKT LZEBE CIIHEZIET D,
FERFEREAEESICHS R EEEER

JVTF =2 7 UT T AN 60mL/ 3L EOBRE IR T DAF O EHESEHRIX, 100mg 1 H 3 [8] (300mg/
H) Th5, 50mg 1 H 3[E] (160mg/H) 2 bix54 BT 5, AR OEEMEICL U T 1 EBLNIC 300mg/
AETHETE D,
A 600mg/ H OF G- B GBS L2 d, A ERBMA ML R TREHUI R < . EABEMITRI LITE 274
W, HEEAFRRBIER A3 E LT, 300mg/ H 4 EEIDHEDHREIIEID b,
HRASRGERE
J VT F= e 7 UT T AL/ 53 LA EDBE IR T D ARKOHERE A X, 75~150mg 1H2[E], XIE50~
100mg 1H3[A] (150~300mg/H) T D, 7omg 1 H2MIXiX50mg 1H3[E] (150mg/H) Mo&5%2BAT 5, A
PER OEAMEDS U CHEMLAINIZ300mg/ H £ THETE 5,
AFN300mg/ H Z2~4W B EE LT H + 0 2R 25 D2 WARFICOWTIE, AFIBGICEFERED O
N5 L &M, 300mg 1H2EXIX200 mg 1A3[E (600mg/H) £ TOHRLENARETH D, FHINEMHREK
AT, BHERZEH L T GHIEERENT 0D, 300mg/ H % RIS HEOEG1X, MR RIFEADH
V. 300mg/ HEHICHEMENRB LN D BFIZRD,

TADABIREEEZETHBEERNRE LE-HRBE
HNEE R OER 1 5 AU EO/NRBEICHR SN OMEEZER 11RT, R1LITRT LI, #1 ARGEZ
2 [\ 3 AN T TRE NG %, NREBE TR, REICK > THEZRE T 5, BRRIEE BEMEICIET
T, HRIFBBIEZHTLITHET L2 LN TE D,

K1 FABERCAER 1 » AULEO/NEBEICKIT 2HERERE

i & OV HELE I & HESE KA & B 505K
N (17 7% Lh 1) 150mg/ H 600mg/ H BID X% TID
K 30kg LA ED/NREESE | 2. 5mg/kg/ H 10mg/kg/ H BID X% TID
(600mg/ A Z#8 2 72\)
ST 30kg Al D /N RS | 3. bmg/kg/ H l4mg/kg/ H Atk 1 » ADD 45K - TID
4 7% | - BID X% TID

TID=1 H 3 [a], BID=1 H 2 =]

AFN DT a7 7 A VTHEIEROZEEE L HRKTFHNTHDL Z ERRENTND

B O ERNPAFN O BRI RIETEEIZ N TIL, ERUTIIBRF STV,

TR T B RATROBFITBT DARFNOFHEFRE L L TORPIT OV T, bl BRI L A 5H %
fToTWRW, Lo T, AR F UOFHBEOARFIOHESEH BT L TR TE 220,
BHBHRED AR

FRHERSIRIE (23 D AR OHELE I BT 300~450mg/ H TH 5, 75mg 1 H 2[A] (150mg/H) M HEIAT 5, A%
PR OIS UC 1AM AN 150mg 1 B 2 [\ (300mg/ ) ICHmTE 5, 300mg/ A BE5-THA 7222 R
EOOLNRVEFIIH L TIE, E512225mg 1 H 2 (450mg/H) £ THETE %, 600mg/ HE5 2 Hatd 5
R ENE S N7=03, 600mg/ H DIEIZ L A2 F T 4 v MIRDO LT, BEMELIE» -2, BWEHSHEK
T TH o722 LD, 450mg/ A % k[R5 |0 #5513 HERE S iu7e
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[AZERUVAEZE] (0DF)
EHIESIICHS mEEE S
FHEREAE O AR E MR O TR IR 2 AA OHESE &% 150~600mg/ H Tdo 5, HESERH AR 1% 75 mg
1 H2[E (150mg/H) Thbd, AoMEEEAMECIS T T BMLIPICHEZ 150mg 1 H 28 (300mg/ H) (ZH
BT HIENTE D, 150mg 1 B 2 [E%E 2~3 WEEL L TH+02EmRERN S DR WEEIC VW TE, K
FNCBEMER S HEE121%, 300mg 1 H 2 [HE TORENARETH 5,
BieEEZ2ETo8E
AFNZOWTIE, BWEASAEERFHI CEICEEEZ N L THEESN D Z 80D, BHHEMET LI ABE T
THEZRET 5, BHEENKT Li/NEEREICRIT 2 RF ORI TR S v,
B E A AT ORBE B DAEREIX, v T F=r - 7 UT TR (Cler) ICESWTE 2 DFET
FEhid D, ZOREFMT DI, ZOBEFED Cler (BAL :nL/5y) &HEET DMERH D, ZOHEEME (nL/
43) 1X. IR Cockeroft and Gault DX &> CIMiFEZ L7 F =2 (mg/dL) EEHENPORD D ZENTE D,
[140—4E#n (%) 1 X{KE (ke)
CLer= (ZHEDBEIXZNIZ0.85 ZF U D)
72X 1MiE7 VT F = (mg/dL)
FELROHAEOEICFEH Lo BY | EWNRBEHELG T 28E (Cler6OmL/43EA k) 1Zx L THER SN S 1
HEGEITEIMVEIS U TRESNTVD, K22 THEHREICL Y AEZFAET 2,

(5] : T 7B 2 A 9 5 8 RIEB B RR B (CLer>60 ml/4y) 1% U TAKINC L AIREA1T 5 B4 DB
WREIX T LAY v 150mg/H THD, LEN-ST, ZLTF=2 « 70T T2 AN b0nL/4) O EREREREE B
FIR LTI, VAN > Tomg/HaE 1 H2EXE 1 B 3ENZOEILCRET D, )

MEENT %% TV B EBE T, BEEIS U 1 BHAEOPFEEIT I, SFEMABICIEF0 1 HHEIC
Mz T4 FEROBHTER IR G 2 LT 5 (F28R)

2. BRECESIILINY VHERE

i;fz;:.éigj TVANY i1 HAE (ng/H) ¥ e mEK
>60 150 300 450 600 BID i3 TID
30-60 75 150 225 300 BID 33 TID
15-30 25-50 75 100-150 150 QD 3} BID
<15 25 25-50 50-75 75 QD

MIEBNHEOMFTLEL (mg) T

25mg QD $& 5/ © 25mg 3L 50mg o> HA A4 Fedse G-

25-50mg QD ¥ G- : 50mg X% 75mg D HL[EIAH FE e 5-

50-75mg QD $5¢5-FB3 1 75mg XI% 100mg O HiEI#FE G-

T5mg QD 2 5-FBF : 100mg i 150mg O Hi[EIHFE 4% 5

TID=1 A 3@, BID=1 H 2/, Qd=1 H 1[al

* 1 HMARE (mg/H) Z2HEGEHTHRTIEICESTLEIGZY OFE (ng) BKRED,
T ARG, BMNRERERSETH D,
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OFIMNIZH 1T 2MEER TR, FRERUVHE BRI XE 2024 £ 2 AHETHR (EREERD U AS
TEILDIER)

[ShEER IEZNE]

fEEETES

AFNIEANZ I T D AR B O AR B I OTRIRIC AV D

TAMA

AENT ZREERICOF DL 6T, HaRIEEF T 2RABEOJAREE LTERAT 2,
ERMETRESE

AFNIRN O EPER LR EOIRFICK L CHISE AT D,

[AERUVAZ]

150~600mg/ H % 1 H 2 B 3 BN/ TR OE 595,

EEEEES

150mg/ H % 1 A 2 [830% 3 [N/ = & TG 2469 5, T NE N0 BE KT 5 SOGHE &K OBERFEITIS
UC, 3~7 HEIBE T 300mg/ H £ CHET HZ LN TE D, LETHIVUE, S 5127 BRI T 600mg/ B O E
HEFTHET LI ENTEX D,

TAbhA

150mg/ H % 1 B 2 [B13% 3 BN = HE TG 2T 5, 2NN RE KT 5 KOG & OCBEMEIG
CC, 1 EMZIC 300mg/ HETWRERTHZ LN TE D, IHIC 1 AEMKIC 600mg/ H O mHEE CHET S
TLENTED,

ERMETRESE

150~600mg/ H % 1 H 2 BIUL 3 ENC/3 T THRET 5, Z0HRGOLENZ EMICHBEFT & TH D,
150mg/ H OB THE G- BET 5, TNENOBE KT 2 KISEE OEFMEICIS T, 1EM%ZIZ 300mg/ H
FCHEBTAIENTES, | HEKIC 450mg/ HE THETHZ N TE D, 512 1 @& 600mg/ H D
KEABECHB T ENTED,

FRIO®|EDOHIE

AR OB G2 LT 235612132068 - RIS BR e < | BT O EHIERRIC L3> C LIRS LT ClE%
AR L TN ZERHERS RS,

BEREEEZETLEE

AHNIEFMEER P S EICBHEIC L 0 KRB E LTSN D, RAID I VT F v AZ 7 VT F=2 7
UT T AT 5720, BEREELZAFTIBETIIRK T/ LT F=r - 27U T T A (Cler)  %3K
W, £ 1 EZEBEBNCHEZBE L2 UL 5720,

1. 23X [140—4Ffis (%) 1 X{KHE (kg)
CLer (ml/4y) = (ZMEDOHEIXZIC0.85 ZF L 5)
Mmig7 v7F=> (umol/1)

AHNX, MBI L > THHEF 2 DREREIND (4R OBREZR50%) , MEENTEZ1 VDR
FHCIE, BHEEIOE U 1 B HEOTIEEZIT O 1Eh, EEKE R IZIZZ0 1| BHEICNZ T 4 KM OEITE %
ARG 2175 (R1BHR) |
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(1) EE~DH‘EIZEHT H1EHR
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9. BENEREHIHBEICEHI IR
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WERE) | HAER~ORZE (KFEIEKT, AFEROET, BWREBISSOSOR T, FEHEBIE, AFEREICXT
THHEE) PREILTHD Y,

RAG-HIHRAARET S5 2 &, AL E MRELF~OBITRRD LN TS Y, [16.6.4 B3]

XII. &%k 169



H AL
KESFEIESI D | Pregnancy
WA cE Risk Summary
(20234%:124) Observational studies on the use of Lyrica during pregnancy suggest a possible small increase in the rate

of overall major birth defects, but there was no consistent or specific pattern of major birth defects
identified (see Data). Available postmarketing data on miscarriage and other maternal, fetal, and long
term developmental adverse effects were insufficient to identify risk associated with pregabalin

In animal reproduction studies, increased incidences of fetal structural abnormalities and other
manifestations of developmental toxicity, including skeletal malformations, retarded ossification, and
decreased fetal body weight were observed in the offspring of rats and rabbits given pregabalin orally
during organogenesis, at doses that produced plasma pregabalin exposures (AUC) greater than or equal to
16 times human exposure at the maximum recommended dose (MRD) of 600 mg/day /see Data/. In an animal
development study, lethality, growth retardation, and nervous and reproductive system functional impairment
were observed in the offspring of rats given pregabalin during gestation and lactation. The no—effect dose
for developmental toxicity was approximately twice the human exposure at MRD. The background risk of major
birth defects and miscarriage for the indicated populations are unknown. However, the background risk in
the U.S. general population of major birth defects is 2-4% and of miscarriage is 15-20% of clinically

recognized pregnancies.

Data

Animal Data

When pregnant rats were given pregabalin (500, 1250, or 2500 mg/kg) orally throughout the period of
organogenesis, incidences of specific skull alterations attributed to abnormally advanced ossification
(premature fusion of the jugal and nasal sutures) were increased at greater than or equal to 1250 mg/kg,
and incidences of skeletal variations and retarded ossification were increased at all doses. Fetal body
weights were decreased at the highest dose. The low dose in this study was associated with a plasma
exposure (AUC) approximately 17 times human exposure at the MRD of 600 mg/day. A no—effect dose for rat
embryo—fetal developmental toxicity was not established

When pregnant rabbits were given LYRICA (250, 500, or 1250 mg/kg) orally throughout the period of
organogenesis, decreased fetal body weight and increased incidences of skeletal malformations, visceral
variations, and retarded ossification were observed at the highest dose. The no-effect dose for
developmental toxicity in rabbits (500 mg/kg) was associated with a plasma exposure approximately 16 times
human exposure at the MRD.

In a study in which female rats were dosed with LYRICA (50, 100, 250, 1250, or 2500 mg/kg) throughout
gestation and lactation, offspring growth was reduced at greater than or equal to 100 mg/kg and offspring
survival was decreased at greater than or equal to 250 mg/kg. The effect on offspring survival was
pronounced at doses greater than or equal to 1250 mg/kg, with 100% mortality in high—dose litters. When
offspring were tested as adults, neurobehavioral abnormalities (decreased auditory startle responding)
were observed at greater than or equal to 250 mg/kg and reproductive impairment (decreased fertility and
litter size) was seen at 1250 mg/kg. The no—effect dose for pre— and postnatal developmental toxicity in
rats (50 mg/kg) produced a plasma exposure approximately 2 times human exposure at the MRD

In the prenatal-postnatal study in rats, pregabalin prolonged gestation and induced dystocia at exposures

greater than or equal to 50 times the mean human exposure (AUC (o of 123 pg-hr/mL) at the MRD.

Lactation

Risk Summary

Small amounts of pregabalin have been detected in the milk of lactating women. A pharmacokinetic study in
lactating women detected pregabalin in breast milk at average steady state concentrations approximately
76% of those in maternal plasma. The estimated average daily infant dose of pregabalin from breast milk
(assuming mean milk consumption of 150 mL/kg/day) was 0.31 mg/kg/day, which on a mg/kg basis would be
approximately 7% of the maternal dose [see Data]. The study did not evaluate the effects of LYRICA on milk
production or the effects of LYRICA on the breastfed infant

Based on animal studies, there is a potential risk of tumorigenicity with pregabalin exposure via breast
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milk to the breastfed infant. Available clinical study data in patients greater than 12 years of age do
not provide a clear conclusion about the potential risk of tumorigenicity with pregabalin. Because of the
potential risk of tumorigenicity, breastfeeding is not recommended during treatment with LYRICA

Data

A pharmacokinetic study in ten lactating women, who were at least 12 weeks postpartum, evaluated the
concentrations of pregabalin in plasma and breast milk. LYRICA 150 mg oral capsule was given every 12
hours (300 mg daily dose) for a total of four doses. Pregabalin was detected in breast milk at average
steady—state concentrations approximately 76% of those in maternal plasma. The estimated average daily
infant dose of pregabalin from breast milk (assuming mean milk consumption of 150 mL/kg/day) was 0.31
mg/kg/day, which on a mg/kg basis would be approximately 7% of the maternal dose. The study did not
evaluate the effects of LYRICA on milk production. Infants did not receive breast milk obtained during

the dosing period, therefore, the effects of LYRICA on the breast fed infant were not evaluated

F—ARZVTD
¥
(Australian
categorisation
system for
prescribing

medicines in

pregnancy)

SYE D (2024456 H HIAE)

<BE : HEOME>
D : Drugs which have caused, are suspected to have caused or may be expected to cause, an increased
incidence of human fetal malformations or irreversible damage. These drugs may also have adverse

pharmacological effects. Accompanying texts should be consulted for further details.
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(2) NE~ADEREIZET 51EH
ARIROUHICED 9. TINRE] OFLHIILLTDO LY THY | KE T EIK S O U SCE K OH[E
SEFEEH LD SPC &1L 72 B

9. BENEREHTHBHIETLERE

9.7 INR%F

NS A R L LT AR OV A A S & LB I L T 7any, 90855 » b TR
SEORSZIEDE < BRBRK A (600mg/ H) & W% OBEEICI T, PHURIER (1 5EB) T
HEROHE LY) ROBEA~ORE (—BIEOREMINE) 285 SN T, i, RRER
FHIED 2 15 % 2 5 VR CIESEVERESSOS OIR T3, 49 5 (5O R CIMIK I OIER 1 Sh

Tll\é 66) .
H g FLENA
KESFHEIRS | Pediatric Use
DU SCE Neuropathic Pain Associated with Diabetic Peripheral Neuropathy, Postherpetic Neuralgia, and

(2023 =12 H)

Neuropathic Pain Associated with Spinal Cord Injury

Safety and effectiveness in pediatric patients have not been established.

Fibromyalgia

Safety and effectiveness in pediatric patients have not been established.

A 15-week, placebo—controlled trial was conducted with 107 pediatric patients with fibromyalgia,
ages 12 through 17 years, at LYRICA total daily doses of 75-450 mg per day. The primary efficacy
endpoint of change from baseline to Week 15 in mean pain intensity (derived from an 11-point numeric
rating scale) showed numerically greater improvement for the pregabalin—treated patients compared
to placebo—treated patients, but did not reach statistical significance. The most frequently
observed adverse reactions in the clinical trial included dizziness, nausea, headache, weight
increased, and fatigue. The overall safety profile in adolescents was similar to that observed in

adults with fibromyalgia.

Adjunctive Therapy for Partial-Onset Seizures

Safety and effectiveness in pediatric patients below the age of 1 month have not been established.

4 to Less Than 17 Vears of Age with Partial-Onset Seizures

The safety and effectiveness of LYRICA as adjunctive treatment for partial-onset seizures in
pediatric patients 4 to less than 17 years of age have been established in a 12-week, double-blind,
placebo—controlled study (n=295). Patients treated with LYRICA 10 mg/kg/day had, on average, a
21.0% greater reduction in partial-onset seizures than patients treated with placebo (p=0.0185).
Patients treated with LYRICA 2.5 mg/kg/day had, on average, a 10.5% greater reduction in partial-
onset seizures than patients treated with placebo, but the difference was not statistically
significant (p=0.2577).

Responder rates (50% or greater reduction in partial-onset seizure frequency) were a key secondary
efficacy parameter and showed numerical improvement with LYRICA compared with placebo: the responder
rates were 40.6%, 29.1% and 22.6%, for LYRICA 10 mg/kg/day, LYRICA 2.5 mg/kg/day, and placebo,
respectively.

The most common adverse reactions (>5%) with LYRICA in this study were somnolence, weight increased,
and increased appetite.

The use of LYRICA 2.5 mg/kg/day in pediatric patients is further supported by evidence from adequate
and well-controlled studies in adults with partial-onset seizures and pharmacokinetic data from
adult and pediatric patients.

1 Month to Less than 4 Years of Age with Partial-Onset Seizures

The safety and effectiveness of LYRICA as adjunctive treatment for partial-onset seizures in
pediatric patients 1 month to less than 4 years of age have been established in a 14-day double—

blind, placebo—controlled study (N=175). The youngest subject evaluated was 3 months of age; use

in patients 1 month to less than 3 months of age is supported by additional pharmacokinetic
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analyses. Patients treated with LYRICA 14 mg/kg/day had, on average, 43.9% greater reduction in
partial-onset seizures than patients treated with placebo (p=0.0223). In addition, pediatric
patients treated with LYRICA 14 mg/kg/day showed numerical improvement in responder rates (>50%
reduction in partial-onset seizure frequency) compared with placebo (53.6% versus 41.5%). Patients
treated with LYRICA 7 mg/kg/day did not show improvement relative to placebo for either endpoint.
The most common dose-related adverse reactions (>5%) with LYRICA in this study were somnolence,

pneumonia, and viral infection

Juvenile Animal Data

In studies in which pregabalin (50 to 500 mg/kg) was orally administered to young rats from early
in the postnatal period (Postnatal Day 7) through sexual maturity, neurobehavioral abnormalities
(deficits in learning and memory, altered locomotor activity, decreased auditory startle responding
and habituation) and reproductive impairment (delayed sexual maturation and decreased fertility in
males and females) were observed at doses greater than or equal to 50 mg/kg. The neurobehavioral
changes of acoustic startle persisted at greater than or equal to 250 mg/kg and locomotor activity
and water maze performance at greater than or equal to 500 mg/kg in animals tested after cessation
of dosing and, thus, were considered to represent long—term effects. The low effect dose for
developmental neurotoxicity and reproductive impairment in juvenile rats (50 mg/kg) was associated
with a plasma pregabalin exposure (AUC) approximately equal to human exposure at the maximum

recommended dose of 600 mg/day. A no—effect dose was not established.

[ e B H
@ SPC
(2024 42 11)

Paediatric population

The safety and efficacy of Lyrica in children below the age of 12 years and in adolescents (12-17
years of age) have not been established.

Currently available data are described in sections 4.8, 5.1 and 5.2 but no recommendation on a

posology can be made.
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