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ﬁﬁﬁsﬁﬁﬂ (#Eﬁ’ﬂ&ﬁﬁ ‘ RMERRTREE) 25mg SEFILEI
\ £
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2L ANV Dopsein rop1H—)
PREGABALIN OD Tablets 25mg-75mg-150mg [Pfizer] TLAR) OERRRE
AAEERSY IER-ENNOLSRCLIVERETEIE
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FEE (PN

A 0B H R S| AGEER (EE-EMFEOLTZECLVENTLZL)

FUHNY ODEE 25mg [ 77 AW —] 1 SRS LAY 25mg

% & E |7V HNUODEE Tomg (77 AW —] 1 gEFT LAY > Tomg
T VAT NY ODEELSOmg [ 7 7 A YF—] 1 gEHF T LA NY L 150mg
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W& bhH ¢ .
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IFRIADFSIZOME —AARFERAN=—

1. BERA VA E1— T4 —LIEBDOERE

ARG OEARN R EER & L CEERAERLGAMGE BT, IRISCELKT) B
%, [ESRHI CEERN - SKAIRRS O ERIEFE D H 5 EBIT B0 K o A 215
LRI, IR SCEIC R S T A AT B EICEEM A E RS LRI AN B D,

RIS Tl HZEIEMIC OV CRIZERZE O BRI FHAMA S FEITIEROBIMGE ROE % L
THREZME L THA L TETWD, ZOBRICHERIEREZMBENIICATTH20OOHY A k
L TA U HA E a—T 3 —L0HE LT,

IRFI634-1C B ARPEEAIN S (LR, HRIEEMET) B/ NEREaN [ERMA X B a—
T4 —2n=] (BLF, [FEIET) OFrEAT IO IFRIHERER 2 Li-, F0%., EEEEL T
WO BE T EIEAE R = — X DOEb &5 1) T, 109 A IC BIREENTE/ NERERITE N
TIFRRHEEHEO LG M Thi iz,

FIZ10EA A L, EEMEROAI Y T CTH LM, LT TH 2 EFRBLE O SAIAR
WHFIZ L > THHE - EREREIIRZ B LT 2 & 2520 T, FRk20E9 H 12 BRSEEIRIERE S
SNTHR W TIFFRLH EE2008 D3R E S 4172,

IFROHLZAH2008 Tl IFA MR DM 7 & L TR 2 76 | PDFEEO BT — 4 & LT
BT 5 2 L (IR BNFEAIE o2, ZOEEICHDOE T, IRITXEICBWT (B EDB
g, TSGR BERIANEREOWRT ] R EOSETRH > HAIT, WETORMT — 4 258
MU= B De-TFRN Rt SN D Z & L iro T,

BHMROe-TFIZ, (M) EXEMHEREREBEEEOEELEFERREMF —L =T
(http://www. info. pmda. go. jp/) M H—4E L CAFA[RE L 72 o TV 5, HAIRFRERAIMN 2 TIE, e
IFZ## 2 ER M E BRI — 2= N AT A FTH D Z LIRS LT, SRR B
b Te-IFDIFEMEZ MG DA RE LT, [l x OIFDIRA SCEEMTET Sl EE AR &
L CHEINEE -T2 & & L,

PR 204E KV AFEARIO A 2 B 2 — T 4 — LRI 2B L 7o TR L C & 7o & F R
L., BSEMEEIC L 5T, ERI-FHAIEICE >ThH, PIROBWERF LT L 2E 2T,
T ZTCA. TFRR#EEE O —EiET 21T W IFEEHEEEE2013 8 L TARTHERE 2o 7,

2. IF &l

IF 1% TH GRS O A ME L, BRI EOEFIEERIZ L > THEEBICHLER, EIEL
DOMEEBOIZO DM, WHFHFFOTD DR, OO OMEH, EIR5G O EMHO 70
DG, FEMIREBE T T OT- O OIERENEN SN TRAE R O EE LM E L LT,
AR R 2 R U, JEAIRRSE O 72 D |2 Y 3% 3R b O USRS ZE IR AU ORI 2 (K fE L C
WDEANER EALEMT DD,

7e7E L, HEEE - BURKAEMEEICED L b0, BEREEORAZ ) A BT L DO K
KA E D 2N FEAM « T « 4R RE FESIFOTEHFEL IR LR, S0z 5 & sk
BED BRI NIZIRIE, KARTE O 23R - BT - BRAREIG T2 & & bio, RERHEEZTH D
DLW AR SO L ARHELE LTS,

[IF o]

OHFEIT A4 R, MEEX L L, FRIE LTINS > FELEOTRER (MFEITERLS) TiodiL, —@mly &
T 5, 122U, BASCETHRY: - Rz HOEAIcE, SR TSt b Ld 5,

@IF e EMEIC RS ER L, FHEAAIET Y v 7R Ciidd 5,

@FMROFCHIIH— L. FHUSHET T HFEEMER O [TFHHOFS & OME ] o2t T#HT5b
DL, 2HIZE LD S,




[IF DYERK]

OIF IFEANE LTI OB G50855] (WRAL EHEEL SAEED (CEREn s,

OIF \ZFE# T 2 H L OB H IR AR E L7 1F S BT 5,

QUM CEONEZMTET 5 & D IF DEFITH > THERE RN THEN D,
@REEPEOHEEFICBET 2 b 0, BEREEORAIZ ) 2 BT 5 b O OFEAIR A 1% U DR
PEEFE H DOEHM - HIWT - SR LT R E ROV TIEREE S LR,

® TEHFERLA ¥ B a—7 4 — A5EEEE2013) (LLF, [TFRR#ZEMH2013) EME9) I L D Ek S
NIZIFIE, ETEARCORMEFAR L U, MBS U CEAI 23 FE -1 BEA (PDF) 2> & FIRI L T
HHT 5, BETORRIMATITR,

[IF D34T]

O TTFRO#EEERE2013) 1&, “PR25-10 H IR ERGR S L E3 o B & 72 5,

@ FELUADEIEFIZHOWTIE, [TFEEEEEE2013] 12 X A1ER - 230 388H S5 & O TRV,
Off H EOEEOWET, FREEAE R LM 5 (BRAR ) 23 A S 7 R Rl NS IS IE O
JEREN 2 &N, FEHTRENBDRE L B ARSI S5,

3. IF OFAIZHI=-T

[TF 3o BE0E 2013 1B W TIE, PDE 7 7 A MIC K A B FIATORMZ AR L LTV 5,
1542 R4 2 AL, B AR L CRIAT 2 2 EBNERICTH D,

BABRD TF 1IZDOW TR, EIE S RS GRS 0O [ 3K R R e i R AR — A —
ST E SN TN 5D,

RUIRARZET TR A V¥ B a— 7 4+ — MMEROTFB] X | 120> TERK - 123223, TF OFUR
ZEE 2, ERBUGICRR LT DIEHRSC IF MERIRHZ Fosk LR MEIRE IZ DWW CIIRBE R D MR
HADA A B a— 2 L) EAINEA DONEERESE, IF OFFAEEZ & LLERD D,
Fo, MERFSGT SN AFEH EOFEESICET 2 FHEICE L TL, IF NHETSND £ TOMIL,
3% P SR 5 0 BUSR AN 2 RS B YA SCERC B S SCELSE . B B WO IR E R G E R S AL
= BRI L EAFIESE R S0 E T 5 L & bIT, IF OFHICH - > L, B ORMTEE
2 B SRR AR 1 AR R — AR — U TR T 5,

7B, WMIEMEHSSEEEOMRO S DRt STV D TERRERE ) 0 [E24MNETOFRITEIR
W BT 2B EIIKRFHEICEDLD Z E0nH D, ORIV HFOBEETRETH D,

4. FIHIZBLTOEBES
IF ZEAHED B HEBICBWTRPT ZENRTERWVWERLERFE L UEA L CHEX -
W, L L, EEESOEEAERGL S eE— g a— REICLAHBIC LY, BESRSYENREIK
fnfEH e L TRt T 2FMAICITA T LRARSH 5, IFIXHREOLHEE 2% 1T T, YikEHK
SL DB EAER - R 5O TH D Z LD, BBl - REIQITHNEZZ T S5 2585202
LR LTI 570,
FREEAEIT, IF RS ETHIRMIELMTET2HEREM THY . A v F—F Y FTOR
B Gk % . BEE LOREBENCEA L2V E OBE LIER S TW5D 2 & 28R L TIHE®R
PIERTOMERD D,
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. BIZICRAY 55HEE

1.

FRDRERE

VLAY 0D BE 25mg, Thmg, 150mg [7 7 A ¥ —] 13, 77 A F—RXSHBAFE L2 Y U U 0D 8
25mg, 7bmg, 150mg & ARy (FEE) | W4, A075, BUEET, RS, 2068 - 2h 4. Wik - A,
B S OB TSN — CTH DB BERS (A=Y T4 XK - V=3 v 7 EHHF AC) THY
77 AP —UP J ARV 26 45 11 A 21 BATEERIEH 1121 5 2 BICHES S ARRGHZTV,
2020 4 8 AR 2 IS L7z,

LIRS R EER L Y U e BV KOV U F160D §E 0D Bl JE D 2 Fidl L7,

TVLHNY NF KED ) = AT = 22 CRFETHRIESNTZy -7 X/ BElE (GABA) DFFHIKD—>T
» b,

TV COERBEF I, EENCEE U2 BB RICI W T, BARGEEI LY T AT ¥ L
DY T 2= FTHD a,0 EAE@BWEANMETHRA L, MRATS T 7 2B D1y 7 LD
AZR T S8, SEEEMRISEDE ORI 2S5 2 LIV ERIENEZRET 25260
TW5b, LAY 3 b GABA (I 9 523, GABA (GABA, . GABA, , "Y' UT7TEEY) R
RIZHE A7, GABA OfRHFR GABA BV IAZA~D AR 7 ERIZ /2, S 512, NMDA, AMPA, #1 A =
fe., 70 UK EORTEBREN T I ) B AR NENRFEAI VST L F v 120, F R
TVAF xRN, 7T, RFx RN, BV TLATF ¥ XVHERT 01 (TARUFU3RLS) Ofb
BN BIEER 2N Z E DR STV 5D,

LAY GEREIM) X, 2021 7 ABUE, HA, KE, BINEAEE, A—A 7 V7. &
T ZETR 100 L EOE & Hidslk TRRENTEY . MREEMELR  CRAY MR E R KO
HRR PRI ) . CAD A GRS EOFEE) | SRS, BRHERRAE /2 & O ISE
TR EASHOBRTWA,

HARTIE, 1998 4F L 0 & 1 AHERERD B S 7z, ENAORERFRER OFE R, HRIBS %A ok
DHENE L REENFED B, 2010 4 4 A THAREBZMRIR ) OBIGE CHER SNz, TDik,
B DR IPT I ARG AR B L2 5 TR & kPG & LT E NI IRRBR I B W TR BIME & RaMERRD b,
THUC K0 RIS AR K OWE RIS PE AR S AR IS LE 5 &R & U O RIS PES R E RS O 2
DOOREHRIRIET T BV THERME & LaMNGR0 v, [F4E 10 A1 TR MR REE AR
DINF « e & L CllIIE DS IE R AR S iz,

Z D%, T VAN ATHERRIE 2R & L2 EWNERRRER 36 1T 2 A2 & Z et GED b,
BRI L - T 2012 48 6 IS TRAMEFRAE(CFE O M ] OWEISAE 2 BINAGE S v7,

S BT, PR R R D AR AR C b 2 BB GE 2 xdh 5 & U 7= ERR LR R AR R (2
BOTHMRRD b, T TITARE STV D IR EMNER ) & 0T MRS A
A1 ZZhEE - AR & LT 2013 4F 2 FISTHEISIE S YERAGE S iz,

Fo. OFENRESETH S 0D SEABAZE L. I 7 'LAIE 0D BEDFITE L 7 2 B R O 44510 [R5
PE, ROVE R 2 5 0D SERAIE O AW ERI RS2 MG LI2RBRIC L 0 | B 7R VAl E OAY)ER
FISEMENHER SN2 Z Eonh, U U B 7 & [F—DRRE « RN O - JHET, 201742 A
AR Sz,
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2. BROAREFH - BFI2ESE
(1) BELoerT 2k, ENHAOTA RT 4 X THIEES N TV D,

(2) MREATY T T RIZBITD Ca* ' F v FLDa,d 7 2=y MIFEA LT Ca DIMAZIKR T S, Hi
BEMRAREDE O B 2 I35 2 & CEIFR 2 T 2 EmIEEATH D,
(VI-2. (1) {ERERAL - VEFRERE) OESMR
(3) 1 H 2 [\l 5- CHiRBEEME ., ARMERTRIE S D RIS R 2R LT,
[V-3. ERRAGE OIS
(4) HEFRENFTRE 3 mEEZ /A LT\ D,
- BB Oy ENEE A R L, IRERIIHEICHAI L CINT 5 (% 5%  50~300mg HE[FEETY )
A FTRATEY T 41183.9~97. 7% Th %,
VI-1. (3) 1) Hi[E G KO [VI-2., (3) NAATRATEVT 1| OEBM
HMENRE EOME/ERZR Z LIS WEAITH D,
FEAEREEZITT. BLEEtt S,
- FFEEM ISR T 7 1 L PAS0 D4y 1-Fl, CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 & TX CYP3A4 DFHEMEAILERD by (lmmol/L, 7n vitro) , £7-. CYP1A2 & TX CYP3A4
DRBFFE LD SN2 (3~300umol/L, in vitro) .
b MIEEAIZIFEA LS LRV (0.1~20u g/mL, in vitro) .
VI-1. (5) 2) BFAHEOEE | TVI-2. (7) mMAEEAREGER] KO IVI-5. X§ OESMH

MULTOHTA BT A CHRBEEMRER ., SUTBHERRIEOF —RINFE L L THER I T3,
NICE clinical guideline 173 https://www.nice. org. uk/guidance/CG173 2019/7/19 MR
Finnerup, N. B. et al. : Lancet Neurol 14 (2) : 162, 2015
Moulin, D. E. et al. : Pain Res Manage 19 (6) : 328, 2014
Attal, N. et al. : Eur J Neurol 17 (9) : 1113, 2010
JSPC : #hiRFEEMEFIRIMRIEN A R T4 > 2 BEHAZ S, (BF) R &R : 49, 2016
AABRMERRIE 2“5 IR0 MHERRIER IR A A KT A > 2013 HAREFHHM : 83, 2013
Argoff, C. E. et al. : Mayo Clin Proc 81 (Suppl.4) :S12, 2006
Macfarlane, G. J. et al. : Ann Rheum Dis 76 (2) : 318, 2017

1) RERE - A=
HIREEEER
W RACITHAREE LTF LAY 1 H 150mg 2 1 B 2 BUZT TRAOLL 5 L, F0% 1 B
2T 1 BHELE LT 300mg £ THIET 5, 25, Filn, ERICE D EEEET 2, 1 BRI
600mg ZHEZ 72V L, WG 1 A 2B TRARET 5,
ISHEmEEICHES KR
WE L. RAICIIVIAEEE LT LAY 1 H 160mg 2 1 H 2 [EICHT TRAKE L, 0% 15EML
EFT1 BAE LS LT 300mg £ THiE L=, 300~450mg THERF4 5, 2B, 4Fn, SERIC LV EETH
W55, 1 AfEAEIT 450mg 2B 222 e L, Wb 1 H 2 BN T TREO%BET 5,

I BEEICBE¥ %A 2



(5) FEFEE  BRAENBS LD 7= 6D DFBFRME M _E D EL Y fH A

1) @EE UM, PTP v— ) ([Z2=_—H T A Ak D (Db 7+ N 28T L
T, REEEBGIE LRSS TE D L Y ICAF A ED TV D Y

2) PTP @¥ED/NEICEL S H D — ROMREAZ -, oW (BLEE S - FHMIR) 2404 A
72651 a2— R&EfLTnd,

3) MMV IEZ 2B <D0 E LT, HEEHKOMAIL, Lo (GHE) 254, i
(G EOLLICAZEREEL., TOEE (AR 3’52556, RHEEO FICVYEREEL TV,
¥ HHEOLOEAIL, LG EY AV THATWD

4) PTIP > — hOT YA &2 TRTHZ & THBIMEZmD TN D,

(6) Z2atE : ERERLOERBRBRICB DN THROONTEERIIUTO EEBY ThHhoT-,
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%)
fEEHR 267 B (15.9%) M OVEAE 179 1 (10.7%) TH o7z, (U VU Hek 7 HAKREE TOFHED
35
HERAREREAEESICESER
EN —EEREGAER, EANESRGRRICBW T, AH 150~600mg/H % 1 B 2 B THE ST
LAAVERH G 302 il 199 il (65.9%) ICRIERADSRD biviz, ERREIERIL. HIR 74 4
(24.5%) . FHEWED E 68 6 (22.5%) KOVEIES2 ] (17.2%) Thoto, (VU helt 7B
KGR £ TORAEDHEE)
BiiaEERER. NWETEREBERUSRMEELEICHESER
FREBE LI EHT 2 k5 & Uz ERR LR B S MG L O RIS %8R . A 08w |
ZHRMREACIE I O &R 2 k5 & LI ERN RGBT, ARHAI 150~600mg/HA 1 H 2 [H]
TG ST 2 a8 215 il 165 61 (76. 7%) ICRIERA RO Hive, EREIERIL,
EERR 87 5] (40.5%) . VREHED F U 43 41 (20.0%) M OVHAE 40 4] (18.6%) Tdh-o7-, (VUL
@1 7 NVAGRI £ COFE DR
R TRAE
EN EE MR, ENEIRGRBRICI VT, AHI 300~450mg/ B4 1 B 2 I THRE Sz
LARMERM xS 356 il 295 i (82.9%) IZEWEHIZNRD bivlz, FARREWERIEL, BIR 141 41
(39.6%) . FFEMWED E 98 i (27.5%) M OMAEIENN 56 5] (15.7%) Th-o7z, (VU Hehi 7
YL KR £ TOREDOER)

ERARWERE LT, HFEV, FHIR, EikiEdk, OARE, JiKE, SEHaE, Bre, E®
i, Kb, BUEMERR, a7, TF7 4 T% 30— BIBRIRIRIEERE (Stevens—Johnson JiE &
BE) . ZIBALBE, BUEMFR., MEGEEENHE STV b,

MVI-8. FIEH) OHEHZH

*lolbd Ty b, IR T 3 2 MITHART, BREIVINERER T b T R MIREE (D WD
Gy EREVER Sy E OREOZENH E D ZpVREE) THHLL L 72T OHBIN S E 0T, 2= —
NT WA T3 MEEEIZ /> TV B,
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1I. A%ICET HEE

(1) 4
FVLANY 0D BE 26mg [ 7 7 A P—]
FUHNY 0D BE Tomg [ 7 7 A H—)
FLARY 0D BE 150mg [ 7 7 A Y —)

(2) *4
PREGABALIN OD Tablets 25mg [Pfizer]
PREGABALIN OD Tablets 75mg [Pfizer]
PREGABALIN OD Tablets150mg [Pfizer]

(3) BFrDHERK
BRI THD T VIR AAEE., GE8EY 774 —] L7,

2. —f&k4&

(1) #& (8%iK)
T LAY (JAN)

(2) 8 (@4%)
Pregabalin (JAN)
pregabalin (INN)

3) AT L
gab : gabamimetic agents (GABA B{'E)

3. BEARITRERX

NH,

CHy; /

/m\/)<b/umi

HyC

1. 4MIZBEd 55HE 4



4 HFRRUHTFE
ﬁj\%it . C8H17N02

A& ¢ 159. 23

2% (%%

(35)-3- (Aminomethyl) -5—methylhexanoic acid (TUPAC)

6. ER%. A4, BS. B5ES
Y L7
1. CAS BHRES
148553-50-8

1. M3 5HE




BB IET HHA

1. HEEZHMHE

(1) 5 - K
HEBEOMARTH S,

(2) afEE

FVUTTNY ATKIZRRETIZS L, =& /—b (99.5) | <y,
(3) BB
25 CCTHIRMEZ 7R S 7200,
4) Bhm (RS . R, BES
MR L
(5) EEIEEMREETEH
pKa=4.2 (FILRxILVHEHR)
pKa=10.6 (7 3 / JHk)
(6) HECIZREL
4.57X107% (1-A4 27 ¥ 7 —)V/5EMEK, pH7. 4)
(1) Z0MOELREE
pH : 6.42 JKIEWE (1—50)
PEREYERE [l 3 0 +11.0° KR (1—100)
2. BN SDBEFHETICEITS5REN
o OB PRAFSAE PRAFIZHE PR B R S
FEWIR R 25°C/60%RH B L 36 % A
ot . o (—)
TN R 40°C/75%RH 6 %A Bl L
HaEJE 120 5 1x-hr K O®
T AR ¥/ 77 2 — LBEAK KL = R L % —
258W+hr/m?
BEHEE - R GME) . EEmE. Ko, B E
3 ﬁx)]ﬁk \o)ﬁgnun-t%ﬁlf
IROMRIN A7 s AR E
II. Aoz B+4 5HEA 6




4. BHRDDEES
kv~ 777 4—

1. BRI 25 E



IV. 8|9 5I8E

1. HIfZ
(1) FIRORZ, SNEEUMER

A% (mm)
W 5e4h £ R HE
’ T {31 -
FLHNY /"‘\\
0D $ 25mg (25 ,IIS‘O 130 ;z 80mg
(7 7 4%~ 7
FLHNY v B
.-/;/ ?\- e SRE)
0D & 75mg \ /5|83 ( _]ILS 240mg
. ./ — b
[ 77 A %—]
FUHAY v 2 X pn o
fne M\ e ~ SP)
0D £ 150mg LIISYW) 11105 | | _I_G-O 480mg
R U/ ) - %ﬁ%
(77 A%—] \_ 3
(2) HEIOWE

FLHNY 0D BE25mg [ 77 AW —] . [FODEE Tomg [ 7 7 A ¥—] . [6 0D & 150mg [ 7 7 1 ¥ —]

At 3 5

(3) #Aa—F
T LAY 0D EE26mg [ 7 7 A H—)
L HNY 0D $E Thmg [ 7 7 A Y —]
ZF LAY 20D BE 150mg [ 7 7 A Y —]

: kM PT PR Fif 25
: B PT PR/ FIif 75
: W PT PR T if 150

(4) pH, ZBEEL., HE. LE, BEEOERURELD pHiEFHF

AR BAYA

2. BH DM

(1) A n GEHERSD) OE=E
FLHNY 0D EE26mg [ 7 7 A % —)
TLHNRY 0D EEThmg [ 7 7 A & —)
VLA NY 0D BE 160mg [ 7 7 oA Y —)

1 EEPRICT LAY 25mg B
1 EERIZ VLAY v Tomg EH
1B LAY v 150mg B

Iv. ANz 5IHE




(2) #m¥y

5 75 4, F LAY 20D BE 25mg FULHNY L ODEETmg | L H Y 20D EE 150mg
oo [7 7 A% —] [7 7 A% —] 77 A% —)
AV INT o/ SV IN Y i A I ) BN [=11 )1, 3e mr Sl N ) VAN 3 T e 2
whnt | v—RA D~vr=h—Jb, JRAKRE RS AZTABRTNIVEE~T I TN
vV F ) TR, A7 Tu—A HEL TUVBATT U MY UL
(3) Zmih
BRI L
3. BEAE. AFOLEEICHT BHFE
BRI

4, BEDBREFHETICEITSREN
VAN 2 0D BE 25mg, 75mg. 150mg [ 7 7 A Y —] (&, U U OD &E 25mg, 75mg. 150mg & BNy

(3R |
HOIBRRERKN (A=Y ITA XK - PR v 7 EKY

DOFEFAFLH LT,

w5, BERT, RGETTIE, AR - AR, TR - R, LR ORBRTIEENF T
AG) TH DTz, EMERBRIT LI E K 5

(1) 1) 1) 7 0D %2 25mg. [=] 0D £& 75mg K U] OD £ 150mg DF/FERMFIHITHREM
)5 0D FEDREMRER REFHERVAEER)

vl PRAF S AT RE PRA7 M fER
. e PTP+ 7 /L3
FW R AfralliiR 30°C/75%RH Bt D 36 » H
PTP+ 7 /L3
b o — e 6 % H
R 40°C/75%RH Zib7e L
TIAF
O 62
.y . FAFREE 120 77 1x-hr LA ER O
srmpines | DOEEIRD | oL | R % —
HLARTR 200 hr/m? LLJ:
WEEE R M) Eﬁnuuiﬁﬁ e, WA MR, BEENE, RHE

TR J OLA 5 —
YA

PRI muft%ﬁow FAF v 7R b /Vﬂ%@#;&ﬁm L7,
=N mLﬁ%®77z%/7Tkw@ A ey T DA GAYAAN

a) HERERIC OV TIE 26mg, 75mg KN 150mgOD SE & HITK 1 vy RERAWTERKL -,
IVI/TIVITE, TV =0 L8

b) AU E
c) 25mg N T

=A-RUEE=Y T 7 4
5mgOD HE D A it L 7=,

Iv. HAN

B9 5 HH




(2) ') 70D 52 25mg DEEER V7 IL I EO—BERAHKROREM
1) QKRR O ENE

D40°C, KB BT 7 A, Bie) (GEE)
PRERIE H B AR EE 1% H 2% A 35 H
A HEDFEEE Bl L A7 L |
2 Bl L iz L 27e L
aht (%) 100.5 100. 7 100. 4 99. 2
- Bl L Bl L 27 L
R (ket) 3.2 3.6 3.3 3.3
AREENE SRy 27e L b7 L 27e L
@25°C., 75%RH, MBRHOE (BT 7 A, Bite) (R
AERIEH BH 4G 17 H 2 % A 3% H 6 » A
LRI H 6D FEHE EibZa L Bz L EibZa L Zib7a L
SE (%) 99. 8 27 L Bl L 27 L Bl L
R : 100. 5 100. 1 101. 8 100. 6
i @ Bk v ZEikdH 0 v ZEitdHo P
A (kef) 3.8 (BAEMN) (1) (FAEAL) A1)
2.0 1.8 1.8 1.8
AR ey el L el L el L il L
a) ZibdH v FHMA) : BEEZE 30%LL ., flE 2. 0kg UL LY -
b) k0 RSN BEEZS(L 30%LA b, fHEE 2. Okg ERTE Y - P
o ORFHMIEEYEIL,  (fh) A AYEBEEAFEISIC LA ERITE- T2,
@30 75 1x+hr. 60 J5 1x-hr KN 120 75 Ix-hr. ¥ — LB (T2 +—L) (k)
AR IE B B AL 30 /7 1x-hr 60 77 1x-hr 120 J5 1x-hr
PELR A0 FEEE b7 L 27e L b7 L
e (o bl L Bl L b7 L
a & (%) 99.8 100. 1 100. 7 100. 5
- Eiv7e L e L Eivie L
i (kgf) 3.8 50 5 0 o 8
ARl b=y b7 L 27e L b7 L
2) T v —adERRES O ENE
25°C. 75%RH, PTP /s (J@JE)
RERIE H B AGEE 17 A 2% A 3% H 6 » H
PR A& DFEEE el L el L el L il L
SE (%) 99. 8 Az L b7 L Eiels L 27e L
SR : 100. 1 99.5 99.9 100. 8
v @
IE AV 7 (s A £
B (kgf) 3.8 Aftwl ] mL ) RERL gk
: : : 2.5
ARt Sk Bz L | 27 L |
a) ZibH v KA  BEELZ(E 30%LL ., fHE 2. 0kg HLL LY B

I - AR AL TE

()

A ARREREAAN 21 K 2B HICHE > 7z,

IV.

AN HIEA
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(3) J1JH 0D %E Tomg DEEER V7 IL I EO—BERAHKROREM
1) QKRR O ENE

D40°C, BB BT T A, BE)  (EE)
FRERIA H B AR IRE 15 H 2% A 3% H
PR F D FHEEE Zib7a L b7 L 2ra L
2 B2l L 27a L 27e L
a it (%) 99.9 101.6 100. 1 99. 7
- 27 L 2l L | R
PR (kef) 4.8 5.1 5.2 4.8
RAEEE WA 27e L 27e L 27e L
@25°C. 75%RH, N (BN 7 X, Bite) (RBFE)
AERIAH BHAGEE 1% A 2% A 3% H 6 »H
PR A0 el L el L el L il L
SE (%) 99. 5 Bz L ikl L ZBieis L 27z L
B : 101. 0 98. 8 100. 2 102. 1
Bl v @ i v @ N2 VIR v @
HE  (kgf) 5.3 (BAEN) GREEN) (BAEN) (HRAEN)
2.6 2.7 2.2 2.6
ARt Sk Bz L | 27 L Ble7s L
a) ZbH GEN) : BEEL(L 30%LL . fEEE 2. 0kg UL LY - B
T RFHMImEEYEIL,  (fh) A AIREBREEAIRI I LD ERITE- T2,
@30 5 1x+hr. 60 5 1x-hr B8120 5 1x-hr. > v— LBk (522 +—L1) ()
AERIEH BRI 30 5 lx-hr 60 5 1x-hr 120 77 1x+hr
PR H D F#EE Bl L | Bl L
Aom (o Bl L BAe7 L 2l L
aht (%) 99.5 100. 7 100. 8 100. 4
- el L b7 L el L
W (kef) 5.3 4.4 4.0 3.9
ARLENE T A A7 L b7 L A7z L
2) TV o —alERRE O EMN
25°C. 75%RH. PTP AldE (V@JE)
PERTE H BH 4G 1IRE 15 H 2% H 34 H 6 xH
LRI H 6D FEEE EibZa L Bz L EibZa L Zib7a L
S8 (%) 99. 5 X (AP el L el L el L
SR : 100. 3 100. 3 100. 9 101.5
- 27 L Bl L B L 27 L
R (ket) 5.3 5.1 4.7 4.3 4.0
AREEE SRy Eieis L 27e L Eieis L 27e L
(4) J)1)AODEE150mg DEEERUT7IL I EO—EERAFEORTEN
1) MEEEEREE DL TN
D40°C, EHRER BT T A, Be) (BE)
ARERTE H BRI AG I 1% A 25 H 3»H
PER ERENPE 27e L 27e L 27e L
A= (o 27e L | |
ik (%) 99.9 100. 8 99. 5 100. 0
- | A | |
W (kef) 7.9 7.2 7.3 7.3
FAEE: SRy Bl L 2l L 2l L
V. #ANIZBE4 5EE 11




@25°C. T5%RH, WESEBROR (Ba o A, Bit) (RED)
AERIE H BHAGEE 1% A 2% A 3% H 6 »H
PR H D FEE 27 L Bl L 27 L Bl L
P ZEiels L ikl L ZEieis L 27e L
& (%) 100.6 99. 2 100. 2 100. 3 101. 0
N2 VIR Bird v ¥ N2 VIR EibdHbv @
MR (kgf) 7.8 €:230) GHEEPN) €:230) GREEN)
3.6 3.5 3.2 3.5
ARt Sk Bz L 2l L 27 L Ble7s L
a) ZbdH Y (BFEMN) : WEZE(E 30%LL b, BEEE 2. Okg DL Y -
T RFHMIEEYEIL,  (fh) A AIREBREEAIEI I L D ERITE- T2,
@330 5 1x-hr, 60 5 lx-hr FTR120 5 Ix-hr, v — VK (52 %—1) ()
AR IE H FEp =l 30 /7 Ix-hr 60 75 1x-hr 120 5 1x-hr
PER H 0D R EE 27e L b7 L 27e L
2 2re L iz L 27e L
a it (%) 100.6 101.0 100. 2 98. 8
- 2re L 2z L 2re L
RREE (kef) 7.8 6.8 6.0 5.7
FAIPE i £ L7 L L7z L L2 L
2) T e —alERRER OREMNL
25°C. 75%RH. PTP A%t (JEJE)
AERIE H BrAGEE 1% A 2% A 3% H 6 » H
PR SREPE S el L el L el L il L
P ZEiels L ikl L Eiels L 27z L
& (%) 100.6 99. 4 100. 0 100. 9 100. 1
- el L il L Biels L el L
Wi (kef) 7.8 7.1 6.8 6.2 5.9
AR Sk Bz L | 27 L 27 L

5 RAMERVBEREOREN
L

6. &L DEEEIL WELEHEL)
BEARSANA

V. BRI HIHA 12




1. BHH®
F VAN 2 0D $E 25mg, 7hmg, 150mg [ 7 7 A —] i, U U 4 OD §€ 25mg, 7bmg. 150mg & A %hEsy
UFER) | s, 05, Slgpr, f& 575, 2h6E - b3, ik - AR, B KO TIES N E—T
HHRERNL (A=Y TAXR Vo) v 7 EHKE AG) THDHIZH, FLH Y > 0D FE 25mg,
75mg. 150mg [ 7 7 A ¥ — ] OWEHRBRITEE L TV, DLITICERERSLOY U B ALKV
U %7 0D $E DA H BB A 50k L7,
VDTN
W OBR B H R GRBRIER HERBRIESE 2 15 (O RLiE)
B @5 % : 50 [AldE/ 4y
OB R pHl. 2 OV 6. 8 DAETER
BRI - TR LT
U U oD gE
OBR B H R GERBRIER HERERIESE 2 18 (O RLiE)
B @5 % 50 [AldiE/ 4y
# BROWR : pH1. 2, pH4. 0, pH6. 8 DFEFE K M UK
HRERFE R - B L
8. £M=FrRERiE
AR AYA
9. HEFIDDENES DEZRRERE
BErsrao<v N7 7 41—
10. HEIFDEMED DEES:
Wik7a~ 7957 4—
1. Hff
AR AYA
12. iBAT BaIaEE D H 5 Y
FEBEME PD 0144550 (RK) K IRPD 0147804 23 iR AT B AEIREM N H 5
13. FEADELRSS - NENERLERRICET HER
BRI
14. ZDith
MM ERe L
V. HANZBI2IHE 13



V. AEICEEY 5I1EH

1. MEEXIEHER
PERERRE AR . MRAERE ISR O &R

[heE - HRICEET A LDEE]

%%%ﬁﬁ@%%ﬁ\%ﬁuvv?iéwﬁﬁ(%%)%@#@E%%ﬁ%@ﬁ%déﬁémé
Tl L, HETZH SN alcois&bEd52 L,

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

ZWrz oW

1990 4EIZ 1K [E Y 7~ F ¥4 (American College of Rheumatology : ACR) (2 X W 4348 () Hug»
NEE SN, BN ZRTDT 0B ERZKICH OGN TNS Y,

AFNET, O3 » ALL ERET 2 ILF1PHIC o7 258 OBEERE [e-f ., A, By (EXv b) |
Ty IV T) ROMKESE (SEHE, At MokE, BEED) O X TITEFNA LN D56 % NP
DR & EFK] . Q18 » FTOFRIEIC L DEIFMA (K kg DFEEIZE D 18 »FTD 5 6 11 ALl RI
EIRZ U 5 LGS HE) O 2HENLHARIND,

1990FACR#RHE AR JRIE 7 FE R X~
1. JREFIC O DR OBEN B 5 Z &
TEFE IR PRIORTEAL T R CIZRD BN DA, AR D3R & 72§
s FEFHICAHA BN DER
c FEFICH BN D ES
s BEHICHALNDER
s PEEICALNDER
- RERER OV (SEME, RN, MOKE D DV IRER)
AREFRTIE, HEOESRIE, RBEIAE (EUTHE2EE) 0w E AT, [E
WO, N O & AT,
2. FIEIZEY ., BHATOERSED I By FTIZERZROH T &
B FREICEY . UTOERAI8H ATt L1y FTlEMPHR T L

- REEES RREEE NESAAEE (AEA)

- NS CH-CTIZRT DARZEMw oRE (I£4)

- {EIERE - RGOS (EA)

W ERE N AREOE RO o (EA)

CEWrE B WEREESE., AW EmoT Il (EA)
< SMANERE - BRED D 2emiElr (ZEA)

SRS AMANZHR D L7 R A 45 LT A
(24D

CREET B TEERO%E (B

. RSSO WRIIENER (2 47)

FRIEIIAI4kgDIET) TEMS 5 Z &, BEICI VHEEBRED &R 2 lha. €
DRz [t LW 2, BT DR IEHian,

¥ oMbl 20200 FEMEA - LTV, BREERRE &Il 5, JRFIHIC T2
FEIRIE3 4 H LA ERRE L TWO R uUd7e 57w, 85 ORBHOFRO AT SriEM R
JEDZWNEIATRETH 2,

V. IGRRICEEY 5T A 14



2. BERUVAE

HEEEER
WE . AT HRELE LTCF LAY > 1 H 160mg 2 1 H 2 ENCH T TRAKEG L, 0% 18
LA E2MF T 1 HH&EE LT 300mg £ CTHIE T %, 7ods, Flin, JERIC L 0 EEHET 525, 1 HEm
FEiX 600mg #2722 &L, WL 1 H 2ENCHOT TRAESGT 5,
BMREICES KRB

W, RACITBAEL LT LAY 1 B 160mg 2 1 B 2 BN TRAKE L, 0% 1#E
ML ENT T 1 HH&EE LT 300mg & Ty L7, 300~450mg CTHERFI 2, 7Zeds. . BRI K
DBEEIERT 528, 1 Bk AT 450mg 282 2nZ e L, Wb 1 H 2 BicS T TRAa#KkS

EEAR

[Ri% - REICEEY 5 M LOEE] ;
(DK%@&5%¢tﬁé%éﬁw;¢ﬁ<&%1ﬁﬁuiﬂwfﬁbmﬁ%¢5:&oUig

FERRFRWTEE ] OEEMH]

(2) AANTEE UTREAEDIRPICHRE S D 72 BHEREAME T L TV 5 & Tid, i

FIRENEL R VEWERAMNEE LT R2BENRH L7120, BEORIEE +0ICB
B, MEICRET OULEND D, BHREREDH AR EZRET 25813, TRIORT
IVTF=r 7 VT T ARMEESE L LTABOERGRL R GRREZHETL 2L,
F7. KB EZ T TWABRETIZ, L7 F=v 27 U TS5 AEITSCE 1 BAE
SN Z T, MEENT % S0 LT %I ARA OB 55175 2 &, BROARSRESH
TWDEAITIE, EAE BB L, ARMENHER S, DRER+A R SaIcHET S 2
Lo 2B, T ORLTWSAE - ARIEY I 2L — Y a U RICESS D THD I L -
MH, FREZLICHEEICBSRLANDL, Ak ARZHET2 28, [ T5EBEE o -
THE ] :

NN

V. IGRRICEEY 5T A 15



§mﬁﬁgﬁ%ﬁ

VA e =% S 4
7YT IR >60 >30 - <60 >15 - <30 <15 mﬁ@@’ﬁf)
. i
(mL/min)
1 B# 58 | 150~600mg 75~300mg 25~150mg 25~T75mg
1 [ 25mg LIl 25mg
L H 3 1 H 1A
= 1 [5] 75mg H LI 2H 1 [ 25mg
B & LA 2 [ llﬁxlt%m b - 25 X% 50mg
1 H 1@? L[] 50mg
1 H 1
1 [ 50mg
1B 3 1 [ 25 X%
R B llﬁé 125 ?glg ik 11 'EB' 715;; 50mg 50 X3 75mg
1 [F] 75mg 1H1[H
1H2[H
1 [3] 100mg 1[5 75mg
1B 3[m 1A 2Mm
e H%?Eg Wit Wit EE?E 100 i 150mg
1 [ 150mg 1 [ 150mg
1H2[m 1A 1M

VR 2 BT LR AL 6 BRSNS 4 B IR ENT A R L RA DY S 2 b— 3 SRS <,

MRS BT

VA e ah=4 . »
IJVT TR >60 >30 - <60 >15 - <30 <15 mlméifff)
) BIAE RN
(mL/min)
1 A5 150~450mg 75~225mg 25~150mg 25~175mg
1 [] 25mg LIl 25mg
LA 3 1A 1[H
= 1 [8] 75mg H LI 2] 1 [A] 25mg
W & LB 2 Xix it LH1E 25 X% 50mg
1 [=] 75mg
1A 10 LIl 50mg
1H1[H
1 [A] 50mg
1H 3 11[m] 25 X%
HERE B IEI 125 ?g]g b aEs 11 E 7151”5_“‘]5 50mg 50 1% 75mg
1 [A] 75mg 1A 1[E
1 H2[ME
1E100 % L <X
125mg
HERF R 1 [5] 225mg 1 [A] 75mg 1H1H 1@755?nmi 75 X1 100m
(e 5 5) 1 H2[E 1 H3MmE pdFs 151%] &
1 [9] 75mg
1 H2H

E 2 BT E, AAREE 6 RE#Z NS 4 RIMEGENT 2 FiE L7=5HE 0y I 2 b—r a URERIZE S,

(3) AANTAMENTHIET 525, ABERIED & ORI K 0 2RI BL A HIFF 2 ATl
T8, WEE UK TR AIAT Z &, [TEA LR OESM]

V.

1BRICEI S A
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< i >
OFZERUVHE : #FigA%
<BE>ENBBKRRRIZH ITLHEHESZ (FREPRAZRARUERRBREREHBESICHSER)

EINEE I AHRBRIZB W T, &K 300mg/H (150mg 1 H 2[8]) K (N600mg/H (300mg 1 H 2[E]) OIFE
PRI R E RRBEIZ 2 o T2 b DD, FWEBIGOIH DM 2 BB L, #RIR S 5% & O FRIE M
FRAG AR = DA D PR 2 b8 & U724 E 35 TR RRER &[RRI PN 2R TR RRBR 12 35U C 6 ANK 300mg/
HEERL O 600mg/ H ORI &% 150mg/ H (FIH O 12 Tomg 5 HRAG) & L, 1B Z2 0T
T 300mg/ H & %\ % 600mg/ HIZHIE L7=,

ERFNHEARICE T ORESZ (FRASRERERUVERFEREHEESICHF S KB

o1 Q) % 2~13 itk

Ji& ¥B1H | F2H %3 H %4 H %5H %6 H % 7H (&7 E4) M H
AL I AR AN AN A EE AR i A | &
FS5eR| — |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 | — |76 | 756 | 76| 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 | —

ENH RS, ERRBRGHRBRICKS T 2o 5 5IET, UToLB) TH D,

AER (LER) 1575 %

B REHER

150mg/B#t

300mg/BH#¥

600mg/BE#

RR5HR

150~
600mg/BE#

(mg

EaEm—

(mg

300+

2004
150

754

fE R E —~

(mg

200+

188 | 288 | 386 | 486 | 5A8 | 6mE | 788

200
150

75

Eam—

(mg
300

200
150

75

EFEE—~

1B B (@ £D.
o [125EMETE |

1504
754

8gH

sssssxiai-10011

9HEBLE

8 7 @ F\8 ¥ @y W F W F BT HE FEFH

PHEZR R &b,

BSEMETZ

TEME OEEED
Igﬁcﬁaa:bﬁlm

KT VANY 0D EE 177 AP — ] (TERRERZ I L TRz, BRRERBR AR IZ B9 2 Fedlu

HEIEI DA VX a—T F— A ba|H LT,

V. eRICEd 5 HA
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<BE>ENERRERICH T SEEHE RHEFREE)

EINAE R GHERIZIBW T, AH) 300mg/ B (150mgl A 2 [A]) }2T* 600mg/ H (300mgl H 2 [F]) DA
PEICRE RRBEIZ 2 o T2 b DD, WEBIGOIM D2 &M% B L CRHEMRIERE 25 L L-H
N7 T & R BEEBR CIIAAIE EREO WM 84 150mg/ H (W) H DX 712 75mg #5755 BLE) & L,
1 B Z 230 T 300mg/ HIZHi & L7z, ZaMICEIE e <EICE D S 580N MG S D8
BRg okt LTk, & 512 1M Z 20 T 450mg/ A IZHE & L7,

ENENHERARICES T HRESE (REFHE)

%1 55 2 38 i 308 % 4~15 %1638

B\ B1A | Fe~TH | B8 A | BEo~4A | HI5H | B516~20H | 22 H | H23~1050 | BE1AY
AR A A N A B A O I - O A g | #H |y

150mg/H | — | 75 | 75 | 75 —
300mg/ F 75 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | —
450mg/ H 225 | 225 | 225 | 225 | 225 | 225 | 225 | 225 | —
a) 1578 - HEREREE A HAL : mg

<BE>EBRHER TS vAMBRHERICE T 5#HERE (BHEBEEERER)

THEGEHER AT 2RE 265 L LERILR 7 7 2R BRR TIX 7 LAY CREO P&
% 150mg/H (FIH DA HIZ Tomg #FH50HE46) &L, &5 1. 2, 3 L4 BIFD 4 [BITHZD
8 2 DOPEBRE DAGNER VLD MEAZ ZE L7735 150, 300, 450 } 1N 600mg/ HICHE & L7~ A& - I8
BIX1ENC L EETIT) ZENTE LI L Lin, #EEAEIT. 48 (2 4) BV THRES
NT-HETEEEITo7, 722 L, #ERFAEMICER TERWAEFELNRE LIZGAICE, 1 BB
BEx 1 RlOATEDLZ EE L,

EEER 7T R BRERICH T DRESE CGFriRE%RILm)

FODESVE “EERARMY HRREH
18 A&
SEMAREGHN T 1EMEREEN-  REY
Pregabalin 600 mg/B
f :M g
Pregabalin 450 mg/B
z | \ 4
i Y [
Pregabalin 300 mg/B
v \ 4
a A A
Pregabalin 150 mg/B
o | v v ’ v
j;}t?ﬁ . I . -
Z#2 2 3 4 5 6 T 8
B2 of 1 2 3 4 8 12| 16 17 18
H#&|-14 1 8 15| 22| 29 57| 85] 113] 116 118 |120 127

* ARFEERSELUREECEINTHET S,
*RBRTEEVARBRARELLBAR #EARNMPIBREOREREE1ETICLHTES,

T VUANRY D EE [ 7 7 A WF—] TR RERZ FEh L T8, BERABRGEICBE T 2 it#ix
WEREIE DAL F 2 — T+ —L5BI AL,

V. IGRRICEEY 5T A 18



Of% - AEICHEEYTAFERALDEE (1) BEAE
HIRESRARREA NS L LEENEIHERRICE T, 13 B0 —EEHREIK T, EHRGR
BRIZEBAT L2 WGE1E, SMNESIERER & Rk, BEMZR T TICAROREEZ& T Lz, 20
R, BHEPIEE L0 7 v —7 v 7 iéﬂ%%ﬁﬁﬁfi 77 Rk, Al 150mg/
HEE, 300mg/ HEE KX Y 600mg/ HBETENFEIL, 4.0% (2/50 f4]) . 0% (0/45 #4]) . 2.3% (1/43 )
&U&l%(ﬂ%ﬁ)f%@ AHN T H AP L O 8 OV ORIERA NGO ST,
¥, AEITRD LNTZRWERIZOWT IR TR G- LI LA ERIKRIICIE L 72 5 BITFE O
VARAYIETSY
BERAREREAREZTICESIERZ ISR L LZEASIHHRBRICS O X, 13RO —EERK
THE, BEHIRGHEBRICBITLAAWGAICE | BROBMENZR T, AROBRGEKT Lz, O
B HMEINCB T 2REEREEETERVAEFRROBIRIL, 77 AR 4K 300mg/ H#E &
Y 600mg/ HEECTENLEA, 18.0% (11/61 ) | 17.8% (13/73 $l) KX 15.8% (3/19 %) THY
T LAY CEET 2 FILL RIZER S S AT BIVE RIS M IE (300mg/ H C 4 1)) K OMAEEHE N (300mg/
HTA4H]) Thotz, 2, INOHOHFERITRTREDH LZWVIIHEET, EEO LD o7,
EHBEGERERLZG L LEBELFEFIHRBR CIX, RBRE2& T 58, BR FC 1 #FOMREE
MERTREZ/KT L, —EERIGENORGETHEUIFIEZICES b IER (E %
RN G T LIcBRE ORE 2 ET) ORBRIL, 77 vR . 7 LAY UEETENEILS. 4%
(9/107 #1) . 14.3% (16/112 ) TH V., FL ANV REET 2 FILL EICEE O S - RITEIZIUA
. ARERAE, 0. I CPK ¥, Wit Choro, Fio, BEAEEIIRMAEE | 64 R 3T
H LI EETH -T2, BRBRETIET D%, 1 BEOBEMHEZR T LI o2 dik
LCWeZ b, BE5E2FIETABCERMICHBEE 7025 X5 et EOREITEEO i
ST,
ﬁﬁ%rr%ﬂ%&LtIW%mmﬁmﬁ%T T, BBRAKET T A BT T 1 EMOBER A

RCHEGEKT Liz, 72720, TIkBlO 5 b, Zatt EOF R 7 & ClE o E D H #E 7 s
E77tfﬁ3améuymﬁD\7vﬁA)/ﬁ41%6Gw&WD]Lowf . BEE AR
TIZEGEZET LTS, %%%@&5%T%Xi¢¢%_Mbghtﬁﬁﬁ%%gmféﬁwﬁ
EEL (WEMZRTICRGET LeEREZEOREL L) ORBEZX, IR, L INY
VEETENTFN 2.4% (6/248 f5]) . 8.4% (21/250 i) TdH V. FLH N UEET2HILL FICERD
LN AERFEGII TR, R MEE, BLThot-, £7-, HEEEIITRHOPEE 2 iz, =
NHOFEGITRTRETH T,

ULy L7’ B [EWNRI G55 TIOKRE K OE TORMNSCE THRIE S TW D BE RIS,
300mg/ H (150mgl H 2 [B]) DA EOHETIE | HHOBEMNZK CAFORGEZFILTHZ L L
b, F, RAORE SR IRIC X0 RIR, B, BEF. TR, AL R OSITRE S O BEBUE IR
NHOLONDLZENBH DD, ARG ZHIET 258120, P &b EBM EN T Tha
WCHET D L,

MTVUANY D EE [ 77 A W—] 1 TRRRERBRZ i L TV 7=, BERRBRGEICBE T 2 itaix
WREIKLDOA L ZE2—T 4 —L65H 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
MUY 0D BE T7 7 AV — ) TR A T L TR0, BRRRBRAGRICEE 3 2 5l X

HRERE DALV FE 2a—T +— 5B H LT,

V.

1BRICEI S A
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Ot - AEICEAET HHERALDIE (2)  BREESEEORZ - A=

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
V77 AMEPORE - ARFEV I 21— a UERICESS LD THDLZ b, FRET LI
BEHEICBE Lo, HiE - HEZHAE T2 &,

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
1% 1/4 £, CLer A% 15mL/min % FaI D #EEBRF A L CTIE 1/8 BICHETZ2HLERH D, Lizho
T, BRERFEE A ZEET 2563, RICRIT VLT F=0 2 )7 70 AEESE L
LCARAO 1 BEGEEOCEGMEZHREEGT5 2 &,

<5B > EHEEREE B OB IR A RG] U 7o S E G R SE B

RXFERE D B 72 DR 26 B & BRI, A 50mg A HLAIRE OG- U - RF O K EhiE & Fint L7,
AR TIL, 8 R ORI R4 . A 50mg & HiEIF 5 L, AR L OURIBIA L 0 JRP 7 L
NYREZRIE LT, TORE, BEEDIK TIZHE > T T BIEE L, AUC, 238 L, CL/F
RO 7 U752 (CLr) 137 V7 F=2 207 T AL,

BHRAEREEEICE T 54KF S0ng HEEFEORSFHOENIE/ 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 )

fEFERR AN OV 838 5] (9 B HAN 474 B) 7 HRESE L - RHEEMSEYEIEE T L 2 VT, &
MEREREZE B N OVEHEREIE W (Cler : 60~120ml/min) OHEEMIEF L XY L EEEHER &
et Uiz, ZOfEER, AFloE G5, HE5EEZ 7 V7 F=0 207 7 AKX VGHRE L
BEOHEEMIBFEF 7" L AU PR IR, R ERE B COHEEIMIEF 7" L N Y R O
WNTHDZ EDMERI T,

MTVUANRY D EE [ 77 A W—] TR REERZ FEh L TV 7228, BERABRAGE B 2 it#ix
FEREIE DA B a—T F—AN5HB LT,
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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

EEESE 1E300mg1 B 2RSS
(CLcr=60-120 mL/min)

—  BEESE 1E150mg1 B 2E#SE
(CLer=30 mL/min)

= BEESE 1E8150mg1 B 2E#ES
(CLer=60 mL/min)

U

15 20

1

L

10

5

=

LA

Mg T LA )R E (ug/mL)

AR

o
0 7 14 21 28 35 42
B (8)
—  BEikR5E 1E100mg1 H3EHRS  BERSE 1@300mg1 B 2@H%S
3 8 (CLcr=30 mL/min) (CLcr=60-120 mL/min)
%, — EER5E 1E100mg 1 B 3EES
=2 i (CLer=60 mL/min)
W -
i
Ay
5 n
R o ~
R BRRRRTHN
% (YNNI
H o
0 7 14 21 28 35 42
BRI (H)
KT UHNY U DEE [ 77 AW —) IXEERRER A S L TR 2o, BRARREBR G B3 2 rodlix

HREIE DA VA a—T 4 — LSBT,

V. {eRICEd 5 HA
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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])
BeHFHTHEECIHPMRGEEZ RS, B 8~14 HHITHRFEZ KRG

i S — BEESE 1E150mg1 B 1 @885 -BEESsE 1@300mg1 B2EEE
—El (CLer=15 mL/min) (CLer=60-120 mL/min)
=) — - BEESE 1E150mg 1 8 1E#S
ol (CLcr=30 mL/min)
"
g
A=
S -
-
""\
=
3w 4
I~
ey
g o
0 7 14 21 28 35 42
ks (B)
Q —  BE#RS5E 1@75mg1A2@EKSE - BERSE5RE 1@300mg1 B2EEE
(CLer=15 mL/min) (CLcr=60-120 mL/min)

- REHREE 1E75mg1 B2EEE
i (CLer=30 mL/min)

& (ug/mL)
15

s
i

migRFL A )]

10

N _‘\\“\\\\\\W

T T T T T

0 7 14 21 28 35 42

B (B)

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

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

- e GERE5E 1E75mg1 H1EES

h (CLer=15 mL/min)

20

15

10

5

\\“ﬂ*~

0 7 14 21 28 35 42
B (H)

gINNY

0

MR TLAH AR E (ug/mL)

KUY 0D EE [ 7 7 AV —] 1 XERRER 2 i L TRz, AR HBR G B 2 s
EREHLEDOA VA a—T 3 —A5B|H L,
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<BE>BHERERE BT 2 MEFRE S I = L—3 3 URER (BUERIRAEICLE 2 IR IC s
T oM R rmikGR) )

BERERR A M OV 838 5] (D B AN 474 ) 7> HHEEE L7 REEHEEWE REE 7 L 2 VW T B
BehERE S B L OV HERE IE R (Cler : 60~120mL/min) OHEEMSEF 7 L BN L PREEHER %
i ES L, £ OfER. AfloRGE, BEGHREZ7 V7 F=027 07 7 ACX VL
BROHEEMIED 7 LAY AT BB RREIE W E T OHEE M 7L Y R ORI
WTH D Z ENHER ST,

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

E R — :1E75mg1B3EHS | 1E225mg M1 B 2@
2 (CLer=30mL/min) (CLcr=60~120mL/min)
E( © | we 1B 75mg 1B 3EES

1 (CLer=60mL/min)

A

MmEgEhFL A
5

WM,
(I) I7 1I4 2I1 2I8 35 42

#E&ERE (B)

MTVUHANRY D EE [ 7 7 A W—] I TERREBRZ i L TV eV 2o, BERRBRGEICBE T 2 itaix
HEREI P DA VX a—T F— A5 a|H 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[E100mg1 A 1EESE o 1E225mg M1 B 2EBE
(CLer=15mL/min) (CLcr=60~120mL/min)
o | = 1[E100mg1 B 1EES
(CLcr=30mL/min)
=

AR

Mg T LA R E (ug/mL)

T i e s
BE5&ERE (A)
2 g — :1E125mg 18 1 @RS BN 1E225mg 0 1 B2 @RS
E, . :1]@22;:;1153'-1’"%’;;5 (CLer=60~120mL/min)
IR (CLer=30mL/min)
<7 AR
E \..\.\.x\\\_.\\.i‘l"\‘t‘l'-‘l‘lN ANV
g _1 N
(; ; 1I4 2l1 2'8 315 4I2
&5#%EHE (B)
g S - — 1 E75mg1H2@E#E mE 1[E225mg 1 B 2 AHS
= (CLcr=15mL/min) (CLer=60~120mL/min)
EE( 0 = 1[0 75mg1 B 2EES
Z{é i (CLcr=30mL/min) “ “\ N —
3 g ssRaRRRRRRRRITIhh
g .\._\._\_‘_\‘m_\.‘“\i'!{\l'\l\_l-\l\ll MMM \ . YIYYYYY ;
2 . _

0 T 14 21 28 35 42

RE®EME (R)

MTVUHNY L ODEE 77 AW —) IXEEERERE i L TR 2o, BRRRBR AR B4 2 redix
HREIE DA VA a—T 4 — LSBT,
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@7 Vv7F=r7 V7T 7 A:7.5~16mL/min (Fermf& 58 1 8] 50mgl H 1 B 1% 75mgl B 1 [A])
BeHFHTHEE MR EEZERG, BE 8~14 A BITMREZ &S

20
1

— :1[E50mg1 B 1EESE i 1[E225mg D 1 H2EES
(CLcr=7.5mL/min) (CLcr=60~120mL/min)
1@ 50mg 1 B 1EES
(CLcr=15mL/min)

15
1

miERFLH Y 2B E (ug/mL)
10

0 %quMJﬂh‘MHTﬂHHTW@“\ﬂﬂﬂwwpUWWﬂ“wwM“WWﬂUYWpHM\w
\ s IR R ]
(I) TI’ 1I4 2I1 2'8 3'5 42
B 5%EE (H)

% S - — 1@ 75mg1 B 1 E#E 1 E225mg® 1 B 2E‘E

2 (CLer=7.5mL/min) (CLer=60~120mL/min)

oo = 1A 75mg 1 B 1 @ES

’f a (CLer=15mL/min)

: - DDLU

.3 S ORNRANN -

¥ Wy Ny |

a o . A \l _ R

0 7 14 21 28 35 42
mE®EH (B)

MTVUHANY D EE [ 77 A W—] I TRRERZ i L TV a2, BERRBRGEICBE T 2 itaix
HEIKEIE DA LV a—T F— A 5B H LT,
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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

KTV ANY 0D EE [ 77 AV — IXERRER 2 50 L TRz, BRHER R I BT 5 fodi X
TREIKLDOA L Z a2 —T 4 —2055|H LT,
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<BE> MRS BE BT 2 MEFRE S I 2 b— 3 USSR (MRFEEMEERE I T 5 KA
Feh&)

BERERR A M OV 838 5] (D B HARN 474 ) 7> HHEEE L7 BRI ENREE 7 L 2 FIV T, i
WO B R OVEHEEIER#  (CLer @ 60~120nL/min) OHEEMIEF 7 L TN Y REHER % L
WA U7, MEENTIE, 2 RIC 1 E &5 6 K% D 4 R O M iEENT 2% F . £ Ehax
ESAiEME (100 X 150mg) 2G-Sz LARE LT, £ORE, MG & 20
TTVHNY b - B ERRZTE L & EOHEEMIET 7 VA7) IRET, BT
HHCTOREMIER T LAY AREOFHANTH D Z &R S,

MBEBEMBEFICE T DHEEMRERTLANY VRE
(BHBEEREEICT LAY > 1[E300mgl B 2 @S5 LI-HE L DLR)

O vT7F= 27T T A 7. 5~15mnL/min
(%581 18] 75mgl B 1 [a], BHFH OMFe & 100 32T 150me)
BEET HE ETII#R S EE#RE, &5 8~14 H BldfiRras &5

- BEGESE 1E75mg1 81 EES — BEEER 1E75mg1 B 1E#%E

:‘é & (CLer=7.5 mL/min} (CLer=15 mL/min}
£ . - BmBESE 1E300mg1 B2EKBE
‘g 1] PRERESER LSS (CLer=60-120 mL/min)
B~
il
4.\
=~ o
R
Y
™ 0 A
&
23
g o

T T T T T T T

0 7 14 21 28 35 42

EEfEl (B)
- BEHESR 1@75mg1 B 1EES —_— EwmEER 1E75mg1 B 1EERE

581 (CLer=7.5 mLimin) (CLer=15 mUmin)
& (BEHSE 1E300mg 1 H2E#ES
2 & CENENERR L T150mg) (CLer=60-120 mL/min)
B =]
B
g |
-
R
N
el
H
8
H o

0 74 14 21 28 35 42

B5fE(B)

T VUANRY D EE [ 7 7 A WF—] I TEERREERZ FEh L TV 72V =8, BERABRGE B 2 itdix
HRERS DALV ZE2a—T 5+ — 5B AL,
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<BE> MRS BE BT 2 MEFRE S I 2 b— 3 R (BRHERRIEIZFE 5 KR IC BT
LR M GE) )

BERERR A M OV 838 5] (D B HARN 474 ) 7> HHEEE L7 BRI ENREE 7 L 2 FIV T, i
WO B R OVEHEEIER#  (CLer @ 60~120nL/min) OHEEMIEF 7 L TN Y REHER % L
WA U7, MEENTIE, 2 RIC 1 E &5 6 K% D 4 R O M iEENT 2% F . £ Ehax
E SN E (75 X 100mg) 2G-Sz LAGE LTz, £ORR., MRENTEFIZB VT
TVUHNY OFGE - RGRRAE L L S OHEEMEET 7 LAY R, BRI R
B TOHEEMIERF L HANY AREOFIHNTH L Z L HERB ST,

MEETEFICE T HEEMBEHTLANY ViRE
(BHBEEREEICT LAY > 1[E225mgl B 2 @S5 LI-HE L DLR)

Q7 Vv7F=27 VT 72 A : 7.5~15nL/min (& 5-8 1 [8] 76mgl B 1 [\, @#WEOMTEHAE
100mg)
BE5ETHBE IR GEEZERS, &5 8~14 H BITHEFFEEZ &S

2 81 1B 75mg 1 B 1 BH & CEH OMEAR (100mg) #3%5(CLer=0.001mL/min)
%’ 1@ 75mg 1 B 1 @HE & UEHTEOMIERAR ( 75mg) £ 5(Cler=0.001mL/min)
g o | T 1@ 225mg ® 18 2E#HS (Cler=60~120mL/min)

8

J.\

z 2

R

)

T\ w

&

8

H o

mE®EM (B)

OF% - A=ICHETAFERALDEE 3)
o 0D $EL @O IFEFEIE L LT, AN OEN TRREET 523, DR S ORI X 0 ZhE %
WA 2 AITlE R ad, MEESUIK TIRABAT Z & DEEMEA21TH> 2 & & L,

MTVUHANRY D EE [ 77 A W—] I TRREBRZ i L TV 7eW=o, BERRBRGE B 2 itsix
TERBERE DA A 2 —T +—L068|H LT,
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3. BREKAUAE
BRIRRGRE 1T e = (U U W 7)) OfEREZ T LT,

(1) BBERT—2/1\v5r—2
1) FRASRMRE. RHTHEESTERE
FeREIGS (VU AT RN) ORIRT —2 3y r— Y OFRBROMENT 2 FRIZRT,

<BEAEA> <HEA>
5 [ B EREHER [ HEREREHER
(1008-1J)
PK tb#g
1 HREREEER % 1 RERSHER
(A0081087)
BIEASE O AAEER
(1008-3J%)
| TS TR = I/IARE
| (A0081120) (1008-196)
REE SR / — —
(A0081121) % 1 /IERER
(1008-030. 1008-045.
S 1008-127. 1008-132%)
(B8 1008-2J. .
BEDZ:A0081119) #5588 (1008-
061. 1008-198)
AEGEM BRER IR
HUODVEESR (PK. E¥+HE{ERH. BE %)
I

e KENTH I % R RIS & 0 Bk T TR S i BR
FERADRMER] 6 - MR ET IREROBRKRT—F /3y 7— O DO

<BEXA> <HEA>
TSR BRER RELENR % I/II/IVHRER
(A0081163) LNIVEESR (1008-014. 1008-029,
1008-131. 1008-040.
................................ 1008-149. 1008-173*.
E : A0081071. A0081030.
: . A0081060)
55 MK ER
: (1008-155%)
REIR 5 HER
(A0081164)
: EMBEHE
- (1008-015*, 1008-074.
E 1008-165, 1008-134*#
: 1008-166* ., 1008-174*#)

kAR B AR K OSMERRPMEAR R 2 P 5 VRN O I 50 52 & L 72k
#: KECB I 2 MRS £ 0 BRI TR & h - 3R
IRABEREEEEAR] Z6E - IR ET HRDHERICTEMLEBRRT— 2/ y 77— O O
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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,

TRFEMEARRR R R | A 20RE - 2D & T KR FEH AR AR B FEICB WL, Ak o IRE
BRI 2 o5 & U [ENEIAERRER (A0081120 7RER) (TN A, H A AR MEfhik i S M FR
TOME - HEEZREFT 272012, FERFIEREREEICE ) ERE AR L LICENFEIIEY 7 &
A et FRRRIR (A0081163 FIR) % F2h L HHIRI IS oAbl & b B & LT [EN 7 & A8 FRERBR (A0081120
AHBR) L OFNER LMD 21T o7, S HIT, PERFEREMREE I OB R a5 L L
TANE T 7 B R & OFIMER NVEEMT 0 7 7 A MK E BRI L 2R L, SME
FEI/M/ VAT 7 B ARG L ORI GRRESEZBEGE L LT, BIRT =2 Xy r— U %L
77
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2) FRHERARIEICH D ER
FesEH N (VU A HTRN) OERT =53y r =V 2k 2 BRI K2 THIORT,

<BAA> <HEA>
ZMET SR BRR (| so/mETsersEs
(A0081208) (1008-105)
EfBERE ZEMET SR BRER
(A0081209) (A0081056, A0081077.
A0081100, A0081059)

: : EYBERB
< (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 ﬁtﬂ%’fﬁﬁﬂ%f&ﬁm TRES IR, WIS AR A ek 5 & LR

# KENCIS T DRI RETEIC & 0 BB Tk SR B

rﬁﬁ%ﬁﬁtﬁ5%ﬁ]éﬁ%-d%&?éﬁh$ SEF(CIB0 L F=BRR T — % /Ny 7 — S DHEES

ENIZB T2 7L o TERMEFRIEICLE O &IFE ] 1S3 28GR FEICR W TIE, BHEMIRIEL
ﬁ%&btlm77kfﬁ%ﬁ%(ﬁﬁmAmmm&&Ulm77tfﬁ%ﬁ%%mTLt%%ﬁ%
%G & LT W G3RER (B%R No. A0081209) ZFFMEEE L. HARANSRHMENRIEREICBIT L7 LY
N DOF R O EVEZ G LT,

SE T T ARRHERER (755 No. 1008-105, A0081056, A0081077, A0081100, A0081059) K UMNEIEE
FIER R (JRBR No. A0081057, A0081078, A0081101, 1008-033, 1008-197) IZEEEl& LT-,
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3) MREEEEER
FeRERS (VU AT RN) OERIRT —5 3y r— Y OFRBROMENT 2 TR,

<B&EA> <HEA>

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

RER5HR FE Wb 1875 tR xR
(A0081252) (1008-125)

RS HER
(1008-202)

5% B Mb/VHT St 3t FREUER
z (A0081063)

MEEENER] T8 - DR LT HABRBRICTEBMLEERT —%2/\y 7— S OREE

ENIZBIT 27 LAY o TREEEMEEN | (3 2 A&GBH BBV T, AR R E R
2K TDRETH D HEMBERLR ARG E LIEANE T 7 2R BB (755 No. 1008-125) | [
ABRIZ 5] & & Jéh S - AMNE R 3Bk (JBBR No. 1008-202) | [A U < FHEHEGH IR 2 x5 &
L. BARNEZ LS L EHBEILE 7 ' A5 EEER (B5R No. A0081107) | ftlod AR MR e 5 M9
JERE (MR, SRMEEGIERR) bAAN, BARAT— 2 28/ 2 HME LK
ERN RS GREB (55 No. A0081252) A FHIERIE L. 7 LAY O E R O M 2 34 L
776

MM AE R 2 kb g & LT2MNE 7 7 2 AR AT HEEER (A5 No. A0081063) (X EEELE LTz,
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ENTORZBHREBICAVLE [ BEHRR VERKREERER
( THRIRETEHERE] M0k - DR ET HRPHEBRFICIRTLEZEHR)
A FEIN T N - e ; it el ol I
ot | SEA| 2 155 No. PSE S TBBR O FEAE Sk RS I AE5E (mg) T ey ey
b)
7 [1008-17 - AEORS [HER W P D0V 1007, 200 201y o lgg a2
AAA 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
EIZKJ\ =7 ) S iq@?ﬁ/ﬂﬁ%‘@ * — %‘\ 3 /E;q S 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
[N 7 ij‘»~/;ﬁ»~
o j = 458 e [V A 2] 4%
3 [1008-076 =AU —HER 1 Ao s [P~ 600 2 HIE |12 |3
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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ENTOXRBRHECAL-E TRERUEIERGENE S HER
(THRBEHBER] £6E - MR T DRBPEHIRT LHR)

BB (BARN/| R |, R . Beh | | EE
155 No. P TBER OFEHH . i 1 =+ . B
ot | nEa | 2 155 No PIEd TRBR DOFEEH Sk iR A58 (mg) - A .
% |1008-3] ZEEE ZHEEM (1 H3E 150, 450 6 31
M |AAA = PR 7 R
e =
% 10084 Z“HEM [1H3 P, 300, 450 2 34
J RS HEM [=]
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
F/I FF 11008-045% %ﬁ@%7“tfﬂ% THEM (LB 3E [P, 150, 300 8 ¥ 238
W EA |3 [oos—12r0 s T 7 [ SmE# 1B 3mE [P, 600% 8 j 173
% |1008-132" “HEEM (1 H2[E P, 150, 300, 600* |12 216
#F [1008-196% “HEEMR (LB 2FE |P, 150, 300, 600* |13 id 368
AAN | 3 |A0081121 . JFEEHR |1 H2ME  [150-600 14 126
3 11008-061% 2 Elas] 1 H 3@ |75-600 HIRRZ2 L™ (154 |22
BhSEA b [ ki =
27 |1008-1982 FEH |1 H 2@ |150-600 HIFR72 L® |275

i RHWER, B BEER
1) FEHEE : kE 2) EhEE KN, A=A T VT 3) FEhE : kE, B H
P: 7IRR, H: B % wetk
% U AU L 600mg/ BEETIL, BEYE CLer JB (CLer>60mL/min) O#ERZE1Z1% 600mg/ B . & CLer J& (30<CLcr<60mL/min) @
%ﬁ%miwwyaéﬁ%bto
T - KEICB T DO EHE (partial clinical hold) M2k V| BT CHILSNZRBRTH Y . 2NN
Wiz,
X MAHBBRIENE I~ ¥ R & AW T2 IEERIR 23 AVJEPERER T L TN U A K 5 IE B FEBUBEEE NN iR H A7
T EnD, KEKOGESME T ORRREEEMILNN 2 x5 & 9 D BRI LT FDA I K 25V E N & b, EH
NTHEH AR Z HIE LTz, Z0%, BINOIEERRBRATTDOIL, AT~ 7 ACRRENRLOTHD, b b~k
FEPEILZR T & AR &, FDA 12 X B B R BB B I MRR S i,
# o FHEETT VAN ORISR AR IS T D WISES GRS D T TG T A 2 L & Lin, ERS MRS
No. 1008-061 Ti& 312 #. J55R No. 1008-198 CTiX 172 TH 7=,
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ENTORZBRFBICAVEI~NVEARRUVRAKEGHER
( IRAEEMEEEMER E26EE - MR L HRFRERICEML =5

HE |BARN/ R, . , N , Bh | s FE
155 No. S TRER O FEYE . i 1 = . 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 8 314
% [1008-014 “HEEM|L A 3ME [P, 150, 600 6 8 246
% 1008-029 CHEM|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 .
% 1008149 |ppernoepn. CHEEMK|L A 2E P, 150, 300, 600*|12 ¥ 395 |%&
% [1008-173 | hyshick _EEM|1 A 2@ [P, 150, 300, 6007|128 147
% 40081071 @{%:‘{EH‘ “EEM|L P 2@ [P, 300, 600 13 38 456
5 I
% |A0081030 N _HEM|1 A 2@ |P. 150-600 14 38 406
EEERPANEEDN 7R R ;
% |A0081060 ZHEEM|L A2 |P. 600 13 # 167
HAA | 2% [A0081164 HEM |1 H2H  [150-600 1 123
E % (1008-015 £ JESEM |1 H3E [300-600 24 220 -
Bels 1SHEA | % |1008-074 / s LA 3 [150-600 IR L2189
Z |1008-165 SR [1H 2@ |150-600 HIRZ2 L @[329
WES|__ . B . 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 R
% [1008-134 NE=S: =5 1H3 75-600 72 L ?(249
py s SAEAN | & ﬁﬁkmﬁﬁ =Fi H 3@ filpR 78 L
% |1008-166 |"MEEFEE JEEH 1A 2E |150-600 WL 9156 | %
EIVHE [SMEA WZFED R 7 5 2 R xR
% [1008-174 |55 S |1 H2E [150-600 HIpRZ2 L 2|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
( TERHEBRRIEICHE DR EREE - MR LI HARFHERICIRT L5

BB |BARN/|FE/ A . Bh ||
15 No. kG TRER O FEAH . i | H&E5 8 (ng) " B
of | sEAlz| T " Pl ik e e A
I | BAA | G [A0081208 —EER 1A 2@ [P, 300, 450 1638 198 iﬁﬁ?%ﬁ)\
51/ 1H % |1008-105" TEEM (LA 3E |P, 150, 300, 450 |8 i 529
% |Ao081056" | FSwR | TESHK |1 H 21 |P. 300, 450, 600 |13 3@ 748 | GaA).
DTURMERRE| L T N e
AEA % |A0081077 S R Z“EEMKR (LA 21 [P, 300, 450, 600 |14 i 745 |%
S IIAH % |A0081100% Z@EEM [1H 2\ |P, 300, 450, 600 |14 3 736
% 5 1H2 300, 450, 600 6 i 1051
A0081059" iﬁg*ﬁ ol = A G
% ZHEEM [1H2 P. 300, 450, 600 |26 & 566
HAN | F |A0081209 JEEMR |1H2 300-450" 53 i 106
% |A0081057" ; o JFEEHR |1 B 20MH 150-600 52 ¥ 429
HRHE IR E
Ei % |A0081078" PRAERD ) FHER |1 B 2E  |150-600 12 1 420 | .
‘ £ £
85 | SAEA| 5 |60081101% HEH LA 2mE [150-600 12 357
% |1008-033Y  |1B ML " SR |1 BH3E  |75-600 HUEHRET 1517
2 [1008-197" |18 PEAHE" JEEHR LA 3E  [150-600 e 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
( TPREIEE AR E20EE - IR & T HRBHRFBRICRT LIAR)

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) ERER®ER
1) EMNERKRGAERIE
OEATSEREHABEY -9 101D
BRI BRI RE 2 xtge & Lz 13 &G0 “HERIILERRICB W T, TEFEEE TH
D IHEFHIIRFOIER A AT IX FRDO E B Y TH Y, 7L H/NY L 300mg/ HEEKL TN 600mg/ H #E Tl
7T B AREE L il U CREH RIS B ENRRD bz,

BAEGHMIE OEIF A =7 @ D
B e | R TIERE D "
R [95% 2 1]
7R 97 5.12%+0. 19 - -
L HAY L 150meg/H | 86 | 4.81+0.20 | - -0.31 [-0.85, 0.23] | 0.262
LAY 300mg/H | 89 | 4.26+0.20 | -0.86 [-1.39, -0.32] | 0.002
LAY 600mg/H O | 97 | 4.49+0.19 | -0.63 [-1.15, -0.10] | 0.019

a) WEBREMMEHRRE T DWAOBENDOEIH Lz LEBOFEER A7 [0 A7k l) b 10 (Zhb
ERWREZ) O 11 B TR S AL, A3 T BAREWVIEERVREAZRT, ]

b) BHEER O Cler BERF. N—R T A L OERA 2T 2R L 55O

) Z VLT F =7 T T AHEEM (Cler) 12X - T, 30<CLcr<60mL/min O#ERFEIZIE 300mg/ H . >60mL/min
DOHEREITIE 600mg/ H N5 Sz,

BRI P E AR RS AR O S R B E xR L Lz 13 HEEG0 “HEsitiEaBRic e, F3
FHEIE H CH D IR HBREOEIR A a TIX FRO LBV THY, 7L HNY > 300mg/ HEETIE T 7 ®
REE L ol U CREEH P B s 0300 by,

AT ORI 2 =7 Y
\ o Re=ZS5 A e DB o
B e | RARTH %m*%ﬁwﬂﬁi TIERLDE |
T FEUERR IR ——— [95% 538 X 1]
7IvR 135 4.83+0.21 -1.20=*0. 21 - -
P 2 U I B E R T R e B
+ - +
somg/p | Mo AEeERE ol TLEEeE ] e, c0am | 00
UL HNY -0.74
-+ - -+ -
6000/ 8 9 45 4.08+0. 32 1.940. 32 (-1.39. ~0.09]

a) WA INVE AT 2 A0 AEEN LR L 1L EBOEERm AT [0 (BARL) 225 10 (Zhll b
VVEA) D 11 BBE GRS AL, AT BRRKEWVIEERVEAERT, ]

b) 5RO Cler BAER T, _—RA T4 L OEFAT ZHER LTI GG OEm A 27
DR—ZF A NSO REITBIT AT LAY 2 300mg/ HEEE 7T B REEE DA FEEM S LTz, )
¢) ZVLTF=o 7 YT T AMEEM (Cler) 12X - T, 30<CLer<60mL/min O#EERE1ZIZ 300mg/ H . >60mL/min @

WA I 600mg/ H 23 e 5 Sz,
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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
U CHRHEMIICE B2 EN RO b,

T L
e R b —REH 77EMEDE b
i [95% (<]
IR 248 5.45%+0. 12 - -
sy | 0.44 |7
+
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

8) /Il FRRIED : AARANA 7 ) = 755517 (2) @141, 2010
9) thNEEL : ERNEIEMRGERER CFE R IE R R E I LE 5 )
10) Satoh, J, et al. : Diabet Med 28 (1) : 109, 2011

11) FEPNERE : ENE ARG (BHERmiE)

QEANE#HZEHBR Y - P W 1919

RIS 1 RS TR ERE 126 11 B TR ME AR AR R P 2 (O 9 IR R 123 1), RRAERT JRE FRE 106
B SF A AR P T CE BRI ITR ., M2 IER . S RMELIE IS RE © &) B
103 Blaxtg e Li-EM&EGRER (W3t 52 ) (2B 2WAOME (0~100mm @ Visual
Analog Scale TEAKEWIZETRVVREAZ T ) OFHEIZTROLIBY ThoTo,

S - DOFRE  (mm)
FA HOREIB PRI ﬁfﬁ@#ﬁﬁﬁ FRAE T I E HOR AR T P T
B PN O TR
i FHE+ A PR+ i FHE+ At PR+
Bl YR Bl (R Bl YR Bl IR 72
| PGl | 126 | 62.0£19.0 | 123 | 52.8%21.7 | ] 106____|. 61.8423.5 | 103 ]! 67.1£16.6
| 120 | 116 ] 35.3%x22.3 ) 119 | 30.0£23.0 | ] 104 ). 48.9%23.3 | ! S 44.3£26.9 |
| 2487 | 105 | 34.0%£23.0| 112 | 21.7%22.0 | ] 101 | 48.3%X23.8 | ! 2 | 46.3%27.1
52 i 94 28.3+22.9 97 24.8+20.8 87 47.1+24.8 85 44.9+27.0

0~100mm ¢ Visual Analog Scale TEN K& UVIE EHRV VR A ZRT,
FRHEIRIE . PR EEMER A xR & LR I 24 HOTF — 2 ZE L TR o272 28 DT — & %
Y,

12) #ENER : ENEMEGRR (FREZ %)

13) /NI EiERIEAS « ke 59 (8) @961, 2010

14) tENER : ENEME R (BEIRIEMERFE MRS © 5W)

15) tEPNER : ENERGRER BRETm i)

16) tENER : ENEMRGRER FHHRERERE. MaEPmEhm, SR MEREEICFE S %)
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2) ERXREGKRARME (BHEERER) WEBEAT—2ZEL) 7
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

17) ARPEEL - [EBRILR S MAHGER (BB ER)
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3) SNEERKREBREE MEAT—2)
O NETStRABRE (HFRAESRERE ©
B SRR AT 25 L LI “HEEREERRICK W T, FEFHMEEE Toh 2 Hfk i iRy
DEFRAATIITERDOLEEBY THH, WTFHORBRICBWNTH Z LAY > 300mg/ B BEK
600mg/ H BETIL 7 T B AREE & el U CTHERHRINCAH BRI ENRE D bz,

r s T O A a7 @ Y
i R R \ —— ——
- G U /) 3T TIRREDE
C ) S R e p fi
T FEUERR [95% 12 #HE X [4]
S E A &SRR
77exA 93 | ! 6.14+0.23 | - | o]
o 0. 88
LAY 150 87 5.26+0. 24 0.0077
ZVHAY mg/ H [-1.53, —0.23]

LR T e R i Al
1338 LAY L300 98 5.07+0. 23 : 0.0016
UMD 7y 2 30me/ |98 ) B0TE0Z ] 170, 0.4 | "

FLHAY 2 600mg/ A © 88 4.35-0. 24 179 0. 0003
[-2.43. -1.15]
S EEE I/ AR FER
7zeA 87 | ! 5.59+0.21 | - | _
N 0. 14
2 FLHAY > Thmg/ A 83 5.46+0. 21 0. 7999
i [-0.71, 0.43]
(5M) et I
FLHAY 2150 82 5.52+0. 22 : 0. 7999
H3Y mg/ H (0. 64, 0.50]
77exs | 81 | ! 6.33+0.22 | - ] _
o -1.20
3 FLHAY 2 150mg/ A 81 5.14+0. 22 0. 0002
. [-1.81. —0.58]
(BM) b S e T
LAY 300 76 4,760, 23 : 0. 0002
T UHNRY mg/ H [-2.20. -0.95]
A 77exA | 84 | ! 5.29%0.24 | - | ]
i ~1.69
8 A LAY 600 2 88 3.60+0. 24 : 0. 0001
(8 #H) TLHNRY mg/ [-2.33. -1.05]

a) PEREEATLET 2MAOHEENDHEM Lz LB OVERA 27 [0 (FARL) b 10 (ZH
LR nER) O 11 BRETRHli S AL, 22T RREVIEERVEARZRT, ]

b) PRER 1 RON4 ;B ERE, MERRKR O Cler BEK T, N—R T A L OEJFA 2T &g i LT 5 LS
RER 2 FOV3  BEHL R EZ KA, XN—AT A VOEFA T B8 L9 5 L5800

) ZJVTF=2 s UT T AHEEM (Cler) (2K - T, 30<CLer<60mL/min OHERE1Z1E 300mg/ B, >60mL/min
DYEERFE1ZI1E 600mg/ H N5 X7z,

18) fEWNEE : SMEE LA K OVEIAR Y 7 &Rt R (ks % aiesm)
19) van Seventer, R. et al. : Curr Med Res Opin 22 (2) : 375, 2006
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@ SNE TSt AxtERER (FHEEGRER ©
FREBEHERBE 2R L L 12 BEEL O " HESHREERBRIZ BT, FEMIEE Th 5
FAEFHMRFOEIFA A TIITRO LBV THY , LAY U (150~600mg/H) T 7 &R
L U ORI B Ew RO BTz,

&G O A =2 7 @ D)
BehBE —
" _ s FIRREDE
| =] \ SZA i ,Bj{ E= J N
JE B B/ ERAE) AR UERR S [959% (= 48 7] p fif
7T R 67 6.199+0. 235 - -
A Y A N e 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

20) FEPNEDEL : SMESE b AHRRER (P BEHR G RIZTR)

Q@ NER#HERSHER (FRAPRHRE. SHiaGRER) - ?

HAREBHMRREBE 2R L LEREIER R 1 (1654 1, &E 312 8&Y5) | 2 Q75 6, &E
172 8 5) ROFBREREF ZxRE LRGSR 3 (102 4, Kk 167 8&ES) (B
BDIHDIREDONVEMEIZITERDO LB THoTz,

T ORE () ©

AT e T R B T

S IR 53R 1 AT 53 2 R 53 3
g M e O | TP

e e e
| B ] 154 | 69.4+18.7 | 275 ] 67.3+17.9 | 102 | 61.2+23.7
I 128 ] 114 ] 42.8+426.1 | 211 | 40.3125.4 | 89 | .51.9%23.6
I 2408 |91 | 40.5+25.1 | 173 | 41.4+24.9 | 77 ].48.8%23.8
I 5218 | 63 | 38.3+24.6 | 122 | 35.7+24.2 | 58 |.51.0+22.7
104 # 32 36.8%23.2 78 32.5+24. 1 38 49.4=+23.0

a) 0~100mm @ Visual Analog Scale TMEAIRZWMTE EMVE A EZRT,
b) AMEEMEERER 3 12OV TIE G2 ML N 104 BOT—H ZINE L TV, 60 KON 108 H DT —
& &R,

21) HWNEEL  SMER MR GRER (HHREZ &)
22) HWNEEL  SMERMR SRR CFRHRERER)
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(3) BGPREEIEEAER
E@'lﬁ%ﬁ%ﬁ 23) . 24)
HANFERER A BYEIC 7 L AN ) 250, 100, 200, 250 XT8N 300mg (4% 58 6 f5]) ZHuifmicHin]
RO E Uiz & & 200mg 5 5-LL ECHHARERIER 32 <G AT D3, fiemi & 300mg £ TO IR
PEDHERE S, FEWEREICB W CH R ERFICER TR Z Lidheh ol
F7-. AARNEERABMEIZ LAY > 1[E 150 KON 300mg (K458 76) % 1 H 2 BEERD
B LRI HOWTRIBEIIERD b o T-,

23) FENERE : EERRR A IC I 2 @ RE (HLEI S
24) FENERE R AIC I T 2 B RE (RUE RS

AEBRE - A2

HIZES AR

WEL. RACIIVIEAEE LT LAY 1 A 150mg & 1 A 2B TRAFE L, 20% 1EBILL BT
T1HMH&EE LT300mg & Tl 95, 7Z2ds, Fln, ERICK D ETERT 223, 1 BikEHEIL 600mg 248 %
RNz EEL, Wb 1 H 2ENCST TROEET S,

SHAREICHES KR

WEL. BAIIOHEAEES LT LAY 1 A 160mg & 1 A 2 [BEISAT TRA®FEES L, F0% 1 #8ELL
T 1 HAHESE LT 300mg & CHlidl L7-t%. 300~450mg THERF -2, 7eds, Aln, SERIC LV @ EHET 525,
1 B BT 450mg 2B 2722 &L, Wb 1 H 2B CTRAKS 45,

(4) FFRHER
B OGRZERBR
EARY/YA
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(5) HRELAVEAER
1) BEALIEITHERGHR
DA0081120 34E& (HRAZEHRMEEE) (TUVyProIxgHR) ¥ -2
BB « BRI iR B kI, 7V /8 ) > 75mg, 150mg, 300mg % 1 H 2 [[#&5 L 7= K
DAL T, 77 BRIk $ HEBE R O &RSPEZ 7T 5,

BT A 7T e, EER L, CEER, WATHRH, ZiisekFERR

POE BRI IS R AR Rl 371 5] (B E-A)
e B R L YE o lha B O 3L 2 B < AR S 18 ik LA Lo B4

- HOARRIE O BB HARR TR 08 3 % H UL B L T 5 i

- BEWIBLARE (22 1) RO EEMRMBMGE (2 2) 1231) D MHEKR McGi 11 J§ &
B (SF-MPQ) @ VAS A3 40mm LA £ T % B

- CHERBAE (222) FTORAOBIEICENT, BETHEMO > H 4 BRELL
FRADFMEEASIL, O Aa TN 4 U EThH D BRE &

F7pBRo L R E 2 AELINIZEME RS ORZEIN T S B

 HPRIE TS 2RI 1T L CHRAEE & 2 UM SRR M 72 1R R & i T S = B

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

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

- WO ORRBELC, FHAOFHNCEET 5 L5 RO R EEEEZ AT 288 5

BTk TEEREIT I3EMEL, 1B 2EEIYICT L HNY > Tomg, 150mg. 300mg Xt
wARERG Uz, IBRE I _EERPIBSRE (%72 2) OFFNE 13 8 - FILREREE
HoglE CHRA L7z,

BEG IR 13 W & LT,

BNPE DT st AR NE|

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

- BRI ISR T D T & OEEA 2T
« BARFTARE DIEIE A 2T NAR—RZ 54 b 50% L EE T LIz (L AR #—)
OEIE

) JAAOBENOREME LR PR AT (LT, ERAaT)
BB (3 BEIRIEIC, 2 24 R 04 % 0 (A7e L) ~10 (ZHBLEZeWEd) @ 11 BT
fili L7z,
W5 24 FEEIC, Hiel-0¥Eh B, BB T DL I RfEA,. VY 35 L5 RIEH L) ORAE
b LS ETETFERATLEZY, (—27FRATOEDITD)

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

(1)

F& RN DS A = 7

B AEETAIIRE DFIR A 2 7 OSEHIL T 7 B REE, 7 L A3 Y o 150mg/ H B, 300mg/ H £, 600mg/

H#ECTENFh 5.12, 4.81.

4,26, 4.49 THY, T RCOTVHINRNY VHERTTREELY

&<, 300mg/ HEEK TN 600mg/ HEETIZ T 7 B REEIC LN TREHHIICHE B R EN R ENT=,
%%ﬁﬁﬁw$w%ﬁx?7”(mw )
1 [C N S AR TSR E DR
RPARE 51 (FEHEEE) & [95%C1] b B
75 ¥ REE 97 5.12 (0.19) - -
150mg/ H B¥ 36 4.81 (0.20) —0.31 [-0.85. 0.23] 0. 262
300mg/ H £ 89 4.26 (0.20) —0.86 [—1.39. —0.32] 0. 002
600mg/ A & 97 4.49 (0.19) ~0.63 [1.15. —0.10] 0.019
CT : X [H
a) BRUCBITDR—AT A O JERAa 7 OVHHERERFZE] - 77 vRRE [6.2+£1.5] | 150mg/HA
#f [6.5+£1.6] | 300mg/A#E [6.1£1.4] | 600mg/FRF [6.2£1.5] . 72d, BB T D= T
AV OFRISRBIL., RAKFHEEE & R TH -7,
b) B HBER O Cler AR T, N—AT A MEE LR LT D0,

@)%Jﬁﬁm
TL O AT IE 150mg/ BREETIEE 1AL OE 2 T I BRBEICHE L CHEL

BIF2E I L DERA 2T OHR

Nt 13W/R

otgwmyﬁﬁ&U&myEﬁfiﬁlHﬂ%&@%ﬁ PIREB LT T BRI L

ﬁlm\ \—{EXIZ)\O 71:_.0

107 BT EDERBRAI7 DIHER
9_
8_

-0 T NEE
—a— LA 150me/BEE
- 7L/ 300me/BEE
——J LA 600me/BEE

+ -“‘-_""——‘——ﬁ—

(T 1=-80) N LSS
[4)]

4- """""-‘"'--*---q.---qn
# * (150me/B)
3' EE 3 £ EE 3 £ £+ EE 4 £ £ £ £ EE E =3 #% (300mg/8)
H £ E 23 £ £ £ £ ES #* £ 3 HH # ES (600mg/8)
2_
1_
O T T T T T T T T T T T T T 1
A=Ay A 2 3 4 5 6 7 8 9 10 11 12 13 (&)
=S5 AR RRIFROMR 0 B LIIGE £ 7 1T X DARHT

* p=0.05. #% :p=0.01(07>1RE)

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 D3 E % JERIIK+ & L7~ Cochran-Mantel-Haenszel (CMH) 2%,

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)

8) /NIl EHERIED 1 HARASA 7 U =y 753K 17 (2) @ 141, 2010
25) *ENERL - EPWNE I ESHRER (RIS % ahRm B
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QENFEMMHRER FERBEREHEZEZICHESER) (T3 RxEEER. A0081163 :KER) ¥

H Y BEIRIAPEAR R IEE IO LE © IR EBHE 2 Xz, U3 > 150mg, 300mg % 1 H 2 [AI#
5. U= RO F R O 2% 5l 5,

RERT A 77 AR R, BEAL, EHEER, WATEEM. Sk IR

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

ABERIFIERER (MR TAL, > 2 U ) OBEEZT, HoAENEIZEY
BRlaR: (%22 1) £T47< &b 30 HRMM EOHIMT—ETH Y, 22 2IRERH
s —EICHRF TN TE L FPHITE DAY
AFERFIEREOIG T 22003, EH ﬁ%ﬁ&tf@%%f TRIENEDZZ 1
FCizhe< L 30 HILL Lo T—ETh Y, GBI+ b iER) - BFE
EE—TEOEFITHRFFT D22 N TE B ICHERIFIRFRELZLEL LN ET
HcxnBHE

- BIARWIBAR (22 1) ITHERIRIC X 0 IR 2 0E O RAPEO S B Ei R i s P 5%
MRRREE L BZWT 5 Z LN T ZORIERAN 1 FELLERTTH D LR T B R
=

- BIRIBIAERE (22 1) ROVREMIBIAER (232 2) ISR DM McGill JmAE
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 25 2 EUPNICENEEE OBWA T Sh-BE

+ 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 DOFHIEEEET D X 9 O REEZ AT D HBE &

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,

F 5RBRICBIT LAaWEE T 1 B OBEN 2872 14 HEEskbiE £ CIRAL

72

P 148 e L,

HWE DT TEFmE A

ES 2

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

B fRAT

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
7—) OFE

) 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. AUMEOHER

(1) FAEFHMFREOE R A 27
T H T o 5 &GN R O BB R A 27 OEHEIL T 7 B AREE, LY~
300mg/ A £, 600mg/ ABETEILEA, 4.83, 4.20, 4.08 THH ., X=X T A VEENSDEE
ITENZE L, -1.20, -1.82, -1.94 Tholz, mEFHMFHIZEIT 5= T A VK06 O
P A 2 T OB{LEE, TV HANY CIRETT T B AR TR IS B IR T T,

R—R 574 VBN OHRKRITMABEE CORETEHEFRAITDEILE (ANCOVA)  (FAS)
SRRSO o o o
T IR % 2 T A& IR LD
HEpl | B T Y S/ Ty Y .

() () 2= [95%C1] p A
7T REE 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) ZEHEEEICBIT A Z L DR A a7 O#R
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 EDERBAIT7 OHEBE
87 —— TS tHB (n=135)
—a— 7 LA/ 300me/BE (n=134)
74 —— 7 LA/ 600mg /B8 (n=45)
= 6
b
a5
F
% 4+ + - - = + & i
il
% 34 %  kk kk kR kk  kk  kk  kk  kk  kk k% kk k% (300mg/B)
E Ak ok kR ek ek ok ok kR ok ek ok * % (600mg/B)
# 21
11 HeFaE IELRIE T TV S DR
% p<0.05. %% p<0.01(H7SEAE)
0 T T T T T T T T T T T T T 1
N=A71 1 2 3 4 5 6 7 8 9 10 11 12 13 (&)
51
MBI [ A =294 | 138 | 238 | 338 | 498 | 538 | 638 | 78 | 83 | 93 |10 | 1138 |12 | 1338
AN 135 135 | 133 | 131 130 | 130 | 128 | 125 | 125 | 123 | 122 | 121 120 | 119
300mg/ H 134 134 | 132 | 129 | 128 | 125 | 1256 | 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 REMOHER

TVLHANRY ROT ZERICLDENERRBIRIL, 77 2REET36.3% (49/135%1) . v
XU > 300mg/ HEET 56. 7% (76/134 1) . 600mg/ HEET 80.0% (36/45 f5]) Tdh-7-, E72E
TERNZ. wEMED v, AR, RIEPEZIE, (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)

9) FEPVEEE - EPN G IR RGERSR OB PRI IE AR RS AR IR (A 9 15)
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QN EFMIEHER FIRAESERMERE (T vy I U aZEER,. 1008-196 =8 GMEAT—%) ©- 9

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=-50) < L3R

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 LR DME DK KT o > TR E 1Rt 24k & Lz,

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

d) Hochberg {£IZ & 0 7%

(2) FEHMERSICBIT I L OEFA a7 OB
WL OEIFEATIIE LENS, WTFNROF LAY VEETH T T BRI THEIK
<, FOETHRGHIM Z28E U THEE LT,

ECEDEJ/AIT DR

o 7T ARE

—a— 7L A/3)>2150me/BE
- -7 LA/ 300meg/BEE
—— LA/ 600me/BEE

3_

(150me/H)
21 * * * * * * * * * * * * * 4 (300mg/B)
] (600meg/H)
0_
=271 v 1 2 3 4 5 6 7 8 9 10 11 12 13 (GB)

B 5

FRIRFAYR 0 IR LIIGE £ 7 /WIS K D fight
# 1 p=0.01 (8t 7 51REs)

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,

LARUE—DEE
VAR E—4%

5 R 7 2)
Sk 4 7TERL DN

(%) p &
7 TR 93 7 (7.5) -
150mg/ H ¥ 87 23 (26.4) 0.001
300mg/ H #f 98 26 (26.5) 0.001
600mg/fﬂﬁ¥lﬂ 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)

18) fEWNERE : AMEE LA K OVEIAR Y 7 &Rt R Gl %aiesm)
19) van Seventer, R. et al. : Curr Med Res Opin 22 (2)

: 375, 2006
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2) EEEGGHER

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

HNEAT—%) ®

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) - -

F LAY 2 600mg/ A © 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

Frfe L7-,
BIEDEFBROATOHS
10
1008-030x 5 -0 7St
¥ 7L AU »T75mg/BEE
—8— 7L #/CYU > 150mg/BE

8 -
=
&
- &:ESE%HHE“$:“TQE;==Eg====4

6 i
A :
N s
= A
E3
I
2

2 —

* p=0.05 75mg/B# vs 75 tmEE
. 4% p=0.01 150mg/B# vs 75 REE R 0 IR LIE € 7 /WS K 2 T
= | I | I I |
N—ATAY 1 2 3 4 5 (3@)

#SHAR
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1008-04555 —-O- 75HE
1 —— LA/ 150mg/BHE#
% 8- —&— 7L /%Y >300mg/BE#
A
=]
i
=
i
E
F
5 2
|l $p=005 150mg/B2f and p=0.01 300mg/Baf v~ ==
#% p=0.01 150mg and 300mg/B#f vs 7 M  RIRIIHE VIR LIIEE T /VIC X D s
00— T T T T T T T 1
R=AZA 1 2 3 4 5 6 7 8 (@)
5 1ER
10 2
1008-127 8 -0 7S5 tmE
7 —- 7L AN >600mg/B#
&= 8+
"
A
7 6-
% B
L, ]
§ 1 Hadk *kk ek
8 2
. | #%% p=0.0001 vs 75 K SRISHH: D 3 LIEE 7 1C & 5 AT
= T | T T T T T 1
M= T 1 2 3 4 5 6 7 8 (@)
B 51

(3) iR (YHEHIDOEE)
BREFHIEE DIKIE A 2 T INR— AT A b 50%LL B LT (LAR 2 —) OElG
X, 1008-030 Zf< 2 BT, WO T L AN VEETH VARV A —DEISILT 78R
HICH_THEILE ST,

LRARH—? OEIG

VAR A —H

188k No.  [#&5-J71L]

i3 L RENPSEIA] (%) p i Y
1008-030 [TID]

77 &R 87 15 (17.2) —
FLHANY > Thmg/ A 83 17 (20.5) 0. 465
ZF LAY 2 150mg/ A 82 18 (22.0) 0. 465
1008-045 [TID]

7R 81 8 (9.9) —
ZF LAY v 150mg/ A 81 21 (25.9) 0. 006
ZF LAY 2 300mg/ A 76 21 (27.6) 0. 006
1008-127 [TID]

TR 84 17 (20.2) -
FLHRY 2 600mg/ H © 88 44 (50.0) 0. 001

TID : 1 H 3[a]

a) HASFHIRE DIEIF A 27 NR—RF A inh 0% B LI B A L AR X —LEHRL, TOEE
ERERES LITE U, SRR OV A 2 7 OB 54T H A2 S TER 7 BRloWADR
ENSHEH L,

b) ClLer &% ERIAF & 45 Cochran-Mantel-Haenszel (CMH) 15
1008-030 7B & O 1008-045 78R 1% Hochberg 12 & 0 BV A& L7z p 27,

c) LAY 2 600mg/ HEETIL, % CLer I8 (CLer>60mL/min) OFEERE 121X 600mg/ H .

& CLer J& (30<CLer<60mL/min) O#ZERFE 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

18) FEPNERL © AMES AKX OB IR 7 7 2 AN % RERER (PRI 2 T2 thiet )

REERE - AE

HIEEE AR

WL AT EE LT LAY 1 0 150mg &2 1 A 2BENCH T TROBE L, 201% 1 BB
MFT1 HHEE LT 300mg £ T2, 7235, s, ERICE 0 FEEHEKT 225, 1 H&es T 600mg
Pz EEL, WL 1 H 2B CRAKRET D,
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@
H

ERNEMARR (EHEGEE) (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.

BHEIC B9 5 TEH 57



I. AMEORR

(1) FHEFHIEF DI A 27
T LAY CEEDBAEEHIERE O SEPLIR A a2 7 OB EIZ T T B RN TREL (T

WHE L ORERIZE © -0.44) | HFHAYIC

BRRAENRO LI,

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 : /N T 3yE, SE : AEYERESE. CL : (KR
a) WEMELZRT., N—R2 T A MEE LR L T 5B
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
TP G-I &0 U CHERE LT,

) SIL N

=
-

(Sl

BT EDERFBAIT DR

—o— 7S5t KEE(n=248)
——1J1JhE$ (n=250)

h- 2FASTE
*: p<0.0253(H7S5t4:E)

5 6 7 8 9

T T T T T

10 11
% S 1A

12 13

14 15 (&)

SRR | A =294 | 138 | 2 38

3 i

4 1

5 | 63 | T | 8 | 9

10 4

1138 |12 38 |13 38 |14 38 | 15 34

77 'R 248 248 | 245

239

237

232 | 230 | 229 | 224 | 219 | 218

214 | 211 | 210 | 210 | 207

2R 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)

11) tEPNER - EPE AR  (RRHE AT e

ABAE - AE

BUETREICHES BB

WL AT EE LT LAY 1 0 150mg &2 1 A 2BENCH T TROBEE L, 201% 1 BB
2T T 1 BRASE LT 300mg F Ol L7=1%. 300~450mg CHERFT 2, 7235, AR, fERIC L 0 @R
0, 1 @ AEIT 450mg 22722t &L, Wb 1 B 2RI TRO&E ST 5,
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QEMLRFEMMAER. FMb HKR (FHIEEERER)

GHEAT—82EE) VY
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 60




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)
BTEOEBAITZOHE : mITT
7 o TS5 ERE (1=106)
e LAY VB (n=105)
7 6
i}
A
3
Z s
1
I
o,
T ¢
2}
HEEse L ELNE T T IHCL NN
3: *: p<0.05(% 75 t42%)
0 T T T T T T T T T T T T T T T T T
~N=AZf»1 2 3 4 65 6 7 8 9 10 11 12 13 14 15 16(M)

REHAE

<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,

BT EOEMAIT OB mITT

LASESS —e— TS5 RE (n=106)
7 —— FLHNY U (n=105)
23
L
3
7
B 5
#
E 3
T o4
5
0 T T T T T T T T T T T T T T T T T
N=ATFf»1 2 3 4 5 6 T 8 9 10 11 12 13 14 15 16(H)
#5180
@EXALIH
& —— 5L (n=106)
= == TFL AN UE (n=105)
o6
|
7
% 54
h
=
T o4
5 1
0 T T T T T T T T T T T T T T T T T
N=AZ1>»1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16(#)
=515
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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 TSI ARBEO S L HARY UBEICKHT 54y XA R LT,

I REMOHER

A0081107 FRBRIZH T 2 BMERBERIZT 7 v REET 46. 7% (50/107 f51]) . LAY UBET
67.0% (75/112 %) Tho7-, FEREIFEAIL, IR, FEIMED v, KigEFETH 72, 7
LAY COEERBEIERIZ, KMPHE | #1385 X, [BIE L,

1008-125 FRBRIZEIT DEIWEARIRIIT 7 B ARBET 49.3% (33/67 #) . LAY VBT
82.9% (58/70 fil) Th o7, FRANWERIZ, MR, FEMWED E W, T, ONEETH 72,
TVUHNY o OEERBIER L, BEDUEGRE, MREEIE/FZIEO 2 6] 3 s S, Wi
NHEIELE,

17) ARPEEL - [ERRILR S MAGER (R G%IER)
20) FEPNERL : SMESF ISR (B8R %IA)
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3) REMAER
OEREHEERR (FRESKREFE) (A0081121 :KEx) -
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, RHEEHERF CIZENZEN 33, Tim KON 7T £ TRA L, VA ORI R
e En,

SF-MPQ fE#H D5 = (VAS ) RUREDEAHDIEE (PPI X2 7)

FEATR AR N A OE (VASfE) ©  BEOWRSOEE (PPLAa7) Y
S 126 62.0 (19.0) 2.8 (1.0)
& REAT KR 126 33.7 (25.6) 1.7 (1.1)
R S S GG NNOY Y [ARN 126 -28.3 (23.8) -1.1 (1.1)
N 3 545 SE¥) (SD)

a) P : 0~100mm (FUEAEVIE ERBADBIRN T & Z2RT)

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

c) ADOEILITERIERN G E LI & 2T,

d) “EHERRBRIZCTT VAIANY UREEINTHBREIL EHERRBRON—RF 4 Ul, 77 2RBHEL S
BB IIARIBBR D R— 2 T A % AV,

BE1BMICHITDEHDEE (VASVE) DHER

(mm)
100

80+

60

VAS

40+

20+

0+ : : : - : : : : : : - : :
N=A71v 4 12 20 28 36 44 52 (@)
w3
BE5 A

#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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IREEDREH DIZE (PPI#2 2 O7) DS
5.0-

4.0-
3.0

2.04

PPIAO7

A-254¥ 4 12 20 28 36 44  52(@)
#3)
5 HARE
#2)PPI : Present Pain Intensity

#)—WERABICEWT, AN PRSI NBER_EERARONA—AT1 i, 77 ERPREENEBEIFTRO
N—ATA AEERAVE.

piE N HY 4 8 12| 16 | 20 | 24 | 28 | 32 | 36 | 40 | 44 | 48 | 52
ST 151 3% 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,
F2RRWERITIZEME D F U (28.6%)  ARRTETFIE (16. 7%) AR (15. 1%) . RN (13.5%)
TH ol
HEFERBIZLVIRRAZTIEL-OIX 1T BT, 2D 55 13 Bl CRERREZGE TE 20 &
iz, FIEOJRRKEE 72 > 2 REBMREZ B E TERVWEERFRO O HLEEOWRE IR D LN
“DIX, FHEREDRD (4 f) | FEED WV, IR (K 26) Thol, RRERESRETE
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+ ERGEE. BERtEO W, FREEO FW/EERO 5 4N 4 Bl L 0 s S, 2 b0l
JHFIZOWNWT, H+ RS A8 U 1 AT, ftho 3 BlXEIE D R S vz,

BEMERDEHN
RV R G151 126
BITERRBBIEL (%) 99 (78.6)
BB 261
I 72 @IE R BLBIEL 4
HEORIWERRBLIE (%) 2 (1.6)
EH’E)ﬂ (XD HIEBE (%) 13 (10.3)
BIVERIC L 29 E S d— P R (%) 28 (22.2)

12) tNEE  EAEN®RGHER FRIEESZMRRE)
13) /NIl HiERIED> « RS9 (8) : 961, 2010
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QENRHREHR ERFEREHEESI2HSEMR)  (A0081164 5L88)

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 67




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 BADEALIARIER NG LTz = L &R,

) “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-

40

VAS

30-

20

10

O‘| 1 i ] T T T T T T T T T T
N=2341> 4 12 20 28 36 44 52 (i)

’ 12 5 1AM

#1: VAS | Visual Analog Scale. #H : 0 ~ 100mm(BESENNIEEAPBRONIEERT)

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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REORHDEE(PPI*2Z217) DR

PPIAO7
@

OqI T T T T T T T T T T T T T
N=A717 4 12 20 28 36 44 52 (@)
#3

RE AR

#2: PPl : Present Pain Intensity . #56 : 0 ~ 5(A27PBWNEERADEEESB I E&RT)
#3  ZHEERHEBRICEWT. V)P REENAEBEEIZTEREBRON—AS1 i, 75 ERPRESNEBEERTBON—R
41 EEBWVE.

pIEl N AV 4 8 12 | 16 | 20 | 24 | 28 | 32 | 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)

14) AR ENRMIER SRR BERFIERI RS (2 5 759H)
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CEANERMAKREREE (RMMMBIE) (A0081209 (5 '
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. BEDHER
FEM G5 106 B OFE 4D VAS 5 CEXME) 13— AT A i, 4 #KF, 28 HFRF, 52 FF, &
RERAMIF TFLEH 61, Smm, 48. 5bmm, 48. 3mm, 47. Imm, 48. 7Tmm TH VY . EHE GBI AL
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 - A DVASHE (FHE) DR

60

50 A

40
30 +—r 33 T T T T T T T ™ T T
N—AS1M>~ 4 8 12 20 28 36 44 52 (@) mi&

125 HARS e
%1 :VAS : Visual Analog Scale . &iBH : 0~100mm (BEADWNMFEFBHAMNEN EEFRT)

& 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

AFRBRIZ I TIE 84. 0% (89/106 1) (ZEIEHI 2588 BTz,
ERBEWERNIBIR, FEED £, (RERMN, W Th-o7e, BWEMOEERET, %< SR
THh, HEORWERITRD biviasroi,

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

16) FEPNEER : EINER B G RER (RE JR )
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@OEANERHAFREHE (BHEGHRER. NEDRER. SRMELERLR) (A0081252 K5k ¥

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

d) KR T RS - HEFFINC ) % KRR 20

e) AOELITERERNEELIZZ L ERT,

(mm) > DEE (VAS 1 B) DFEDHTE
7045155
60 (i
50
-
o 40 ) 95) ©n &7) 85) (1ue)
<
> 30
20
10
0 7 . " ; : T T
N=AF71> 4 8 12 16 20 24 28 32 36 40 44 48 52 () ﬂfﬂﬁ%&ﬁ
CT

=5 1Ak

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

IREOR/HDIZE(PPI"2A 7 ) DFIIED R

3.0
1{103)
25 ( P
2.04
L ]
Pﬁ {85) (103)
X 1.54 (95)
o
a
1.04
05
o4 :
A-25{¥ 4 8 12 18 20 24 28 32 36 40 44 48 52(®) @B
T{EES

REHAR

%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,
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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)

16) FLNEERL  ENEMIS GRS CRRERIGRIR, MR RIm, SRIELEIC M © 5R)
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ONERPARESRR GFRAEDSH®RMIZAE) (1008-061 :XERX. 1008-198 :RER) (MEAT—%) 2V
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

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

fAAHDIEE (VASfE) :1008-198 BAERSET (8 169:8) FTODT—4

80 ~

70 3

60 -

— 50 A

£

étm

5

)30_

20 A

10 A

0 T T T T T T T T
0 20 40 60 80 100 120 140 160 (8)
IE N 2HY 4 8 12 | 24 | 52 | 104 | 156 | 169

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

REDEHDFEE (PPl R 7) : 1008-198 5REASE T (FE 169:8) ETOHF—4

25 4

2

[
K15
g
: |
05
0 T T T T T T T T
0 20 40 60 80 100 120 140 160 (@)
& N IHY 4 8 12 | 24 | 52 | 104 | 156 | 169
STt 151 %5 428 406 | 348 | 325 | 264 | 182 | 110 | 46 | 30
V. RRICET 5B 76




I. REHOBER

1008-061 ZkER

BITERIZ. 75.3% (116/154 f5]) 12388 HAL, TG IiREh D F U 32 1], (REHMN 23 41,
ERR 21 ], FsC L HHME 16 ], DO PNEEKE 13 5], RN MRV IR K OGR4 11 1, 4508 KO
LA 10 fIECTh o7, EERBIEMIZ, Fiic L 29ME 3 #1, E=MHIR, EBHEE, K
F MU U AMAE, EEMEISMNE/ O EMEISNGE, Jorh/ FIT X D AME /T K D SME 5
SN WE SN, Wb EIE Lz,

1008-198 B

BIVERIIX, 65. 1% (179/275 f5i]) 1258 B AL, FERFGITFENED F U 44 B REEHEAIE 35 41,
AR 29 B, MEJE, 5501, REHIINL OEERFA 16 B, Ei 16 % Th-72%, HELRFIER
. HMRaRE S, PREGERGS/ Ao 2 1] 33 S, Z DOERIFIXZENEIUREE, FIETH
-7, ALNE B

21) FEWNEEL : SMER MR GRER (R 2 R rhiRR)

AFERE - A2

HIREE AR

WL RACIIAAEE LTS LAY 1 A 150mg 2 1 A 2ENCH T TROBE L, 201% 1 BB
2T T 1 AEHAZEE LT 300mg & CHET 5, 72385, Flh, MERIC X VTR 22, 1 Bim AL 600mg
FBZRNWZEEL, WY 1A 22BN T CTRAKET D,
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ONERHRERE (HHEG®RER) GWEAT—4S) (1008-202 :XE&) »
HEY : JElc i L7z —EEHRAR (1008-125 RER) (2L, HERRBR~OBITE2HE LK
FaRBLE LT, L HAY 2 600mg/HET1 H 2 EEEMKE LMoLt/ 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 L PPI X2y
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,

22) FEWNEEL : SMER MR GRBR GrRER G %RIER)

ABRAE - A

HIREE AR

WL RANCIFAREE LT L H AN 1 H 150mg 2 1 A 2BENCH T TROBE L, 0% 1 BB E
MNFT 1 HARE LT300mg £ THET 5, 72k, 4, ERIC K0 #EHIKS 255, 1 H s AR 600mg
EREBZRNZEEL, WL 1 H 2 EICS T CRAKET D,
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4) BFE - RRERIGER

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
RBE (A0081120 5BR) (1281 2 BRI DILSE A 2 7 R O OB L&D BEYE 7R (MR (F
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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OB HEEEEIMNI=H T DRKRARME (TEH)
wRES®RERE
B AE
(KEHIIN) DORBRITFROLEBY THY,

X

FEEOREICIDIAEFRRIALL OCE2HERS (FEED F 0,
NIV XIH D HOORERNFRREOEMTITXE

AR, R R

FHERRBREIRICRNE BRI FREBRMRIROBH 2R & Uk EN S IHE R R

(A0081120 7BR) K ONMEFL &6 TIHAH

B (1008

196 3BR) &%

FTHEOEEINI A > TRIERNE R DEAICH - T,

-

12, BHSREDRRE OFEIC)H D D

ERNENERERICE TS BEHREDREENDAEERRRR

ENFEIAERAER (A0081120 iAHR) SN AR (1008-196 3BR)
75R | 15/ AR | 300me/FEEY | 600mg/ AREY | 7T [ 150me/ AREY | 300me/ FEEY | 600me/ HEEY
Jﬁﬂﬁu%z
FENE CLer 8 62 61 64
1% CLer J& _- 31 33 26
ﬁ*—%%&éﬁz& (%)

FEUE CLer & 59. 7 74.6 92. 4 58. 1 67. 2 85. 9
1% Cler & 71.0 88. 0 93.5 58. 1 81.8 0. 8
FEIMESOHEL (%)

FENE CLer 8 6.0 51.5 9.7 13.1 43.8
1B CLer & 9.7 45.2 9.7 48.5 23.1
8RR (%)

FEUE CLer & 10. 4 42,4 4.8 8.2 25.
{& CLer J& 6.5 _- 29. 0 3.2 12.1 23. 1

HHEEE (%)

FENE CLer 8 18. 2 9.7 11.5 10.9
1% Cler &8 _- 19.4 9.7 27.3 11.5

AEEM (%)
FEUE CLer B 0 15. 2 o 4.9 9.4
{5 CLer J&= 0 24.0 12.9 6. 1 7.7
’ : ;‘if% CLer J& ™ 300mg/ H & & [RIFEE OIREE & & 7 28R, [ : F“E CLer J8 ™ 600mg/ H & [RIFLE OIRFE R &
25
a) ERICEEENTAET IR LE, LAY 2 600mg/ A #ETIIAEYE Cler JE O#EERE 121E 600mg/ A . 1K

CLer Jg D#EERE 121 300mg/ H A ¥ 5- L 7=,
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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/ H £ 600mg/ H & *
FE#E Cler 3 120 120 40
R MINGIE
{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)
FEYE Cler J&= 7.5 (9) 12.5 (15) 40.0 (16)
FERED F
{& CLer J= 0 78.6 (11) 40.0 (2)
FEYE Cler J&= 5.8 (7) 11.7 (14) 15.0 (6)
AR My N
1 CLer & 6.7 (1) 35.7 (5) 40.0 (2)
FEYE CLer B 2.5 (3) 11.7 (14) 15.0 (6)
REEHE
1 CLer & 13.3 (2) 21.4 (3) 20.0 (1)

FHER (%) GEHBIE)
B AEYE CLer JE o> 300mg/ A RE & [RIFLEE OMREE & L 72 54
[« #¥%E CLer JB D 600mg/ A B & [RIFLE DOUREE & & 7 D4
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

AR - BE

HIREEEER

WE L. RACITIMAEE LT LAY > 1 H 150mg 2 1 B 2 [BNCATTROZBSE L, 0% 1 EELLE
MFT1HMHEE LT 300mg & THEE T 5, 7Zods, i, MERIC XK D EEEET 525, 1 BixsE &1L 600mg
Pz EEL, WY 1 H2ECSTCRAKRE TS,

ISHEREICHES KR

WHEL. RAICIIIAE S LT LAY > 1 H 150mg 2 1 H 2 BN TRAO%B G- L, 0% 1 B R
T T 1 HAEL LT 300mg FCHE L%, 300~450mg THER:FT %, 7235, 4Elh. RIS X 0 M
B, 1 BEcmAEIT 450mg 22202 L, Wiy 1 B 2 IS CRO#K 5T 5,
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(6) AEEEH
1) ERABERE - HEFERARERE FAZR) - WERFTREREAER (TRRERKRHR)

SFREIS (VU B h T N) O CREERBI : 2011 451 A ~2016 47 H)
R E MR R 2RI, EREETICB T2 REMLR A EB T2 2 L2 L 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% FEME oD F 0 M OVEIR 1, &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,

26) EFE  —&1F)> : Prog Med 38 (8) :883, 2018

SRR (VY A HTRN) ORFFEFERSGERAE e - 2011 44 A~2016 458 H) "
TR R M BB 2 R, SRR T ISR A R 02 2M Kk OE M2 e 5 2
EHRBME LT, AREFEHE A RETE 2 3250 U, A I, SBT3 A6 R A o Bl g
13D LT, KT 104 1 (FBG-BALAREND 728 H) ECEBEMME Lo, 72720

P 5-B848 104 A TG T T ik LIIEFNICHOWTIE, F 0 E £ T4 Bl %W&Lto
L EMERRAT R SAE R 800 BllZ33 1T 2 BIVERFBLIZIL 12. 75% (102 #) TH Y . FE/2FIVEM ITEHR
4.50% (36 i) | REMED EVY4.25% (34 f) | RAEMERE 1.13% (9 f) THYH, ZiLETO
EI NS DG R R B A 0T L 7o G R & [FRE D FR ThH o 72, &% 5B4h 13 @S 52
LN BT 205 ORWERR BRI R L2 52 2 RN 2B LSRR, 27 F=21U7
7 U AME, PERER O, ANGREOF R, 1 B RKESREICBW T, BIEARBIRICHEEZEN
Wb,

BIIVERRNTRIRIEBI D 5 B REIF 54 TR IERFICER R R OFM A HE LN TEB Y . 2D
HERBEZ R 769 BlZRIT 5ANRIL 9. 0% Tho7=, £/-, BEOIFMIC L 2EEAaT
BT, AFEERTE il L CHBEREENRBO SN, AHRICEREL 52 5% RN 2K
FHLZRER. BHEEORE, AO0HEOR M, AGRIEORE, JPREOREIZIHW T, ARFIC

BEZEPRD LN,

27) BPE —&1EH> : Prog Med 38 (9) :1009, 2018

2) RBEHELTEBFEDNBXITRENE L -HBROME
LR

V. IGRRICEEY 5T A 83



VI.

-y Bt el e e R - =

1.

2.

FEZPHCEEH S LEVMXITILEME
S HNRY ROV TR F

FEIEER
(1) VEFLRE - fEFRERE 2. 2. 9. 3.

TVANY T, R EEWE ORG24 L, BRI &2 589D,

JLHIUY
y ‘n.

o ReOUTO—wh
-

Ca**Fr2ll »

- = Ca=t

A

TE® T TR

ﬁﬁﬁs@éﬂﬁ
ERHEE TV BRI

p.

HEHBIFTA

TULHN) HEBERERELTVSIRE

BefE . BARRZPEE R 2 /NI BiRR A
OIEIF & TV DR

BN T AT (Ca¥T) Fx AN ALE C2IIc X VR NIE L, 722 AP, JL

2R VY = BIE TR T F R (CGRP) 72 & OMAEEWE BRI STV 5,
Q7 LI ANY U REIEIER 254 L T D IkE

TUHNRY L Ca¥ T F v R D a,d V7 2=y b EDFEGEI LT, DAL T AT ¥ 3O

KETORIEN O Ca® DMAZIKT S, tEWE OR 243 5,

TV E, CaPT Ty RV D a, 6 7=y h~DOEWEEGHFIMIZEL Y, AV T AF ¥ v
DHNARE TORBFER N Ca> DL F 7 ZAKM~DHMALIET S8, BEEMR Y E OB E
HEIHTAZLIck Y, BRBE L/-—a—n o280, BEERAERETS, 512, LA
U o OSIREEMCIE TIMERRAS RO VT FLFh U UREE O T b= BRI 2R
BEELTWDZ ERRBRENTWND,

KT VHANY 0D EE [7 7 A —) BFEMRARER & 320 L TRunize, FERRIRRBRGE I 55

HITEREERLOA L Z Ea—T+— 2058 H L%,
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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 A9 B 1EH (in vitro)

100

80

&k

EEEKHc kB [Catt]itRy
(av rO—JEICHT 2%)

60 | @ HIRVFY
O ZLANRY

T T I I
0 10 100 1000 (umol/L)

BEYEE
T—RIT VN CRRETIMBEOMEN I V> 7 A A RE ([Ca?t] i) kHFEZ2 a2 b e — U likt
THEADE TR L, HPOEAL&T, 1REHZY 2 RIETEE L7 5~23 OEBROEXE, =7 ——X

FRERREZ 7R T
*P<0.05, **P<0.01, =¥ hw—/ Ul L OLER, —ITALE D BT O Dunnett D Uik,

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 [ 7 7 AV —] 13EMERRBRZ FhE L T\ an=o, FERRRBRAGEICRET 25
HITEREEKLDOAS A Ea—T 53— 65 H 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% T > 7=,

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,

KTV NY D EE [ 77 A W—] I TIERRRABRZ 506 L TV 222 o, FERRARRBREGE IR 550
HITEREERLOA L FZ E2a—T 3 — L5 HLE,
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(2) ENEEMTSHAERRE

1) HEEEMHERBETIVICEITETLAN) D OAEMMT

DEHERIEMREE (CCI) ETNICEITAIM7ATA=7HEA (Sy k) P

W CIT M E 7o Al RISk U U DA 2 B 7 v 7 ¢ =7 LREOY, §8 (RS 218 < JRURIC
JETAHZETHELD) MO (RE~OMMWEETEL D) TarF 4 =7 I20BESIN5,
TVHANYNE, Ty b CCL BT T L DEMMET 0T ¢ =723t L, 097 27 4 =7 1% 3mg/ke
PLE, 8097 a7 =71% 10mg/kg LA ED & THEERAFWIZHH Lz, —F, EFHEOE L E
FiE, BT T =7 L b oo, FARTEHNT a7 =712 L OUIES Th - 72,

CCIEFIICHEIBHM7 057 « =7{EA

(g =7 ==
- BO7ZOTFsZF 1) () B 7OTF 27 #2)
15 O—
16+ L_
o= o K 104
8 [
& B
BF
44 o ¥ ®
:'::T T
2_ T 1 I'... I‘.. T T T T T 0 T 1 L} T T
#5871 0051 2 3 4 5 (F§f) #’5W O 1 2 (BR)
FLAN) ARG %R FLAN) AR5 &R

RERIRRE - RIS e BIE. —»—- TLANU3meg/kg, —e— TLANU10me/kg, —a— T7L-AH/NU-30meg/keg
RO R E - RsEes -0 B, = 714\ 30me/kg

(8) BE7OTFZ7 1) 7 OT4 =7 %2)
32+ * sk (#)
154 O0—m —O } 0
ol o <K>;
FEE & 104
M g e &
(i 3 i
BF
4- f o1
2_ T 1 I T T T 0 T 1 L T T
#58 O 05 1 2 (5fE]) 58 O 1 2 (B§R)
EL e 5% TV S5REFRE

RIERIRIE - RIGHER - B, —e— TlEXime/kes. —a— EIER3me/ke
RaBRE- RISHERE -0 B, -4 T EX3mg/ke

HO7FO7s=7  Mann-WhitneyOUIEE. B870O7<=7 | —EEDHSH#E. DunnettiiiE #1) ch @A (25%0r75%)
%1 p<0.05. #%:p<001. 3% p<0.001 (WHEEE) #2) FIELIRERE

S5« MM Sprague-Dawley 567 > b (1 B n=6~10)

FHE - BB E R AR D Z 212k CCL BEF N2/ U7-, von Frey hair Z MR BHCH LY T,
B DBATE 2 R+ I/ N DIE SR ZRE L, 3.63g L FTOEATRIGE LIRS, #0751 =7
ORI U7, PR R A R ER THR < T & XK TEN 2 R TORFM A HEIE L, BIF 8 LI 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,

MTVUHNY D EE 77 AW —) (ZFERRRBRZ Eii L T 702, FERRRBRAGEICBE T 55
HITEREERLDOA L F 2 —T 3 — b 55H LT,
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QEHMREE ONL) ETNIZEFAM7RT=7EA (Sv k) ¥
TUHNY AL, SNL BT VLD Ty MIBAIELEHFHEOBNT aT =7 %, LHiC
10mg/kg LA LD & THEKAFICHH Lz, KET BN TH, e RTFHFNT BT 4 =7
TANTHAT-HET, 87 o5 4 =TIk L TUIESTH - 7=,

SNLEFIVICBIFDM707 « =7{EH

39+ BR7FOT=F #1) ) BRM7OTFAZ7 %2)
15 O0— —0 {F {F 0
R 104
&
b
B
5_
i SRR S -
T 1 T T T T T T 0 T 1 r T T T
#58 0051 2 3 4 5 (EsfE) #E5H 0 1 2 3 (BfE)
TLANI AR5 HEE TLANY AR5 ERE

FERIRRME  RISHEEE - B, -~ JLANUBme/keg, —e— FLAHNU10me/kg, —ae— TL-A/N230me/ke
REHABRAME - RS ER O B, - LA/ 80me/keg

(g) BeYFOT =7 x1) ) BeyFOF«=7 x2)
821 15 D— —o—=o a
16
R 104
HB_ &
& pi
B
4 5
2“ 0 T 1 T T T
?9:—5“1 0 2 (5 ) ##58 O 1 2 (B5R)
:Elel:Z?ﬁiifﬁﬁﬂ EERIESEEFE

PRS- ISR - B, —e— ElER1Ime/kg. —— EJEX3me/kg
OB R E - sk O B8, —& ElbEx3me/keg

BE7OF<=7 : Mann-WhitneyDQURE., B8I707r=7F | —mEE S SHE. Dunnetti&E #1) hREES IR (25%0r75%)
* 1 p<0.05. %% : p<0.01. skskk . p<0.001 (hHENED w2) FIEHRERE

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

ik O 5 L OGE 6 B2 ML T2 812X 0 SNLET VEERI LT, CCIET /L% N
TR E RO FIETHNT a7 =7 BT e T =T ZHli Lz, LN 0k 3, 10,
30mg/kg ZAREO# G-, /A RIT 1, 3mg/kg B THE L,

M VUHNY L DEE 77 AW —) (ZFERRRBRZ Ei L T 7028, FERRRBRAGEICBE T 55
HITEREER LD A2 —T 3 —2N BB H 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 %
HAEEKGFOICIH Lz, BV XORTEREG S, HEERGFNHOGERMEWER 27 Le, £,
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,

STZRRFRETIVICBIF 707« =7ER
(&) : Fe=F ==
b BRI TOTFTZF 1) ) ﬁ%?ﬂ:l_7&m
154
8_
& 10
Mg i
& Ve
B
2- o
1 T T 1 r T T T T 0 T 1 T T T
"5 1 2 3 4 () #55 O 1 2 (msfE)
TLAN) AREEEEE TULAHN) AR HESRE
O 48R, - B, - JLAHNU3me/kg. —e— LAY 10me/kg.  —a— LA/ 30me/ kg
(& BHMTOTZF7 1) BfY 7 OT 17 x2)
16 (#)
154 00— —0m—g——n
Fk ok
8_
& 101
M 4] [
f& 1 i
57
2 g o W__m_‘-‘
1 7 T 1 r T T T T 0 T 1 T T T
55 1 2 3 4 (R 55 O 1 2 (Ef)
F RS EEFE FEILE IG5 HEEFRE
- 8., - BE. - TlEXRImg/ke. ——FEILEX3me/ke
BE7OFCZ7  Mann-WhitneyDUIEE. BMFOF =7 | —micli 2 aHE. Dunnettid® #1) hREEHR (25%0r75%)
% 1 p<0.05. %% :p<0.01 (WHHER #2) EYELIFERE

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

J71E - gD B RIIGBIR T2 H T 5 A L7 Y v (STZ, 50mg/ke) % HEIEIEENB G452 Lick
ST, A VA URTFERERRET VB ER LTz,
von Frey hair %%&Hﬁz&ﬂﬂﬂ:ﬁ LY T, BEOKBITEZ R R/ NOEFEEZRIE L, 3.63g LLFD
JEJICRIS LTcd, 7 es =7 EHlr L7z, 7 L3 Y 433, 10, 30mg/kg, PD 0144550 (%
10, 30. 100mg/kg %M&L@ FE/L b RIL 1, 3mg/kg & THFE Lz,
—J7, IR A RER TR HETT & 2 IR TEN 2 /R T COREMZJIE L, B 8 LI T O%A
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 =TEME L2 b o0, FIMETEHNT o7 4 =718 L TES Th -7z, — 5, 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,

KT VLAY 0D §E 17 7 AP — (3R 2 K LT en7od FEERRRBR R B3 %
WL ERERBDOA L H Ea—T =2 6E LT,
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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

0 o gmakm
JLAHARY

0.8- —A— 10 mg/kg .
=~ ] —B— 30 mg/kg *“HH‘ »
o ¢ / .
® O {.
£ S
mOQ‘ t///‘ ;“*‘l

; R—pg~P-o0—O0—0O0—0

T U )

$1%1‘ﬂ'ﬁ - é{} 0 30 60 90 1é0
Bef (5)
Wil R
Kruskal-Wallis €
* : P<0. 05 AEPREIEHR X G- HE & oD e

stg  HEMEddY =7 A (1 BEn=T7)

JF1E R T 8 ME (T8) L~V oMES 2R L, WA 7% L TR L7 HEIZ 2. 5g OFEZE K T X SCI
EVERLU 7o, BRI T R RS T, ~ 7 AR EBEIZ von Frey 7 4 7 AV FEF LY T
R TEN A BIZRT 5 2 & CIE L, KBTI 50%MEEZRD =, 7ok, MEIXLAmEZE TV,
ZOYHEE T —H & Uiz, SCI # 4 18I 50%fEAS 0. 1g LA T T o I BA %2 il vy, Ffa
WRXAT 7T VA7) o (10, 30mg/kg) ZMEWERF G- L7,

KU NY 0D EE [ 7 7 AV —] 13FEMRRBRZ I L T\ an=o, FERRRBRAGEICRET 25
HITEREELDOAS A a2 —T 53— 65 H LT,
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OEEHBERREBETINCETAR7ATA=7HEA (Y )P
ﬁﬁﬁ®f“&ﬁf&@ﬁﬂﬁ’ﬂ¢é7m?4“7(ﬁ%?mf4“7)%%Fb FRAE AR IE
WCPEDERICHELL L =BT A ZEZ2 DN TS T v MEMER B RIEKRET /LIZBW T, 7L
TR kO s (3, 10, 30mg/kg, 1 & n=4~6) L7-WF, 10mg/kg LA ECTHE#% 2 LN 3 E
MICBWTHREFZNICHERRT a7 « =7 OMEHWER RS b,

Sv MEMFERRERETIVICSIIZM705T « =Z7{EA

(8 JLA)3me/ke* (&) JLA/)>10me/ke*
307 30- .
25 25
20 ) 20
i i
= 15 15
10 10
5 T & 5
T T T T T 0 T T T T T
WA RS 1 2 3 (B5M) nEY  B5H 1 2 3 (B5R9)
TLAN) A5 EE5E TLAN) AR5 EERE
(8) FL#5U>30me/ke* —o- AENIS
307 JLH3)>3me/ke
25+ * N o LA 10me/KE
—— LA/ 30me/ke
20
B e
@ 15
104 —iE S FROE. TukeyDBTE
"p<0.05. &5l L8
5 # . TR
wEm  wSm 1 2 3 (55R9)
TLAN) A5 E 5

XI5 o It Sprague-Dawley 527 v b (1 BEn=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
ER AT T 07 ¢ =7 ORGEF & HW Ui, 7 LAY 4E 3, 10, 30mg/kg & HEE LT,

KTVUANRY D EE [ 7 7 A ] ITIERERRBRZ EfE L TR o, JERERBREEICET 53
HITEREELDOAS A a—T 53— 65 H LT,
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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 F R MEBIFDERTHICHT 2MFHER(RTRS)
1 2
L (#) w2
o % 400 _T T
A 100 )
F *x
Y o | 7= 300+ ek
& =
% 5
7 50 gzoo—
ok
sk
2 2 1004
&t it
B B¥
B o B o
A 1 10 30 100 s s 1 10 30 100
ZLHN)AFSE (ma/ke) FLAHNI RS R (me/ke)
TEHIERSE — RO S #AHF . Dunnettié®
sk 1 p<0.01 (REBIED

x5« HeMk Sprague-Dawley 527 » b (1 B n=8~10)
JFE R, V7)) v (1, 10, 30, 100mg/kg) &R TG 1 K%, ABIBRBIZ 5% R~ Y U EKT
BH L7 Boul) , 0%, ERZFDOTZVIMAT Y T HITEIO R 2 % 5.8 45 45 £ ClllE Lz,

TUHNRY AT ARG L > THH 2 A2 BNA, HEREAISHHE U, &/ NE20 HEIT 10mg/ke.,
50% A% & (EDypfl) 1Z 19. 17, 3mg/kg CEXHH HIEAETRFE) ThoT-,

HRILRU VTR MIBIFHEFTEHICHT HMEEREEORS)
() 148 () FE21
i 200+ ik 600+
3 I 2
2 T o 2 5001 i
% 1501 x .
i i# 400
ik L] ®
T 101 $ 300-
3 7 :
o 5o o 200
) &
it &t 100
B f i I
2 . b3 3 10 30 2 @ BR 3 10 30
FLAN) AR5 E (mg/ke) ZLAN) A58 (me/ke)
T EREEE — TR EH WS . Dunnettf
* | p<0.05 (HBILEY)

x4 HEME Wistar 527~ b (1 B n=8)
Fik W VTN (3010, 30mg/kg) AFROBL 2 R, ABIBRBEC 2. 5% RN~ U VR T
HL72 Goul) . 0%, HERLERDZ VAT T HITENORER 2 B 5-1% 45 70 £ THIE L 7=,

KU ANY 0D EE [ 7 7 AV — 13EMRRBRZ I L T\ an=o, FERRRBRAGEICRET 25
HITEREELDOA A a2 —T 53— 65 LT,

VI, HEHERBY S H A 92



Q5y FREHNSHTFZUERBEEBBETIVIZEBFTATLANY v OBEMMHE
1) BRI R EE e S e
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,

HASHFZUFERBERRTETIVICSIT2FMEEEBRICH T HIFIER
-O— A%
—a— FLANIY 1mg/kg
() —— FLAHIN) 3me/ke
_ —o— 7LH/3)>10ma/ke
100 —e— JL#/51)>30me/ke
T E-HAE e
7.0
R
%
B 50
25
0-0 T 1 T T T T
NS = 2 4 3 4 (m5h9)
5 TLHNY (ETFRS)
HZT ARG H SR
Zihcli A&, Dunnettig®
% p<0.05. %% p<0.01 (AR

XI5 HEME Sprague—Dawley 527 v kb (1 BEn=8~10)

Fik ARERBHC T =2 (20mg/mL, 100u L) Z¥H L, 2.5 R, LNy > (1, 3, 10,
30mg/kg) Z R F#E Lic, 77 7= B ERIR O G% 2, 3, 4 R 2 BE~TRMR & g U (BURE) |
IR T EY O IR 2 I E L 7=,

i1) Bty (DRI R S i k3 2 JnfifEH
FUHNY kT = RS 3.5 BRI T4 L, Randall and Selitto %% W T,
T v MERRIZIRAIZE N 2 AN LC, R TE 2~ L2 HE L (1 #f n=8~10) , 'L
NU > (1, 3, 10, 30, 100mg/kg) DR FHGIZL D HEMKGFHN BRI TEI O BES E5F
L. /AR EN Smg/kg TH -7,

INGLDORERNG, TR NIRMEERIEIC LV ERE LR RAR L2 SET L Z RSN
77

KT VANY D EE [7 7 A F— | IZFERREER 2 Fof L TRV, FERRRBR I B9 % 7
WITERERMOA F Ea—T 3 —Lipb5 I LI,

VI, HEHERBY S H A 93



T v MHFMEERETIICEFETLANY D OFHHE Y
7 v MREEAZUIBRES T 5 Z L1C X0 A U SR RSO Ot (§FA0) 7 o7 o =71 L
T, ZLHNY > (3, 10, 30mg/kg, 1 #En=8~10) Z Ffir | RefpmIcHEIRZ TG L&, H
B2 IEER 2R L R MEHEIZZ TN 3mg/keg KT 10mg/kg Th 72,
e MR (30mg/keg) T, 1% 3 A O @S 2 eIl L7,

MERTTIVICBIT3IMHER TRIE TRS)
) M REBE (® g (B 7OF =7
14+ FEHIEERE 321 cheR ML (25%0r 75%)
&
127 16+ K
R & o
10 = =
S M g ¥
& i
B’ 8 & g
Nt
6 o \(l: —=0 5—-0
T 1 r T T T T 2 T T 1 T T T T
e 1 2 24 48 72 (B¥R) fmr -1 3 25 49 73 (BERS)
P F TR AR TS F il eFE
FE —o— BiE RAHUEE —e— BiF
e FLHIN 3me/ke
0~ ZL#/%10mg/kg PRI
~— FLA /1 30me/ke 4 RERBE | Dunnettidse
B FOFC=7  Mann-Whitney®URETE
* 1 p<0.05. *% : p<0.01 CFHEIF2E (Gl

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

ik RER T CARBUR R ORI, SR VRIS AU 1em GBI L, B0 253 248 FIR & 1T L.
BTN ET VEER U, FIRNAT R OMRIC, VR R A M 9~ 5 72 O IR IR BRI K B 1%
BEATENE COWREZRIE LTz, #PET 27 0 =7 ORFHTIL, von Frey hair Z W CHMT 2T ¢
=7 &RFHME L, VA NY %3, 10, 30mg/kg & TR 1 RERHIANIC AR T & LTz,

MTVUHNY L DEE 77 AW —) (3FERRRBRZ Eii L T2z, FERRRBRAGEICBE T 55
HITEREERLOAL L F 2 —T 3 — L0155 H LT,

VI, BENEFICBI 4 D5 H A

94



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
ThoT,

B (6mg/kg) T—iMEIZHmH Lz

IHERETIVICHIT D IMEER (TR TRS)
HMERE B (@) 7O7=7
#) T EIEERE (® hea B4R (25%0r 75%)
10+ 10"+ Y EE g
% sk
sk ckok
ﬁ £+ ek sk
& ek 7] 3
# 5 Hk [
B
HTRS 7 gres
0 T 1 |+ T T T * T T T T
ran 1 2 3 4 5 6 (BRI Al 2 3 4 5 (B¥f)
FHERFRE FiTENFHE
O- R R IRE © MISORLURE
—e— JL%/¥)2/30me/ke #9707 =7 : Mann-Whitney DUIRTE
* 1 p<0.05. #% : p<0.01 (&K

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

H Y 1% 30mg/kg AT 1 BRREIZICHEI R Ti5 LT,

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

Do

@Y ITRE VAP RUN-AFIL-D-7RANSXUEE (NNDA) FREEEBETIVIZEFTETLAHNY

CDEHE

YT AL AP BTy MIBEENEET 5 Z LIk > TAEUBWERTBREIL, 7L IR) v & T
v MOREREN (1, 3, 10, 30, 100mg/kg, 1 B n=4~6) & L < IZ®fFEAN (1, 3, 10, 30, 100 1z g/rat,
1 B n=4~6) ([ZHE5T 52 LicL v ARl Sz, £z, 7V 030 OjEENES
(30mg/kg. 1 #£n="6) I% NMDA BEFENHL G- Tazs L 7oy Fam i & #ifil 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) TERRIARRE - kb
MM ER e L
<HE> V-3 (5) 1) DA0081120 ER
a7 DR S

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

M UA Y 2 0D BE (7 7 o F—) FHRBERRIRE FE LT 7, JRERR BB BT 2

HITEREKLDOA X Ea—T+—A0 6B H LT,
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VII. EYRREICET 5HE

1. mAREOHR - AIEE

() BELEDLmMBEE
MG R L

(2) &M REE R ERR
HARNBERERN 6 B, 7 LN 9 7L 200mg A IRF IS BLEIRE B G- U 7o, e I HP i S
BIEEEER (T,.) 131K TH-72 %,
F7-. BARNEERA 24 FIC T L H )Y 2 0D BE 150mg % ZEMERFIC HEIRE O35 L7, T dd. K
2L OG- TR L OB, KDV OFETH 0.5 M TH-72 9,

MUY 0D §E 17 7 A F—) 1XERRRBR A E i L TR 7o, BRRFRBRAGE I BT 2 il se %
EELDOA LA 2a—T F— BB H LT,
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(3) ERERHABR TR I IPRE
1)$@P5”
HAR N AIC, 7L A3 > 50, 100, 200, 250 & T8 300mg (&4 58 6 f5l) ZHafielc
OG-, 5% 1 HE T Cu lZEE L, Tipl ﬁ6ﬁmfﬁotﬂ@&ﬁﬂmwﬁ\%%g
FCORERE T, HEIZHH L TNl 7z,

FhGa (ng) Cu (wg/mb)  Tuw (h)  AUCew (pgeh/mb)  Tip () CL/F (L/h)  VA/F (L) Ae (%)

50 2.03 (0. 40) 0. 67 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) (8 ig) 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) (2)(7)) 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) ((E :13? 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) E(l) (5)23 61.7 (6.3) 5.80 (0.62) 4.91 (0.52) 40.9 (4.3) 97.7 (7.3)
0. 38

MERREREE & 6 B, FHME (FEYERZ)

Coax @ T o LA R B8

Tax © B¢ e MLAFE P I B8 8IS R ]

AUCqco = IILAFE P2 B — I ] HH R T T A

Tyye o SR R

CL/F: AnFoei s VT J A

VA/F : B OS5

Ae (%) : H[A[ 5% 60 KifH] & TOREAEO R HHEEEE
MAEF TV HNY REORE - kA e~ N7 T 7 4 —

10 ~

. :50mg

—E' 1100 mg

Fo 1 200 mg

5 1250 mg

M 1 300 mg

a8 FIE AR RE

A

=~

W

~

R

D

™

H

"

=
— L
48 60

BE%ERE (h)

APBR% - B2

HREENER

BE. RACITOEAEE LT LAY 1 H 150mg % 1 H 2 BN TROLS L, #0% 1R ET
Tlﬁ%ﬁkbfmmwifﬁﬁﬁé 7o, AR, BRI K VBRI 523, 1 H s &1L 600mg Z i
Rz, Wb 1 H 22BN T CTRAKE TS,

ISMRREICE S &R

BE . RAIIPIEAEL LT LAY 1 H 160mg & 1 H 2 EIZ4 T TRAKE L, 0% 1AL E T
T1HEMEL LT300mg ¥ CHllite L7-%. %W%%mfﬁﬁﬁé BB, R, ERIC L 0 EEEET N, 1
HEmHEIT 450mg #2202 L, Wb 1 H 2B TROBET 5,

KTVUANY D EE 7 7 A V—] 1 TEEERERZ FEE L T 7=, BRRRBRAGE I B 2 it e
ERELDA LA 2a—T 3 —LBFH LT,
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2) RiEHRE W
HAR AN A7 LAY > 18] 150 KT 300mg (B&EGE7H) 21 H 207 HEKER D&
HU7T=Rg, Behtk 24~48 BEf# CEFIRBIZEL, B5 7T HED T 13FNEH 5.95 KU 6. 31
R CToh oz, BETHHDAC 1T, HE5H1IABED 145 TH o7z,

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

MEERT L AN VREDHR (RIERSE)

#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)

]

KT VHANY 0D GE 7 7 A P — ) (TERRBRZ FEH L TRz, BRIRRBRATC BT 2 s fe
EHRBDOA L FEa—T =LA BFIH LTZ,
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3) EMEMRFHE S
T VIR 20D BE 25mg, Thmg, 150mg [ 7 7 A H—] (X, U U # 0D §E 25mg, 75mg, 150mg & H%h
gy REE) | g, 5, ST, BUERE, ZhEE - SR, HIE - HE. B KOS 1E%
NE—ThHBIEERESG (A=Y TAXR - V=x U v 7 EES AG) THHED, LT ANY
OD £ 26mg, 76mg. 150mg [ 7 7 A ¥—] & U U 0D &E 25mg, 75mg. 150mg AN F IR
SN LTy, BUTFICAEREIRGE DO U U I h 7ROV U A 0D S8 LW [F sk BRs
KA LT,

A AR 24 (2, 7 10 ZAF— R —{EI2 X0 XL AN > 0D 88 160mg UL T VAN BT
Tl 150mg & F N FENZENERF AR O G L= & & LAY o i i fs J OSSRy 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)
i%?%ﬁ@jbﬁﬁuyw¥WMﬁ¢%§ﬁ@

@ 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)

T LAY 20D GE [T 7 A — | IFERRRBRE EM L TR Tow, BRRRBAGHHIC BT 5 il e %
EIHGLDOA A 2a—T F—LBF LT,
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Coue LOVAUC IZDWT, FUHNRY 7BV 150mg (256757 LAY o 0D B 150mg D FHEE %
A D D 90% X RIE, K72 LI TIRA LEZSEOWFICEBW T, 80%~
125% DFPHNICH Y . Z LAY 2 0D 88 150mg 1%, LA /NY B 7L 150mg & AR
A% CThHhDHZ L DRI N,

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

4) EthE ©
RN 67~T8 B D H AR NFEEE S 53 6 Hllc 7 LA /3Y > 100mg 2 BB O G L7-K, T, 013 1.4
R, Ty l3 6. 32 Kl Th o 72, AUC) o LN T 1, EFEFEEMRE 127 L /XY > 100mg % HL[FIH%
A$eH U720 & g L Th 32 R R OE R 3 2 23R8 S T,

AUCo-o (11 g

Crax (1 g/mL) Toax (h) /L) T2 (h) CL/F (L/h)
e EE  3.24 (0.55) 1.4 (0.5) 26.6 (4.3) 6.32 (0.82) 3.82 (0.65)
pEIEmEE  3.56 (0.67) 0.75 (0.27) 20.4 (1.3) 5.66 (0.59) 4.93 (0. 35)

ARG, 456 Bl FIME (BEUERZE)
MmigEH 7 LI ANY AREORPE : @ik o~ 777 4—

5 FFHeEfEEEE
In vitrosBH R ONMC-T LAY v & W7o EINGA BIT D BEREEERBR TR &z K o2
HHgECTOZT VAN o ORFTIEE A ERBO DNRDSTZZ LG FFEREN T L AN Y v DR
BIRBICRIT T B A a3 23R 2 920 L T, SARP R

MT LAY 0D GE 7 7 A =) ITERRRBR A i L TR0, BB BT 2 it e %
EIRBDOA L HEa—T =LA DFIHLTZ,
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6) BHEEEEFRE

ONEAT—45 "
HERE D B2 DR 26 B 2R IC, LAY v 50mg A BLEIRE O #EG L2, BHEREDIR T IC
P T Ty 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

QBEARAT—4 (BEMEMSEREN) ©
838 B DR (H AN AT4 il % &t « HEFEHERT 70 B, w B LR BB 26 B, HEIRIS
PERFEAPRRRE AL 5 IR & A T 2 B 154 B K OSBRAERD R AiE B 224 ) Z x4 & U CRHEEH]
S BN REMRAT 2 B L7 fE R, — RN A G -3 3 — R A FETFANPER S, L5 &
LTCCL/FIZLToZ VT F=o27UT7 5 A (Cler) ROPRAEIKE. VA/F 12xf LC BMI, ¥ARK
B, MR R OMFEEFEE ST, T VAN oY BRI B2 5.2 K1 & LTI CL/FIC
%95 Cler WEHETHD B L LN, BHEEREREICHBWT, Cler DIRTIZLY, LA
NY O CL/FIHMETT 5720, Cler x5 L LMk - HREOREHINLETH D,
F7o. BHARANOFERIFGIEARME R ZLE 2 M EF 123\ T, Cler 23 30mL/min LA | 60mL/min
KA T L TCWDEBEFIZT LAY > 160mg 2 1 H 2 BIKERO#KSE (300mg/H) LizE XD
TEFARBEIZE T D AUC, 5 (AUCq 1555) DET IV K DHEEMEIZ, Cler A% 60mL/min LA L BH 2
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
FOBEOKIES TH -T2,

BAARRFERHAZETEECE TL5BHENRSELBREDHR

_ _ AUCy 15, s CL/F

IVTF= I YT TR 5 & (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
(h=14) (1 | 21a) (22.6) (8.11)

PEfE (B 2)

1) BHEE WEAT—S)
[VI-8. BRI L BER) &K

KT VINY 0D §E 17 7 A P — ) 1TERARRERZ FhE L Tz BRRERBRAGRHC B 2 sl 3 e %8

EIGDA A 2—T F—LbEI LT,
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(4) hEhL
KPR L

5) BE - ftAEOEE
1) BEOFEY
H AR MR 19 FlZ 3V T B ORI T LN % 150mg HEFR O#E L= C,,,
IXZFNZEI 4. 95 BT3B, 22 1 g/, Ty 130, 947 K TR 3. 37 B§fE] L AUC, 45 13 F N ZH0 31,2 K TR28.8 1 g+
h/mL T o7z, BHBEEGIZINT Coy 1359 35% KT Ly Toue 14 2. 4 FFREIZER: L7223, AUC) 45 DA
T 8% THY | BRFEOHBODRN L 2R THBENTH o7, £ FEMED £V ORBLRIL,
BHBEE5.3% (1/19#) & SR s 30.8% (12/39 f5l) TEh-oT-,

BAANREAEABIEICAHK 150ng ZERROKRES LI-LEDBEOEE

(ug/mL)
7 i
6 1 O: #AE (N=19)
i 1 o: BB AERE (N=19)
5% 54 (P fEHERRE)
th ]
5
L
A
FAY
y)
3
=
B

®

48 (h)

S5 &R

KT VLAY 0D GE 77 AP —] (TERAERZ I L TRV 7z, BRRRBRAGRIZ BT % lfud o
EIRRDA L H Ea—T p—AnHEI LT,
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2) {#m%w?z% 50) . 51) . 52) . 53) . 54) . 55) . 56)

(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
IR LTSS, T LN AR 6 OEAOSEYEh I B E KT S 2ol (R D, B L,
0T BNRA AFT AR REE ) —UT T LAY OO D FREEEREREE K OSHLIR
IEEERERE E 3 L CARAIDHIMBIER T2 82nnd 5 ( IVI-Tf#HAEER) 28 |

®1 TLANY UHAGREROEYHEICKRIFTTZE GLERR)

OI/ j N S =t N /.
Al - R ;; %J T amw BESREAN D S BV 1

AV A=] " 1 [A] 200mg . PERA®%. b7 7BEICELR L
HEFFI 5 1 H3E CADABE
HANEE L 1[E 200mg I PER%., IR ROREY (10, 11-= R ¥
HERFBE S 1 H3ME - R) @ T 7EREICER L
TER) X 1 [8] 200mg PER%. b7 7REICELRL

U
HEFF G- 1A 3[E TADABE
=k 1 [8] 200mg PER%. T 7REICERL

U
MR- 1A 3[E TADABE
TN F 1 [A] 100mg . BERIT LV Cpax LN AUCy 75 0. 916 J2 TR 0. 900 fi%
300mg H[A] HA[A] BERRALA
H IR F o L] 100m BERINZ XV Cpax BTV AUCH-5 25 0. 952 TN 0. 964 {3
1 [ 400mg 3 & TR A
1 B 3I[H

TF =N A RT VAL JEAIC LY Gy SOV AUCy o4 23
P 1 [|] 200mg . 1.05 KN, 14 %
X b S * = J
HE HBEATE 1 H 31a] BEERAN 2t JF Ry PRI LD Cuy OV AUC o 2Y 1. 00
KON, 16 5

=R R AN 1 [A] 300mg . PERINZ XV Cpax BTN AUC) 73 1. 06 BTN 1. 08 fi%
Img Hi[A] 1 H2MEH BERRALA
Fxa Ry 1 [A] 300mg . PEFIZ X0 Cpay LTV AUC)- 078 0. 989 K TN 0. 905 {3
10mg Hi[H | f 2 BRI
=K )= 1 [5] 300mg . PERINZ XV Cpax LTV AUCy 073 0. 911 K TR 0. 904 fi7

0. 70g/kg B[A] 1H2MH
) B/ V= F o Ry img KO F =L 2 s T4 —/10.035mg DEH 184 1 H 1 [EHKE

KT LAY 0D EE 7 7 A Y— ) BERKRRZ FHE L TORnizd, BRIKRERAGHC B 2 fodid e s
EHFBDOA o ZE2—T = BB LT,
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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
ERRET LIRSS, SO ORI T LAY 0P BRI AR KT S oo To (R 2) , fHL,
07BN A, AFTaREREE )= UT T LAY OO LD FREEEREREE K OSHLIR
EEIEERE E IR U CARAIDHINIAER T 2823 db 5 ( IVI-7THAEEH] S8)

&2 GHRARFNTLANY DOEYHEICKRIFTTZE GLERR)

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

AEAE - B

HREEEER

WE. BEACITOEHEE LTS LAY 1 H 150mg & 1 H 2
T1HMAEL LT300mg £ THitE4 5, k. Fifn, EIRIC
Nzl Wb 1B 2T CTRAKET B,
SEREICE S &R

BE . RAIZIIVIAEE LTA LAY 1 H 1650mg &2 1 H 2 ENZ/T TRA#FESE L, 0% 1R BT
T 1 BH&EE LT 300mg F Tl L7=1%. 300~450mg CHERF T 5, 7238, HFin, ERICE V@ EHRT 22, 1 A
BEEHEIT450mg #zcnZ e L, WIS 1 H 2ENCHT TRAZST 5,

N CRROFEE L, 20k 1AL ET
K0 ERET 52, 1 B HEIX 600mg 2 %

KT LAY 0D EE 17 7 A Y—) IFERRARZ I L TRz, BRRABRAGRIC B 2 ieilid s
EHRFBDOA L H 2 —T 3 — BB LT,
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(6) B&EM (REaL—Yay) @IICKYHIALE-EMARNSELEHER ©

fAEBERR R AR BE P E S HRIRIE IS 5 AR O A K OV TR M R Y AR b o | R 5 IR R
BIFLTLHNRY cEERe A RS A A TR 2 L—3 9 > PK 2946 L=, EN CTEM L
ToRERERR N B A et & L=kl (G 1 HERER, AR ORE - AW rnyRIEMRER, sl X5Rr) 4
AR, SMETHENE LR A A & LR (55 T AR, BeeRERE 2 0451 Lzilih)
53R, EWNTHEN LI AIREZ % ms B 25 & Uil 1 3R, AME O L 72w iz
PRI B A )R L7233 BB K ONEIN C SN L 7o B R Ip M R Y AR i 2 L © Y& B
G b L7l 1 B K OE N T U 7o frMER TR E 2 5t 5 & U 7238k | SUBR 2 AT st Uz L7,
ZORER, G EOREHINLEL RABRMICARERIELREL LT, ADTOEEZ VT T A
(CL/F) iz, Z7v7F=>27 V7 Z>A (CLer) DRI NTZ,

2. RYMEERM/NT A —4
(1) A&

A R—=hARETLW

TRERE 72 B N OVB R RERE =2 193 5] (HARA 1 70 f5i]) . #ARIEIB %A 269 5 B3 267 5] (H
AN 226 6) | BEPRIFMERME AR I O R A 164 6] (HAN @ 154 1) K OERHE R i B
224 B (AARN : 224 %) ofiFEERET —Z ZINEL, — KRN EET -3 /83— AV NET
NVEARTE L, NONMEM™ Y 7~ o7 = 7 % U CHERT L 7=,

(2) RUVEEFER
Ka=14.6 (h™)

B) NAATFARLSEYF 4 34
MRS ANA AT AT EY T ¢ 83.9~97.7%

A AEER A B 7 L 73T % 50, 100, 200, 250 M OF 300mg HL[EIFR OG- Lz & &, 5%
60 IRFfH] £ TOK B GHED X BFEIR AR AP S, £ Z 41 83.9%. 95.0%. 91.8%. 95.6%
LD 9T. 7% CTh o1z, BERANCBT L7 LAY oRPHEERIIZOHEICEEI N R -7
TEMND, MHNAFT R T T 4 1T GREOBEINC K > TEEEZZIT RN LR ST,

<SNEANT—F >

HME RS A B MC-T L N o ORSHPEERERIR) % 100mg HLERE AL Lz & & JRE O
EHIZZNZIVREAED 92% K TN 0. 1% A AN EIL S Aviz, B &N OfE R, IR PIZHEIE S vk
HEEDR 99%I1%, LAY v ERESNIEZ E0 D, RPHEERBEG S AT T T o
BRI EBEILND,

4) BERETH®
HARNERER A 24 BT LAY 7 E0 150mg &7 L A3 2 0D §E 150mg % ZE [ IRE I H Rl
A5 L7z IEEEE (kel) 1%, 0.116h" (B 7 E&/L) | 0.117h" (0D $87kd 0 THE) KO
0.118h™ (0D fE/Kk72 L CTHE) Th-oT,

ST LAY 2 0D B T 7 A ) ISERRII S LT R o, BRI T B A%
EILDA A E2—T 4 —L055H LT,
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5) VYT URP
HARNEERAIC, 7L H N0 250, 100, 200, 250 TR 300mg (F£535-8 6 f5]) Z AR BEERR
O LB ENToeE 7 U7 5 (CL/F) 13 4.64~5.15L/h Th -7,

(6) HWBEB/Y
HANERER A, LN 250, 100, 200, 250 & TR 300mg (£-#5-8: 6 f5]) ZHaAic BEER
A3 H U2 RED BT O 5AaRFE (Vd/F) 1389 40L Th o7z,

(7) MBFEAHKEEE
<in vitro>°"
MAFZ 0. 1~20u g/mL DT L HNRY VU EFML, LAY o b, VKR OT v MEEA~D
A%, BRASEEEZAOCTHRB LR, V00 i, 7y b, L3 MUEEAICIE S
N EFER Liso Tz,

3_ [&”X 58) . 59)
WU ERSL - IR URAEHE
In situfBRER UM B NMEZ2 W= RO R L0 . /DBIZRIT B 7 VY RIS ITHEE
DT 2 BREER OG- R S, B TSR a0 5 Al REE A RIR -3, HEEEER A
Tkt & LT BRRSRFEABR IS BT, T LAY VRN OEAFIEL A B IR Do T2,

0D £ % 5 p5 D OREFGIE A S DIRUN

T VLAY 20D BEIT OFENRREERICTH D, 7 LAY 2 0D BE 150mg 2 /K78 L X dKkH 0 THRA L7-
WAL T VUHNY A T 150mg BWAEWFHICRETH L Z L6 | XL BN » 0D SERIF
T VAN AT AP GRS NN EEZ BN D,

4. o

(1) ik —RBIFS @B %
b FOREERR L
<HBE . <wTAX T b, HL > 60 . 6D L 62)
NC LAY v ETT AL Ty b PTRARS LT & & ISR IR DIV S L,
FUHANY o D EE ORBIITMIE-IMBIM 2 FBE T 2 = LAV S,

(2) mik—FRIEEAEMEAEHE

b hOBEERR L

<BE Ty h>W

R > NI D MC T LAY U EEOEGHOBETBEOMM~ DX, IR T v b L [A%E
Tholo, BeidaEzmm L, BIEHEENICERD bivlc, R TIERAT v F TH LT
O RBHREIREE ERITRD ST, 85 1 Rp% LR TR IR O MU REIREE A e b R o 72, FE
DKEETHHSTRENTRD L2, ORI -T2, TSR O RRIL B G- 24 K%
bRt s,

KT UHNY 0D EE [7 7 A W — (3FEMEER « BEARARER 2 F0E L TRz, FERGIR « BRI BRI
B4 B0 # T RERN DA 2 a—T 3 — L0 55| H Liz,
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(3) ZiF~DIBITHE
<HEANT—H >0
%%1%@ﬁui@§%%(wWDK\fVﬁNJylwménzﬁW’t’&ﬁ(%myﬁ)Lk
Ke, LAY ATRFUCEAT L, LR OEFIRBIZIT 2 FHRE I, RMAMIEFR DK 76% TH
otoﬁ%miﬂﬁﬁﬁﬁ%%lmm&yﬁkﬁmﬁék\7VﬁA)/®LE~®IH%tD®¥
PMEFE R 0. 3Img/kg/ B ((REME T2 L RHAKR G EOK T%) LH#HEIND,

7°I/j3/\')/’£—1EIZIEI%"D&%L,T_&%G)SEIE( %(T%i%iﬂ BN A—5*

AUC, (ug-h/mL) wax (1 g/mL) ) T (h)
FRA I 32.50(24) 4.670(18) 2.01(1.00—3.00) 5.624+0. 657
Lt 24. 64 (27) 2.474(30) 4.63(3.08-6. 16) 8.117%3. 087

AUC. : EFIRAEICIST D 0 REH 2> & BG4 12 Rpff] & C oo MU rh i B — e ] B 1 o
RAUC. . Coox : BMFIIME (V%) | Toax : TRAL HEPH) | Tipo : FATVIIE + FE R 22

(4) BER~DFBITH
<BE>WIHE TS SR

(5) ZDtDMBEEE~DBITH
MmERBAT
<HENT—H >
AME N MEREHCERE 6 f11C 100mg (107.9u Ci) OF L HNY U aHERE L, & 51% 60 FEich7- -
TS R ORI ER B L 7=, RIMER (4 d) RO e ge ik s > F 1L — 3

VAR EHWTHIE LT,
F OFER . FRMER/ MIEPOEARIKDOELEIL 0. 76 TH Y | B R VR ITIKIE L7222 & AR X
ni-,

T UHANY 0D GE 17 7 A P — | FERRRERZ M L T\, BRRARBRATHC BT 2 fedl 3 e %
EELDOA LA 2a—T F—bNBBIH LT,
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<BESHROA (T b, o) 0@

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

T VAT 0D EE [7 7 A — ) I XFERRIREBR 2 S0 L T e 2 FERRARRBR AR 12 B9~ 5 sedli
EFREIGLDA A 2—T 4+ —ABEH LT,
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5. f# ¥

(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) KBICEST HEE (OYPIS0 %) DHFIE
LR L

Q) MEEBNROEERVZDEE
EERR L

4) REYOEFHEOEERULLE

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

(5) FEHRBMORERN/ NS A —4
A% LR

6. Bt

(1) HEHERAI R UHRER ©
FElTR

(2) HEitsR 2
HANERER A, 7L 250, 100, 200, 250 & TR 300mg (£ 5-8: 6 f5]) ZHaAiaz EERR

A#H U721 CL/F 1% 4. 64~5. 15L/h TH -7z, Z DBEOR P RE(GARPESRIL 83.9~97. 7% TH

277,

(3) HEMERE
MG R L

KT VUANY D EE [7 74V —) TR - BERRBRZ FE L T 7pnizd, JEREE - IR BRGRE
BT A #II R EELOAS A Ea—T 53— b5 H LT,

(B
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1. b URR—E2—IZET B1ER
< in vitro>
TUHNRY NF VAT ALT I VRN TV AR—Z—DRETH A,

8. BNEFICKDBER
<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
THLCNZMIENSRESND Z L aRmENT, LI - T, MEENT 2% 17 TV 5 BEICE LT,
MEENT %52 T 5 Z EIZMREITIC L > TRESNEZT VIR VAT OILERH DL EEZ LN
%,
TV v OBFHEREREER IR L - HELROMEET#ZOoMEHEIC >V TE, Tv-2. H
EEOHE [E - ARICEET A8 EorE] (2) | 38K,

I

KT VA ANY 0D [T 7 A Y| IFIEER - BRRRERZ F2h L T o7z, FERRIR - BREREBR A I
B 2RI R ERLOA  F Ea—T = LinbE I LT,
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VII. 2t (FERLEOIESF) ICEI HIEH

1. EHERNAE L ZTOER
L L7

i

o

2. ERRELE0ER (RAEEZET)

(25 (ROBHRICEFESLEGEVWIE) ]
AFN D ES3xE UsBUE ODREERE D & % B

<>
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. DEEXIIMEICEET HAEALDIFE L ZTDER
(V. {BEICET2HEE] 2238352 L,

4 RERVREICHEYT AHERALOIEEZNDER
(V. {BIRICET2HA) 22RT52 &,

5. BEERERBLENEH

BERE (ROBHEICIFEEIRETDHIL)

(1) BREEEOHLEHE [ TG - HRICEES MM EOEE] RUTEYEIRE] OEHSM]

(2) HED S sMtbLAREORHE MLIEREEZAHTLEEICENT, ) sIELAERH B O
L2 ENDD, (TRWEMIOHEZR) |

(3) mlint [ [HELREANER] KO TEE~O&S ) OHZM]

(4) MAEFFEOEENH 5 8E [TRIEM ] DESH]

< i >

(1) JeREIES (VY B h 7)) OBBIERERE 255 L L= SMNEREEHRBRICB\O T, BigED
K TFIZEEN Ty, DIER K O AUC, o DA TR S =P, £72, CL/F RO 2 V7 5 A (CLr) 1%
JVLTF=r 7 VT T A HBITEZENRBD LN, Lieh> T, BISREREED H 5 BEITAR
Rz 5T 550X, 7 V7 F=2 7 V7 7 AMiksE L UTRAIOR G & & OG- [H0E % i
5%, HEIIRGTHZ L, BREREZEOHDIBEE~OME - HEOFEMIX, TVv-2. HIEEY
Mg (L HECEET 2 EoEE] (2) ) &8,

KT VLAY 0D BE 17 7 A F— ) IFHRRRERZ FHE L TRz, BRREBRGRZ B9 % Rlfli 3 Je %
EIBDA 2 H 2T 4 —LBE LT,
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(2) SezglEHE (VU A7 8N) OHEOHIREDOEE TN\ T, DE R EOHEZ AT 5 miln i
SNOTVHRY G s B L AREORINHRE SN THD, £z, ENHERISHARICE
WTT LB VSR TAHRRER IV T 1 B0 9 » PR DA EDIERI A HE SN TN D, LAY~
& DORFFRITAME TIZRWVD, BEOD 5 > MO EEE ~OER GBIV RN LB HEIC
TETHZ L,

(3) AANTFFEMED W, HIRGE A5 S T AfEENH Y . ERE TIZ IS OIERIC L 0 i % 4
PES ATHEMEDN B B 77, AFNTFICBIEZ T U CHEE S0, Bl T — A IS B RE M T LT
WABZENSNZ END, SEEFICH L CRERICRG T2 L,

<BE>EE BT D Ry ERE ©
HARNERE Sl 6 BICAHK] 100mg & HLEIRE D 5 U72RE, Toa (3 14 KL Ty 13 6.32 Rl Th o
T7o AUC) ML N T, o 13, TEEEFEEERE I 7 L /XY o 100mg Z HEMAIRR O35 L7=BE & i L Th30c
HE K % OMIE K3~ D7 SRR S 47z,

Cuax (12 g/mL) Tor(h) AUCp- (1 g-h/mL) Ti2 (h) CL/F (L/h)
== 3.24 (0.55) 1.4 (0.5) 26.6 (4.3) 6.32 (0.82) 3.82 (0.65)
R 3.56 (0.67) 0.75 (0.27) 20.4 (1.3) 5.66 (0.59) 4.93 (0.35)

MR G- 45 6 fl, M (BEHE(R )

(4) JeFEIRS (VU A h 7 ) OMEREEMENR OIS E AR £ T o E PN IR R ER & ONE B[R
HIARRER GEBEIRERER) ([CBWTEFEOBNERITZRD L TR0, AEOHIREIC
BT, VAT A2 X B HENER TR AR I T A IS OBBUE 2RO bz & o
WENH D, FERAZERE LT, B, 0 (&, OBEROWE) KOSEH (EIE &R OHEE) o
JEAR 72 ERH D, Fo, MREEEDOINT L7-BFICB W T, BREBLEN LT E SN AMITHn
DHMEFELHE SN TS,

P b X0 i EREOBEED S 2 BE AR 2 H 5T 2BICIXEEICEEG T2 L,

XTI VANY 0D EE (77 A —) TR F LT BB < B % fiili e %
EIHRBDOA L HEa—T = LD LTz,
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6. ERELEXNIELZOEARVRES &

FEREAREE

(1) AFNOFEGIZE D DEW, EIR, EFMEEERS b, BBEFRYICESTHLH LD T,
ARG OBEITIL, BB EOEEEMGRE M O B OBEICHEEIERVWE I TEETH
L, BICEREBETEINODERICEYER LEREZREC LEAINSH L. +2I5FET
52 &,

(2) RANOZBEGFIZ XY IR, B, R, . RN R OSITRES OBEBUER D & 5
bbb ZERBHDHOT, BHEEPIETIHAICE, D7 &AM 2T Thx lIZEET
HT L,

(3) AAIOFEHIZ L W KEINERTZENHHOT, BMICHER L, IEMOBENH &bz
AiE, BERE, EERESEOMURUEZITO 2 &, FC, BEEON, &5 ITEE
FACPENMAERMARD D Z R D70, EMMICREFZFEET D 2 &,

(4) AROFEEGIZE Y 95, HREF, T, SHEEOIREENELCLAREENH 5D T, 25
RR, IRFEFEICOWTHRZ 2T ) EEE L. 2FE VRO NG EITIT#@ U2 AEZ1T5 2
L, [ TZ2ooEE] OHEBK]

(5) AFNT & 2wk TR OTEFR T RN FRE Tl S SHEFIETH D Z L0 h |, EROJFRIK &
72 BB OBWI R ORI Z IR TITV, ARIZEBREEE LN &,

B

<t >

(1) AANTHRAHRRIIER T 2EATH Y | FEED T OOEIREZ 5| R T AEERdH 5, B8
HLOOHEERE SR 2 £ O B OB EIC IR F SR VWK Y EET IV ERH D Z ENLHEE LT,
JERRIEIRG (VU B h T RN) OFRPIRIEB %R, BRI RME AR EICE )R A R E L
7~ ENFIARRE K O SRBICE T 2 EIRE OVEEIEO TV ORBURIIZ TEDO LB T
B, WEEE BICHEOBNIZE Y BEROBMARD SN TEY , D%  [THRE T pasE

THoT,
HIRAETRERE. EREEREHRESICESIERERNRELT:
ERNEERFAERICE (T HEERTEFEEO TV DOHRIFIRR
77 & Rt R ER FE & 5Bk
T BRI v e &
AR AR i 5 P ok |
- o e Y . N f@‘: i) ) 53 fE
7Tk TVLIANY R 7o | TVANVRE | g KR
A [ 150mg/H [ 300mg/H [ 600mg/ A| FE | 300mg/ B[ 600me/ A B |
RRIHIES 98 87 120 66 135 139 40 126 123
o NS 11.5 34.2 | 51.5 | 6.7 | 20.1 | 40.0 | 29.4 | 23.6
BOEOEC | ) | a0 | @y | e | @ | ee | ae | 6D | @
i 9.2 | 21.8 9.8 | 42.4 | 8.9 | 20.9 | 42.5 | 17.5 244
A (9) (19) (31) (28) (12) (29) (17) (22) (30)

FEE= (%) GEHBIE)

KT VLAY 0D GE 17 7 AP —] (TR E F2h L TRV 7z, BRRRBRAGRIZ B % fisud o
EFLOA o HEa—T = Ahb5I A LT,

VIII. 24 (FHEoEEE) (T 5EA 113




JesglEdEh (U U A7) ORI EENLR (FHREGRAR. MArhRshmh, %
PEREALRE A O ) &G & U7 BRIRERER . W ONTHRMERIRAE (C 1 O R 2R & L= ENER
PRARBRIC 1T A IR K OVEEME D £V ORBURPLIZ TERO LB TH D,

hRERRESEAR (FRIBGREAR. MEDRER, SRUEELECHSIER %
WRE LEBRARRRICE T HEREVEEMEDF LV DRFIKNR

“AE%%H77t$ﬁ%ﬁ%‘ ‘ TP A B
77w R TVINRY R
FEAm 1%L 107 112 103
FEIED E 13.1(14) 33.0(37) 48.5(50)
fEEHR 5.6(6) 17.9(20) 22.3(23)

FEH (%) (GEBHIED

REBRBECHESIERBERNRE LEERBREARICE T2 ERERVCFHEOE VO RFIKR

77 & Rkt R .
75 R RBE TLUHNY R . o
S5 45 248 250 106
FFEIED F 18. 1(45) 46. 4(116) 29.2(31)
fERR 6.0(15) 29. 6 (74) 26. 4 (28)

FEH (%) CGEHHIEK)

Fio, EEEIRES (VY BH TRV OFRAIBEMRETE, BRI AR AR E L D R A O
FRMERTIRIELCLE O IR O BF x5 & LIEENSIHERBRICS VT, 2h2i 44 (1.5%) . 34l
(0.99%) . 141 (0.3%) DM - 5V, FREBEHALTR 2 55 & U7z [EERILE S IMAARBRIZ B0
T, 16 (0.9%) DEFINRREDH LTV D,

FFREIRS (VY B BT RV) OHFRZIC, DEV, HIR, BEiiERS 24> BB EEGEHE R OR
ERboT, £, ToFV, R, EREES CXVBERIcEsTtRfELH DL, LB TH
RGO BREICIL, BEHEOEEEERAZ ) B OBEICEEIERVWE O FEETH 2 & FF
(S T, B2 U0 &5 T X B9ME) (CBIET 2 EFSR LRIt TV OHFE
B L CHEBEMENLIETH D, EinE TITEZEME D FWOSLEIREOERIZ X 0 B2 %2 £ 5 A6
WRDH DT, +HICEETHI &,

KT VITNY 0D §E 17 7 A W— ) IZERARRERZ FhE L Tz BRREBRAGRHC B 2 sidiii 3 e %
EEGLDA B a—T =L b5 LT,
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<BE ST N OFSEEIERE, BREAR & OYH B H oD JEEh | KT 4 i

FeREES (VU A7) OIEAEEERA 24 ]2 x5, 7 LAY > (450mg/H, 1 H 3
[ 5) DSFRHN K OSSR AL, BREAR & OV H BB A IZ R IE T B A R e VT B
VRIATHLTNT T T (Bmg/H, 1 B 3EERE) XK E UCRHME L 72,

AR CIE, R L QS HEBIRSAE, IRIR, TET 27 F 777, 7 L —X UGK OB % 6 L
7.

T ORER, FRIFSRE L ORARERI~ T AR OEET, TV T TV T LEDEPRBEO LN, TV
TITAREWE LTI VAN CEHICX DIERABEE ) O P IR ROBETH D Z &
RENT, AUREEERE, BOLERINS, WIER OB LT VT T T AL Dot 7
L—FMGKRRIIAKI E 77 R TIZIER CTH Y, TV AN VI X D REREILRD b
o te, MEIRICEIT 2 /37 A=W TiE, U AR o OREIRFETREFE D R S L7228, HER
RN L 72 v o T2, St Ek

(2) RFIOZBEGRIEIZE D AR, B, 8\, THL, REROSITESEOBEER 2 & 5 i
L2 ENHDH END, BHEEPIET 58T, e &b THBLL ENT THhA IZEET S Z
Lo FEMT TV-2., HEROHE [HE - HEICEET2HEH EoErE] (1) 1 &,

(3) FeFsEIAL (VU A7) OFREBHMRIREE 25 L L7 7 2R ERICBIT 21K
HEIEINORBLRIT, ENRBRTIIT 78R 0% (0/98 1) . LAY U HER 10.6% (29/273
B) | SNERBRTIET T BEAREE0. 7% (3/415 f5) | LAY GRS 1% (47/924 f5]) &
ENFERO 7 L AT R GRICET 2REEINORBL=R T, SMERBRIZ A TEVWMERAIDZFED 6
niz,
¥, EERAEEREG L U CRE SIVRERME OREINC L 2585 LG EN, SERER
E BT SN TR,

Fiz, BHEGRBR IR 2 REEMORREFIZENFERTIX 13.5% (17/126 1) | SERERT
1% 10. 3% (44/429 i) T o7-, KREHEIM X 25 IEFNIENGER T 1 6], S ERERT 6 4
ThoT,

MTVUHNY L DEE 7 7 AW — ) IR A i L TR 2o, BRRRBR G B85 2 sodid s
EIGDA LA 2—T 4+ — LB LT,

VIII. 24 (FHEoEEE) (T 5EA 115



SerEHS (V) A7) OENENRGHEEBICKIT X=X T 4 b OKREDOEMEE L
TR T, e Tk (ENEIHE Y 7 R ERE) TT L h) a2 LT, 2okir
BROBGHIM 2 & OB GG (R—2F 4 ) NODOREOEREE L,

N—2ZAS5A N DHREDEILE (kg) : ERNRHIREHER

i |1l a s lelslelmaolalals]s]ols]ss]e]sr]wlalulslslo]lsnlsn]s]ales
FATRBRDBE N T LI
N wlo|w| o] -[w|-[s|-|a]-]o]-|o]-|u]l-|u]-]6]-]6]-|[s]|e]2]r

SEEE |1.21)1.24(2.06) — |L.79| — |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
FEWERAZ( 1.02| 1.28 | L.71| — (L1.88| — |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
FEMERFE10.1110.13]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
fhodfE  [1.00|1.00|1.90| — [L.70[ — |2.00] — [2.00] — [2.15| — |2.10] — |3.00] — |2.90] — [2.80| — |3.00| — |2.90| — |2.90|3.00]3.25|2.50

BME |-0.8|-1.4|-1.5| — [-2.4| — |-L.7| — |-2.2| — |-L9| — |-2.2| — |-L.8| — |-1.8] — |-1.9] — |-2.0| — [-2.2| — |-1.8|-2.0[-2.0]-3.8
B |4.4|45|61] — |62 — |66 — |65 — |83 — |85 —{96| — |97 —|9.6] — |11.1| — [11.6] — |11.4|11.1[12.9]11.4
FATRBROBEN T Z AR

N — |31 |20 —|26|—|2|—|26|—]26|—|5|—-|25|—-|25|—|24|-]24]|—-|23

SEAE | — [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

TSl — [ 1.20]1.39(1.70] — [1.88] — |1.83] — |1.86] — |2.02| — [1.94| — [1.86] — [1.48] — |1.80] — |1.82] — |1.97
FEERREl — 10.22]0.26[0.32| — [0.37| — [0.36] — 0.36] — |0.40| — [0.39| — [0.37| — [0.30] — [0.37| — {0.37| — |0.41

i | — [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 | — [-1.8|-L7|-1.5 — |-L.4| — |-L0o| — |-L.3| — |-2.0] — |-L.2| — |-0.7| — |-0.8] — [-0.4] — |[-L.0] — |-L1
BAfE | — [30]50(7.0] — |68 —|72] —]62| —|67| —|6.0| —|7.0| — 45| —|61] —[7.0] —|8.0

KT o FeATRBR O 1 5

¥, FEFERMS (VY A7) OFREZEHMRIERE ZXIG L L7 7R3 EBRO
VHANY R ERECBW T, 7% EOREINNGED SNTIEF D 5 BIpEOAERS G
FEIEOIE), VI, BiEEE, SoEEREE2 ST 2SR b= BRE T, ENRE T 31 fiH
10 5], ARERRER T 68 il 17 5] Tdh - 7=,

PLE X O AR OB X WIRERINEZ K- Z L0838 5O T, AAOFGIZEB W TIIEMICER 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,

ST LAY S 0D B 17 7 A ) BRI S LTV o, R BBRAC I B A%
EIHLOA A a—T F—L0b5| LT,
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(4) RANOEHIZL Y, 956, HREE, B, EHEORBEENECLHAREERH L Z L, KIH
ERE LT,
GABA 7 X / LR R L EIR CHURBIDO L AN MY L Offi I L 0 RO R E N H 7= 2
LEZ, BT HEAERES (HPB : Canadian Health Protection Branch) X H /X kU L DJd]
FEFRIZDIIZ OV T HHREREO TN ZE=F ) 7T H X BEN R ENTEY, LAY T
GABA 77 X / BEB IR L EHL TIZR Wb DD E~DORELRFT 572012, e EHS (VY
7171 7)) OENT T &%t REER K R B G 3R Crx, A mAE Gk K ORI A 2
Ikt L7,

HRETEBEE

77 B AR EERBRICB N T, KEBEBREMDRWIRICET28EFRDO Y LB DOLNT-FHRIL
F, BHEHEOENKR T Ch -7,

FOUE, ENRBRCII 7 78RR 1.0% (1/98 f5]) kO LA ANY U EERE 3. 3% (9/273 f5) 12,
SAERBRTIZT T B ARRE2.8% (11/398 i) KRONT L HNRY U Fe 58 5.8% (49/852 i) 123D 5
N, BHIE., ERNRBRO T LI CEERE 2.9% (8/273 #il) KMUSEREBRO F L H Y L #
HRE2.0% (17/852 f) TR LN, WINb 77 B RBETIIRO b o7,

F 72, SEER SRR 2 BEOFERITL 5. 4% (23/429 1) TH V. HMET T AR R
BROART LN R ERECTORBERS. 8% (49/852 ) L RIRETH -7z,

BEREEREAEEEICHESER

FERIB MR E IS Y IR A AT OREEZ NS L L7 7 R BRI BV T, KRR
ZRDRWIRICETAAERELRD 9 HE RO LNI-FHRIIFHR., B, HHETThH-o7-,
FRIE, ENHBRCTII 7 7 v R 2.2% (3/135 ) KON LAY UFHRE1.1% (2/179 #) 12,
SEFRBRCTIZ 7 7 B AREE L. 0% (8/830 ) KON LAY ERES. 2% (53/1637 f5]) 125D 5
iz, EARIE. ENRBO LAY UEERE0.6% (1/179 ) ROSERBRO 7 LAY
H#£0.9% (14/1637 f5l) (12RO B, WIS T T EREETIETRD b2 ho Tz,

F72, AAEEBREGERRICB T 2FEROBIRIT 2. 2% (16/738 #1) TH V., 4ET T &R R
BOTF VLAY o ERETOIRRBER 3. 2% (53/1637 ) & FRIEETH-T-,

BREEERER. REFEREBRUSEMEELEICHES ER

FRBERER Z x5 L L7 7 R FREER (E RS R S MAHRER & A E 7 7 A kR O Of
H) ITBWT, IBEEICHEINT-AERELD Y BT N0 5B CTRELEMN 5. 0%LL FIZER

DT ESIEN CRBERERIERERE . OB REE 1. 1%, L HANY UBE6.6%) O TH-
Tro BROBEIEE X, 77RO LHE T VLAY UBED 241 (W) ZFRE, WTRHERE
Tholz, FRIZ IV EEE BRI LTHRE H 5 WITEE L HE SN HRFIIRD Lo T,
& GRBRICBO THEOHE CIREEICOE IN-AEFRLORBERT, ERNRBRTIT 15.5%
(16/103 f3]) Td o7, FEBENE D> - HEFLIL, ENRER TIIHE KT 6.8% (7/103 i) |

TR 2.9% (3/103 ) Toh o7, ENRBR CTEMMARMAFIENRD bz 1 FIEEE S HESh
TR AT EAEOREGIRE CTH -7, IRICEEHT IAEFRICL VLG ZPIEL-HBREH S50
IXEE LHE SNTHERE TR b o Tz,

7RE5. AR R R A kP & LT BRI ERER T, ENE MR GBI\ T E R L - R
BRA GHERE) [ZBWT, RX—=RA T A D ORI BT HBRE XD b o Tz,

BHBREICESER

BAERRIEIC L DR A BT ABRE 24 L L7 TRl Ic B\ T, KRR by
RICEETH2EEFELD ) b RO ONFRIIFENR., IR, HAOKTTho7z,

T, ENRBRTIIT 7R 1.2% (3/248 i) BONT LAY UBERES. 2% (13/250 41)
W2, AERBRCIE T 7 EAREE 1.0% (7/689 ) BONT L ANY R 7.3% (152/2069 1) (2
b BT,

MT VLAY 0D EE [7 7 A W —] IEERRERBR A F2h L T o BRIRERBRALIC B2 o3 5e %
EHBOA o HEa—Tx—AhbI A LT,
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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

MU HNY D EE 7 7 AW —) I XEERRER A 50 L TR0 2o, BRRRBRRGE 2 B3 2 sedlid e s
EIGDOA A a—T F—LBF LT,
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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 A 5% 0 0 0
FENE S 0 1 (0.5) 2 (1.9)
T UL — Pk 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
HNRE 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% (%)

KT LAY 0D EE 17 7 A Y—) IFERRARZ T L TRz, BRRABRAGIC B 2 it#iid o s
EIMDOA > F Ea—T = A b LT
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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

% (%)

P bEXY, AFEEGIZEVER, AR TS 50D Z LN DD T, ARIEATT HEROBEINCE
WL, IREEIZOWTHIRZEZIT ISR L. BERO LN HAICI#E R ALEE21TH 2 &y

(5) NSAIDs fhD#EFRA & R, — M7 sHERIEICBET 2 B FHEHE TH LT,
F7o. RO W F CARINESR & FKG N M SN WX ) IEEFHEA TR L,

KT VLAY 0D 7 7 A ) TR E FE L Tz, BRI B 2 i3 eI
DA L A 2a—T 3 —Ln55 LT,
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1. fE¥%ERA

(1) BHRZERLETOEA
A% LR

(2) HRFE L ZDER

BREE (BRISEET S L)

RHxF FRARER - HEARE #r - BRIREF
R AR S A1 PR AR A, FHERZ LN L OWMEDRDH D, A
FeAA FREEA
Fxyafs PO ANBR RE f T e OSHLRTE BB RERR 75 (26 L OAHI | AR 22 R AT
=R A AN DPFIEICAER S 2 820038 %, &5

T7a— (fkil)

M A2 5] & & 23 KA | B S OBEMI RSN TV DA ZIRM L | #F AW
(T oV T o B | TODEBE TR, WERE (i, 0, SEOER
SERLE HE5E) RE) ERIET DIV A BEEDLBENNRH D,

KAEMHERIEZSI SR T | F7 YU DU RIS EARB OO L0 RMIEE | B
Fl (FT7VPRERE) | EERET DV AIPREELEENRH D, £,
F7 ) D RIERN IR E N SRR TR & B
TR L, DAERRIEITIELT LI EBHD
7o, RENEPFRT LA ITITEEICER ST 52
L,

<R >

(1) HHARRRISIA] e A4 RRENHH)
FeAsEHS (VU BT ') OAEOTREZIZIBWNT, LAY &0 < DO AR AR
FIR A O LI a, RS, BERALNTZEOREDRH D Z b, REIEOOFHIX
HEET DI &, 7ol AL PRARRRENGIA & O EAEH OB P IE R Toh 5,

2) AFxvaky, a7EBRA TAa—/L (fKH)

FeRERS (VY AhTR) L&Y EDOMBEERRBROERENS, ZHOEF AL
Btr. PRRNFSAERE E M O R E B RS AERE (2 U CARFBIZHIMBNHER T 282 H 5729,
OHHER L L, 728, OFHIC X 2ERYEIRE D L K OGR R & 72 2 MRS RE ~ D 22 28 358
O HALTUVRU,

X a R EDHA

FEREIES (U Y A7) 20T, AMEARERERCON 12 2 x5, 7 LN 2 300mg X
L7 7 BAR A EERC 12 FERFIRC 3 BIKER ARG L, 3 FIHOEERHIAF T 2 K 10mg
X7 7R e AEG LIz &, VAR O MmFERRE(RIRE D C,y LY AUC,. 1, D 2EA]
PO (A 3 RUPRRAR/ B G (X, ZF410.96 XV 1.00 THY, AFva R
ORI L D EEIIERO LN o T, ETo. AF T T R D Cuy KT AUC, o D LT S D
e (F VAN PR/ BB 5 X, FNE0.99 KTR0.91 THY, LAY COHEH
WX DBIIRDO ONIR o7, T, T IND v eFdva ROtk Y., FBAEERE
OLIGEENEEE I 3517 D RO s SO TR 2 55 78 BRI - R L2 L TR 3 2 B M 2378
Sz,

KT VLAY 0D EE T7 7 A — ) IFERRERZ i L TRz, BRI B9 % Rl 35
EHBOA o HEa—Tr—Ahb5I A LT,

VIII. 24 (FHEoEEE) (T 5EA 121



OSE/NLEDHR

FeR SRS (U U A7) I8V, AMEANERERRA 12 il &2 xt4s, 7 L7382 300mg X
X7 7 B AR 228 12 REFfRR C 3 MR R G- L, 3MIE OB GRHIC e FE/NA Img XIELT T
EAREJRRG LIz &, LAY DM REIVARIREE D Cpp o Y AUC)- 1, D3I E D
e (m 7 BoRA0FAEE/ A G (X, TN 1,02 LTV0.98 THY, v 7B ANAOFHIZEL
LR AT, BT BRAD Cpy N AUC) o DA FEEED L (7L T8 o HF R/ Bl i b
Bp) X, T2 1.06 XON1.08 THY . LAY VOFFRIC L 2B EZ T ot £,
TLHNY L Ea T BARAORIZL Y, FRERE K OHLIGEEIEEE IS 31T 5 SOGH L IEE
S HAIBE GRS THUIMPIAR B3 2 M 23558 BTz,

IR/—ILEDBEEER

FeFEHE S (V) 7)) (BN T, SMELERERA 13 Bl %Rz, 7L /3Y 2 300mg X
377 £ AR & 22 EREC 12 BERHITHRE C© 3 RIRKERR A5 L., 3 M A O G%ICT % 7 —/1 0. T0g/kg
T T REPAEG LIzl &, LAY OMBERREACARBIE D Cpp B O AUC) 15, D EAT
EEEO (=2 7 — VO B GRE) &2 OFEEKMEIZ. £hZE 1,21 [1.07, 1.37] K&
V1,01 [0.97, 1.06] THY ., Cou [COWTITAEBFIIFEFIEDIERE (0.8~1.25) 72 HOT NI
WL L TS B DD, AUCy o, 1T BZZ T 2o T2, 7B, & ) —IL®D Cpy KON AUC, . 0D 5]
FEHEDLE (VAN Y B/ BB GE) 13, T2 0.91 HT0.90 TH Y, FLANY
YOI L DREIRO NIRRT, e, TN vy ) =L OfFRICEY | FE

B RE M OHLCE BN B2 36 1 D SO I3 RO IR 2 3R 55 708 BEFI ¢ G- L 2 LE ~ CHRUMBY AR R 4 2 {8 )
DR BT,

(3) MAEFTFNEZ G| X 3K (7o DFT v o SR E L)

FeAgEHS (VU7 'N) OAEOTREZIZEBWT, LAY N2 KB HIEREE L ES
REICBWCTMERENRD DN OMENSH D, HEMERE L, #HEm, 0 B, 0
B RO E) ROSHE (MREE K ONMHER) OfER: ERHE S Tnbd, £70, MERIREEDK T
L7=BHICB W T, BALENLE L SHIEAEMITH b5 IERES R S TWAD,
MBI X 7> SRR~ D K5y & EBME O P AN O S ikFE U, MR L2k oo
AR COIFRIC L 2 b DT, IAMED ML, AR 2 RFTRBIsThd & S
TWb, AIEROREBIZIZ, B XX Iy, aAfa )y /MOEHE LR TR OT T V%=
SEREEG L CU D ATREMEANE 2 B 4, ACE FLEEAIClE S = — B ORH A IIH] S 558, & vk
FEIEDMEHE SUT S5 &0 9 K2R T S I S T g 9

ACE P25 i V28 & o BEME DR STV AMAI E OPFHIC L 0 | B TREOREE Y 2 7 R
HELIBENRH DD, JHHICITEET D Z &,

(4) RIEMEFEL S X & 33K (F7 VU ¥ RmEHE)
SAENCBIT AR ERS (VY D7 'V) OFERFERMREREEICE O ERE R Ig e Lk
BRIZIBWT, LAY e FT ) DU RBERFIREE E 0P L CWe BT, Ebbn
— 5 LM LT ey o 7o BRI HEA (RE NN R ORI S S AL 12380 B AL TV B,
T, BHORENET —Z R—= 2 TGRS N TV D IERERS (V) B h 7 N) OFRBEER
YA E I Y IR AR & LIZRBRICB W, F7 YU DU RER 20 L O =EMICE
2 R IEDORBLRIT, F7 U ¥ R IARE T 3% (2/60 i) . 7L /3 U HET 8% (69/859
) ThHor=DIZx L, WAPFHEETIZ 19% (23/120 f)) Th o7z, FEHEICEESMBEIERL
FT )V REANRET 0% (0/60 ) . L HNY EET 4% (35/859 f51)) . WAIGHHEET 7. 5%
(9/120 ) TH -7,
FT ) T RERFA RS E N, IR, XIXFOM G ESIERITIENH Y, L
REXITFOFEADOBENN D D120, ZHODOHEKNZRM L TWASESIIEHICEET 52 L,
AN

KT VUHNY 0D EE [ 7 7 A P— ] 1 TERREERZ 0t L TV R W28, KRB 2B 5 it e R IE
DA B 2—T F—AnBBI AL,
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8. El{EA
AIFERG B ORISR =R (U U 0 7 Rov) DRz L,
(1) BERDHE

HRAETEMER

ENAH &SRR, ENESIR 558, SE% IS AR, S8 E S IR & 0¥ E R
HBRIZEB W T, AAI 75~600mg/H%AZ 1 H 2 [EH DT 1 B 3 BICTHRG Sz 2 rERHm
G245 1, 680 il 1, 084 51 (64.5%) ([CRITERAZ RO b2, EARRIERIL., HEhitkd £ 393
Bl (23.4%) . 1EIR 267 5] (15.9%) M OVEEE 179 1] (10.7%) Thotz, (VU e 7RV
AR E TOMEDER)

HERAREREAEESTICES BRE

EN EEMREGER, ERNESRGEERICB VT, AKI 150~600mg/H % 1 H 2 [0 THE &
AT 2 VERHAM k51 302 il 199 6l (65. 9%) (ZEWER 2 E8D iz, FHRRIEAIL, B
7465 (24.5%) | FFEMPED E 68 1 (22.5%) KOVEME 52 5] (17.2%) Tho7z, (VU H
o TNV AEKRREE TOREOER)

LG ERER. WEPREBERUVUSHEEELEICES ERE

FhEBA SRR BH 2t g & U ERE LR S M e L O B SR 708 | H2e P12
i, ZRVEMALIEICFE D IR 2t 5 & L7 ENEI&R 53BN T A 150~600mg/ H %
1 H 2 [T iz 2 ki Al G451 215 Bl 165 1] (76. 7%) ICRITEHDNRO bihvle, E
7eEIER X, IR 87 1 (40.5%) . ¥FEMED F U 43 1] (20.0%) K OVEIE 40 B (18.6%)
Thole (VU heh 7 BAKBEE COREDEE)

R TRAE

EN EHERLEG R, ENESBRGHEERICB VT, AHI300~450mg/H % 1 H 2 [A] THK 5 &
AT NER TR G451 356 B 295 ] (82.9%) IZREIWEHZNGRD bz, FEAREIEMI, IR
141 61 (39.6%) . FELED F 98 4] (27.5%) M OMARHEIENN 56 5] (15.7%) Th o7z, (Y
U ek 7B VKGR E TOREDOEET)

<fiF7n >

HIRAD % HIEE

L - HEOBERILE 72 o7z FRREB %R RE xR L LZENA &R, ENE
B, SMER S TR, A E S RS K O9hE B3 558088 2 0RO L7 fE 5=, 71
U 75~600mg/H% 1 H 2 [E&HDHVE 1 H 3 BTG S22 EEx 54 1, 680 il 1, 084 i
(64.5%) IZRMEHM GO BT,

FRRWERIZ, ZEMED E 393 #] (23.4%) . AR 267 1] (15.9%) K OVEME 179 61 (10.7%) T
HoT,
ZOMORWERIZOWTIE, VIS8, (4) T HBIFEIVERREME K MR AR T ) S8,

HEPRA M R MR EE 1T S &

L - HEORRERIL L 72 o 7= BEIRIVERSMRBEFICHE > Em e A T2 BFE4 & LEN
EE R, ENERGRBRE OFE T L72RR,. 713 > 150~600mg/H % 1 H 2 [B]T
B 5. ST e VR 82 401 302 i 199 ] (65.9%) IZRIVEFI NGRS T,

FRRIWERIL, IR 74 31 (24.5%) . FEED £V 68 1] (22.5%) K OVEE 52 4l (17.2%) ThH-7=,
ZOMOBWERIZOWTIE, V-8, (4) HEHBIFEIVEAIHAEE LK OBRRAEMRE Y —E) S8R,
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HHEGRER, MEPREBRUSHEEBILECHE S EHE

VL - HEOBRERILE 72 > 7=, FREREGERERBEE 5% L U EEILE —H e st L OF
BER IR INRE . I As TP . S RMEREALIE 1T RE O W0 & ki3 & U= [E N R &% 5308k 2 OF S fEdT L
TR, LN > 150~600mg/HZ 1 B 2 [BTES I ZeMERHixE6] 215 #]F 165 4

(76. 7%) \[CEWEHA RO vz, EREIER L, EIR 87 4 (40.5%) | FFEhAED F > 43 41 (20. 0%)
K OVRIE 40 1] (18.6%) Tdh 7=,

Z OMDORIERICON T,

Rt B e

[VII-8.

(4) TEEBIRIE RSB N ORI A SR T — %) 2,

L - HEOBRERI L 72 o7, BHEIRIEICE O ER A2 AT 5 BE 255 L LizEN _EHEMmILE
. ENEMBERBRE ST LR, LN 2 300~450mg/H%Z 1 H 2 B CTHRE SN~
22 MRG58 356 1l 295 1 (82.9%) ICRIERA NGRS HihvT-,

FBIER . EIR 141 1 (39.6%) .

ThHoT,

FEMED F N 98 3] (27.5%) K OMAKREHEM 56 fi (15.7%)

ZOMOBIWEMICOWTIEL, V-8, (4) HHABIEINEH MLk ORISR ) ],
<BE>
TEEDPE D F U K OMEAR

TIREBRMEE L AR L L ENRNR GBI B T 228D £ 0 OEIR 0 JEH R L OV

SEFER OB LL TSR T, Wi s HAR

RHCIT RO EE O FR N 2T Dol

ERRPABEHRICE TS FHEOFEVDERHEARVEERE

SREROWIHNZ L\ MEM D ZRD S, LAY 5D

FEHLF BRI
S48 | <8 | <120 | <2408 | <36 | <5208 | >52 | &fK?
TUHNRY | GBI 126 122 117 115 105 100 90 126
FEBLFIHK 20 6 5 11 4 3 0 37
B 19 5 4 10 4 3 0 32
AR 2 1 2 1 0 2 0 4
Y 0 0 0 1 0 0 0 1
a) RFHWMF T 1AL LIEAEFSOEHER RERFBIOEGH ik L 13872 5)
ENEHREHARICE T HEROFRRFHRVEEE
FEHL R
S48 | <8 | <1208 | =24 | =36 | <52 | >520H | &k?
TUHNY | I 126 122 117 115 105 100 90 126
FEELIEL 15 1 3 5 2 3 0 22
[958 13 1 3 4 2 3 0 19
R 2 1 1 1 0 0 0 3
L 0 0 0 0 0 0 0 0
a) REBRMMT T 1AL LA EFROEFHER RIRFEABIOEGH ik L 13872 5)

£lo, BEMED FOKMEIROYIFE H O PRI FHOREGHETE 5 HUNTH -7,

TRESRMERRE AR E LEERN TS wARaisER c & 1 SRREREOGEVEEERORE (PRIE)

— e TLANY Y (ng/BE)
REER 7R 150 300 600
R I R 51 98 87 89 97
FHIEH (%) . FIR15 5 FIR 15 5 FIR15 5 FIRG ;
REETOAN (%) BB T | BB g B (%) B
TATOREER 62 (63.3) 29. 0 (7257) 23.0 | 78 (87.6) 22.0 | 90 (92.8) 10.0
FREHEL 7(7.1) 17 10 2 27 (30.3) 5 48 (49.5) 4
(11.5)
{ERR 19
9 (9.2) 4 (21, 8) 2 22 (24.7) 3.5 37 (38.1) 4
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el
HIREDHREREL NS L LIEENT 7 2 AR5 BRI T 2 RIEOR B A R IRt W FEoR
Ry VI K ORI - AR5 B O RS ZIE I DT, 600mg/ H BE TITM OB 5B b~ T A iSRRI 28
{EDFRD LT HRE N LD~ T,

TRASEGZEZEZRNRE LEER TS RBRRICE T HZEORELR

. N=98 150 (N=87) 300 (N=89) 600 (N=97)
N—=2F A U JEBS 7 (7.1) 3 (3.4) 7 (7.9) 4 (4.1)
FEREA+1 1 (1.0) 2 (2.3) 5 (5.6) 1 (1.0)
FIEA+2 0 0 0 2 (2.1)
TR D A v e JEJE+3 0 0 0 0
I REAm IR JE B 4 (4.1) 3 (3.5) 8 (9.1) 8 (8.4)
EIE 41 2 (2.1) 3 (3.5) 5 (5.7) 10 (10.5)
ERE+2 0 0 1 (1.1) 3 (3.2)
JEIR+3 0 0 1 (1.1) 0
S - . NR—RT A 1 (1.0) 0 0 0
B - IREFEOKIEE g oo o i 0 2 (2.3) 1) 5 (5.3)
R—2 5[ VI 0 0 0 0
SHHACEMBEE 0 ’ L) Cdy
&AM B 0 0 0 4 (4.2)

Bk (%)
MORBR, R+ (FIROFE | HR+2 (FIELBIIHNT TOEE | FERE+3 (&0 LROY USRI B O
N o A 451

TIRABRMRRE L AR L LISNE T 7 AR EARIZ I 1 2 IO FEH B 2RI, IO
T, BEHAIEOZACITTRBRE X3 58I K 2 A B350 0 b o iz,

TRAZERGZEZERNRE LENE TS ARMBRRICE T 5 ZEOERK

— 7SR FLUH ) > (ng/ DR
i N=93 150 (N=87) 300 (N=98) 600 (N=90)
R—2F7 A W JEBR 6 (6.5) 9 (10.3) 6 (6.1) 5 (5.6)
R+ 5 (5.4) 6 (6.9) 5 (5.1) 2 (2.2)
FIE+2 1 (1.1) 1 (1.1) 1 (1.0) 3 (3.3)
. FEE+F3 1 (L 1) 0 0 0
P D AR ERey S 5 (33 11026 5 G0 )
JEE+F1 7 (7.6) 7 (8.0) 11 (11.2) 10 (11.1)
JEE+2 6 (6.5) 1 (1.1) 4 (4.1) 2 (2.2)
EE+3 2 (2.2 0 2 (2.0) 1 (1.1)
B e o N2 5 A 4 (4.3) 0 3 (3.1) 3 (3.3)
BT - IREEAPHOARIIEIE oo s 5 (5.4) 2 (2.3) 4 (4.1) 3 (3.3)
N N— 2T A 0 0 1 (1.0) 0
BH B B IGHEIE T (b 3 (3.2) 1 (1) 1 (1.0) 3 (3.3)

B (%)
SUEWR, JE+D (FEROEE) | EE+2 (TEENSBUIMNT COEE) |« BE+H3 (XY EROY UIRMSEHLOOTHE)
N o 5l ek 52451
a) M RO RMFIEDO M DV TiE, N=92
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(2) EXRGEIER & AHER

BEXLEMEA

1) HFELY (20%LLE) | IR (20% L) . BBEEK (0.3%FK#) : OFV, IR, EiRiHK
BN LI, BELUENIFIZEST2EORERH DD T, BEL HHITITV, BERED S
NESAEIIE G2 IO ET 572 &, @l EE21TH 2 L,

2) IDFE (0.3%K) . MKE GEEFRBAY )  LAE, WiKERS DD EOWEND D
BrlobEEEEZ AT HRE) . DAREDY A7 0865 BETIE, B8z +oiTn, &
WRRDONTHEEICIF &G 2RI L, @URAEEZITY 2 &,

3) HHAMAE GEERRY )  MUGRAER S bbb Z N H DD T, BlEE 51T
W BRI, B, CK (CPK) B, MR ORF I A7 e s ERERS b GA
W, B ERIE L, EYARAEEZITY 2, F7o. MU RMRIEIC X B AER EE DS AE|
HETLZ L,

4) BERL (0. 1%KE)  BRERHODLND EOWENRH DO T, BENRBDLN-HEITIE
ehAERIEL, WERLEEZITO Z L,

5) MEFE FEEREY )  MEFESOWBBUEND SN ZENHHDT, BENRD D
NEBAICE, BEblcGE2HIE L, @URL@EEITO 2 &,

6) {EIm#E (0.3%KiE) : (KIMHENDHSDONDZ ENHDDT, MR, BERE, HiT, Kk,
R E S ORIMBEEIR A S S b S AIIT &k G2 IR L, BEYRLEEZIT) 2 &,

7) MR GEEFREY ) MEMMARLSbND Z LNHDHOT, Kk, IR EE, %
BVE DRI 2+ B L, BENRO NI X B, I CT HofkE s
FiT 5 Z &, BIEMERMANEDN - SAICIT G 2Pk L, B E R VE CH OG5
DL e ALE 2T H Z &

8) Yawy FEEFREY) . FFI745%Y— 0.1%K#H) :vavy, 7F74FF—N
LoD ZENHDHDT, BEEZTHIATV. BENRD SN HAIITH G 2L L,
YR E AT O Z &,

9) RISHIEARAEIZEE (Stevens—Johnson fEIZEE) (SEEFREAY ) . SWHB EETRERY )
B REIERRIE R, . AR D SN Z LN HDH DT, BELTHITITV. B ER
ONTEGAICIEERGEF I L, EURLEEZITI L,

10) BIFERT# BEEREAT ) | FFHEEREE (0.4%) : BISEATFA. AST (GOT) . ALT (GPT) |54
ZPED ITREBEREE N H DD Z ENHH DT, BELEZ 45127V, BENRBD SNZHE
WG E IR L, WUREETTO &,

1 BIRSRE XUTHES T OSER| D 7= O #E AN

-
—
-

—

<fgsn >

D HFWV, BEIR, EiEk
PRt E MR O A GRRE O [E N A O FERRER T 1T D BIER OFEEMATIZ B W T, BEED F o,
fEIR OSBRI 1L, L FN 23.58% (602/2553 f5l) . 22.29% (569/2553 f5) T o7,
F7m. BRIERT. BRI SRR 2 L LI-ENHEKGHREBRICB W T 1A, #Es S T
ABRIZIBUVNT 2 il BESRIS ARSI IS S IR 2 x4 & LT ENER G308,
RREEMER GFRERERER, MR ®Em., SR EICE S ER) 2x% s LEEERNE
WP 5 kB BHERRIRIEICLE 0 R 265 & LIZEWNS IR ICB W T 1 FlogIEH
NHREIN TS,
HIRBIZBWT, LAY oIz E DTy, EIR, BEifEEND S bisE Lz & o
ENHDHOT, BEED5IATV, BENRED LN GEEICIERE LTI TRET 572 8L,
WY RMEEITH Z &,
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<BE>EHIHRIZOWT ©

L. B RO K O 72 38 9E A T = R 2
EARERIT, @ ORNERINTEICE S EEX LN TEY . —RICITIHE M E AN 1 4y
#1Z 20mmig DL EAK T U725 A Sk SEVE IR &R S b,

2. AL - JLETR
DFEV BAE, T, SRR EOMBIEIRDFRO b HEEIE, EHIZ LT, HDHWIT
LR L TREIREMLE & D, ZOREIZ L > THEIED 75 TRWIEAIE, SEHIG U T
B EA, AEAZ D,

2) DA, MK
ORI R AR 2o G & LT E N BROSRBR K O, Vg 55 AR ARBR W PRI MR 1eh e P
WZPE S R A Xt & LIENEB#EGRBRICB W T, 22 1 Flo 9 o P LAR2ORITER A
WESNTWD, MiKIESAGR £ TOEPNARRRBRICEOD TERRD bR TW RV, s
IRZICBNWTHRERH D Z &b, EEEMWRE S 5 720RHE L,

<BE > DAREICHONT D

1. DARE. 9 oI ONAREDORER
BIED 9 HlE, BECIER EERD & JITEFBRCBUNEHFA L 0%, #ITT5H L
THROTe RHBIL, FHIZHENTHTHEINN L TELSHIT RN EOIERPED b
%, SDOICHIE(T DL, KERHC O IFRRNEEZ T2 5 K 912700 | EANENR K RIHEIR I
ZEIRIE R EERAEIN I SN DA b 5 D T DISHEVEREL KI5 »itE (ZEOLARE) Off
KRR C, EE, HIR—ERFMZICERT 5, £/, DARICL > TLAHENMETT5
&L BT )P aER L, R CREARSELZROL 2 08D D, EREITIFRIA
L VBEFIK T T 203, EAMROBAITE < ROMERIZR S,

2. —IRAYIRIEIEA T = K Iy
W, L R DRERD Y RESNIZREBIZH -T2 & ZAHMIL O AN - TH
FET D, BIEM L LTOLARETHESTIERLS, BILIEOKRE, B, OFE, HEIR
EDHMREN D DHENEEALETH D,

3. PR - ALIETE
LIS L0 DR OV B 2 B U, BRI IR & FRANC K 0 @R OBREZ1T O,

<BE > HiKEIC W T

1. ffiZKIEDSER
DS KIE T, Wil PEVRIAEE, HRRIZ. FEAEMA A AL R 0% M ORI D
BT EOIENBFHETH D, FEOSFEMARE CTld, VRN [ W R -0k B2 I 23 L & 72
W2 B D,

2. —MRAJIRIEIE A T3 = A Ly
— MR, BKBED TSR IL, L DBERE DFEE I X 2 IFHIRE O 57 GO RE) | & A
RIBEDILT ANKSBEOHINFEC L D E EARMKES . ALT (EEmEE) /ARDS (Gt
WRR B85 IEAERERE) TR S 2 @t TR KB R S D, BRINIZIZ, ZOREOR
(ZH B2 LT HERKIE & Z LIS ORI IS KRB 2 F23 %0, AN I 25 K
CREAME ) 13 DIEPEMIKIE D55 232\,
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3. XL - ALiE R
IR E B 2 bR E - HICHIET 5,
PPEAZ U CERIRE DT 2 8 S, fifi 9 o 28k <%, Pa0, 60 Torr (Sp0, 90%) LLF®
Bitr. BRFEEGEIT O, EEOMRREECERFZE R A THIKBRIREN S E SN WESIEA
TR ER 24T 9, AO0ARETIE, FIRIE (7ot I F) OFEEZITV., XEISL, = s
VU, HEigRAI v, I F RS2 EIrNE ST 5,

%) BEERIEREBRIG~ =27V [HikE] k21 455 A JEA5@E

3) AU R ARE
FalRF F T OEPAMERFER (W THEBUTHBIRIE 13580 5L TO R0, IR IC BN T
WERDH D Z LD, EEEZWE T D7 0RH LT,
AKENOFEGIZ XY | BEUHRAHER H 5N D ZENH LD T, BIEE 75TV, B, b
F&. CK (CPK) EH-, PR IRF I A7 n ey ERHEND S ONIZGEIIE, G52kl
WYZRALEZAT O Z &, Flo, MBEHRAHEIC L2 BB REEORIEICHIER T2 &,

<BE > BT EMRIE I OV T

1. FRREUT RUARIE O SR
FRBUTRUARAE 1%, BASAh OFlR, BEIEIZ XV | Bk i~ L72WiETh 5, DR,
WH LI RED I A7 0 ALY JRMEICAMDB P05 E, BT~ 2L2 0502 &0
2\, BRIERE LTI, i - LOWL - BEIESAE U, fhEEEOFER L LT - REEIR (2
Fra e rfR) BAET, BRSERSNDS EMIR - 2R - #ENELD, MAFTRL CTROLE
b0l K EFETHY, K EHE L HITLDH, AST (GOT) . ALT (GPT) & bEH9I 5,

2. —XBITRIEIE A T = A A

ARG ONER R CH 0 . 2L DERGHOBEEZZITOT VIR TH D, AifHE R E
ENns e, ALY AT ARHRAT D, WED H L7 N OFEAEILR TIN5 RE O 18
WG 2 A4 U S| T, i B R 2 BRI IEHE S/ 5, BHE L7- iARMEI X RFTROICEEsE L, IR
DS BT AUTE BN AT 5, RSB NE L GE I RED I A7 v v %5
FAWA D DI FIZ T L CRFITEBER LS, I A7 id, JRENIZIEE L, £33 4
7a ey bilEE L~ SSRGS EEEH LT, BRMEREZLE LIS, TOME, 7
WPED D VIR AT PE OB A4, DIC (FRREMEME NEEE) e~ 2L BEEREFERD
PR

3. XL - ALETE
AR O H B FINERGL ZFE L, #ench i35,
WIHNZBWN T, BHEEREN £ R E S TV RWIRA TR 2 A TV, BIR#EE 1IN 5,
IA T AL D IRREREO T - IRENEECTH DL, BERARENEIT LA
X, RSN 21T WEIE 2R o0, BEENS RN THLI LA H 0| ERZ L ICEEEIC
i U THREEIIRGET L2 i i 7 67220,

*) BERIEMRESIS~ =27 v TREGRUTHRIE ] PRk 18 45 11 A EA 57
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4) BARAE
A E TCOENBERRBICB WD TERARITHME I TR0, M0 7T & Rkt iR 5k
WCBWTBAREN 1 SIS TnDd, TLINT rOoREICLVBRENDH b & OWE
NHDHOT, BENRDONEHEICTEEGEPIE L, @URAELZTT) Z L,

<BE>SBHEBR R HONT®

1. 2MBEARLOMER
BEEOHMEL LT, MiE7 L7 F =@, BUN (IMiKIR#EZERE) | REREEEEN R
B ESND 2, WIHOBEEEEREERIIIRT & o8y R, RO AP, B, 37 mnsur
VoakE=s—7 5, BRIERITFE, B2, BRI, lmH. TH. 8. (KERD. R,
JRED, B, BRIk, FROTD A, BREFNUE ST\ EEA TH D,

2. I TRIEIE A J1 = KX A
(1) BFritE
ONSAIDs : 7B RAE 75 AL LD MEPERIER 2 KkbE 5720, BilREORAD B Z -
TAMEBREICHRD B2 LTS,
QACE fLESE . 7 o AT v T OEAZ G 272010, REKIKEREREDIR T2 &7 2
ENFEEEZEZ BN TWD,
(2) B
OBMEIRME S (PUEA], NSAIDs) : UTNLIRME SUTENAL R DS EHEREE S fv, SPEIRA
BHRAEL, ROEMEE, 7T M) U LAFRNOEENSIEEZ IhD,
@aEMEMEE L (PUEAl. NSAIDs) : Y XITEORHDE T T v & Ui dE SOs 23 B
HLTWbEEZLND,

3. KPR - ALIEE
oy, ER. Ky, EREOERELJEHEICRES ) KOHIRL, BEIZR L TE
Wik z2 19 %,

5) I /& VAR
R E COENAMERRBR I B W TR IEIX SRS SAUTORWA AT IREZ ISV Tl
MWD s, FEEEZBET 5720 LT,
MAVHIEIZ X DT OHE T2 < MEREORIUTI T LAY OB 14 HEINIZER
DOz, MRS OBBUEIC X2 BENRO LNEGEICE, BELICARORE 291k L,
SRR UM o B

<BE>MEFEIZHONTY

L. A IR AER
FEVEVELS . BORORIBEORBR R U 7 RPHIC B9 2 TRV © . BORIEIR & LTI, BRI
IRTPIEVEIEIR 2 72 & &, BB RPIISE O~ A Z & LIFERAKR ST, @, HEA%EDH
RAERIZZ LV, E7o, DFECIREE, MEEROTEE - JEAR, WA, MEfEEL kL, & ITX0ER
ZEROZEIINTZ D, SOITHEEERE LT, A - &, TR, RSN 65,

2. —MREVIRIEIE A T = X A
AP AE MERIEIZ DWW TEDN TV AEFIZERLIC L > TR S, CAEEZM D mEHE
FHHETIX 1eE BB ET2HANH L0, CAEBE DRV B MM EMERIED 5 3k Kk
Cl A e B —RHMIE, ACE PHEIRIZ L 2 M MHHIE CIIMERICh b OFRHEZ SN T
AV

VIII. 24 (FHEoEEE) (T 5EA 129



3. AL - ALETE
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BARNVECEDHONOND, £, MREHEEIC X2 X0EMAZEITRELE (EHICARL., K08
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Bt+=falpits 100.1%) 1 BME 300.29%)| 2 1 R NBEOEESE | 10.1%) 1
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BaldhtEE | 10.1%)] | BRHLIM 20.1%)] 1 1 am 10.1%)] 1
Efptim 10.19%)] 1 BR/E 200.1%) 2 mEREE
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ORRE 10.1%) 1 BHIE 10.1%)] 1 A 200.1%) i 1
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ZRE 10.19%)] 1 BB RIE 10.1%) 1 By 20.1%)| 1 1
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RETAEX 4(0.2%) 2 2 SRS 39(2.3%)| 28 10 1 DFHEOOLERFRR 2(0.1%) 2
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CRFRT— 3(0.2%) 2 1 BEER 19(1.1%)| 16 3 RERD 2(0.1%) 2
NILRRBEHERR 3(0.2%) 3 Figafind 15(0. 9%) 3 11 1 R &SRB 2(0.1%) 1 1
Bk 3(0.2%) 1 2 EREE 12(0. 7%) 9 2 1 ALT (GPT) s> 1(0. 1%) 1
KEEE 3(0.2%) 1 2 EE 9(0. 5%) 1 6 2 AST (GOT) i@ 1(0. 1%) 1
A O0—XR 2(0.1%) 2 BER 7(0.4%) 3 3 1 EHET 1(0. 1%) 1
EEEE 2(0.1%) 1 1 SR 6(0. 4%) 1 5 IREESR 1(0. 1%) 1
[k R 2(0.1%) 1 1 Jinke] 6(0.4%) 4 2 /MRS 1(0. 1%) 1
fiti 2(0.1%) 1 1 BRAT R 6(0. 4%) 3 2 1 MM hILS D LED 1(0. 1%) 1
SEER AR 2(0.1%) 2 ARk 4(0.2%) 3 1 mehJ FoMEEH 1(0. 1%) 1
R AR 2001%) 2 LU INT RS | 3(0.2%) 3 P e 10.19%)] 1
EREAIKE 1(0. 1%) 1 BE 1(0. 1%) 1 1(0. 1%) 1
ERE 1(0. 19%) 1 ZhE 1(0. 19%) 1 1(0. 1%) 1
— B RN EE N 1 1(0. 1%) 1 FE 1(0. 1%) 1 1(0. 1%) 1
BERSE 1(0. 19%) 1 TER 1(0. 1%) 1 IDEBTE 1(0. 1%) 1
EXHERE 1(0. 1%) 1 TERR 1(0. 1%) 1 FrnEk s> Fadg g in 1(0. 1%) 1
kIR 10.19%)] 1 RBRUEENE R 10.19%)] 1
ERDEET 1(0. 1%) 1 BERTIR 14(0. 8%) 8 6 RPZEBBE 1(0. 1%) 1
BREDAE 10. 19%) 1 BEME 70.4%)] 6] 1
BRI E 10 19%)] 1 AR 40.2%)| 4
KIS B 10.19%)] 1 R 30.2%)| 1 I

BRURBES 7L a— LR 2(0.1%) 1 1
REZE 7(0.4%) 4 2 1 S mEE 2(0.1%) 2
RE 3(0. 2%) 1 2 B+ kY LljE 2(0.1%) 1 1
SR 3(0.2%) 2 1 R 1(0. 19) 1
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2) WRFMEREHEESTCHESIERENRE LEERBERERICE T SRERARESHK

B2 IR R BIM 302451
BEREEAIN 199451 (65.9%)
B ARTEM 4344
EEEREIAREAR BE | 3o | wmE | 7245 | BE [ 3¢
EWEROEREE (4 EWEROEEE EWEROEEE
nEmomE | T ® nERomE | T ® nEmomE | o ®
8 [r5E|EE 8 [+rsE|EE 8 [+rsE|EE
BBEE HEREE Bt EMRUSETRAOREN GREUKI—TE8T)
BTHRE 1.3 1 SRERT— 1.3 1 HED [ T3] 1] [
T 4 (1.32) 3 1 BECEHE 1 (0.33) 1 FRRIZE
OpErigs 1 (0.33) 1 RE SRR 2 (0.66) 2 ALPH& 0 1 (0.33) 1
OR % 1 (0.33) 1 {EER 74 (24.50)| 64 9 1 ALT (GPT) #&hn 2 (0. 66) 2
BiEx 2 (0.66) 2 FEBARFE L AE 1 (0.33) 1 AST (GOT) #&hn 1 (0.33) 1
it 1 .(0.33) 1 BIERE 1 (0.33) 1 BUN#E fin 1 (0.33) 1
fEH 8 (2.65) 7 1 R 1 (0.33) 1 IMARCPK (CK) & 7 (2.32) 5 2
[l 3 (0.99) 1 2 EBRAEE 1 .(0.33) 1 DEROTER 1 (0.33) 1
BPERUVFERE WA= 1 —0/8F—| 3 (0.99) 3 1 (0.33) 1
£8% 103 1] | B 1.(0.33) 1 1039 1
FREREE TitEZE 1.(0.33) 1 LDERTEEERDS | 1 0.33)] 1
RS 1 (0.33) 1 FEMEHFEL 68 (22.52)| 54 14 REM 47 (15.56)| 43 4
S 1.3 1 FHRE 1033 1 BERE SR 1033 |
IRFEE KEEE 1 (0.33) 1 PR 7 G 1 (0.33) 1
HHZIE 103 | BRURBEE Eamg 1033 1
ARFZ1Z 1 (0.33) 1 BHEEEE 1 (0.33) 1
IREZ T & 2 (0.66) 1 1 FERRIEBE 2 (0.66) 1 1
ARBRIZRE 2 (0.66) 2 REZE 2 (0.66) 1 1
IREZE 1 (0.33) 1 HERR R 3 3 (0.99) 3
FKARAE 1 (0.33) 1 #ER 1 (0.33) 1
SIRESE 1 (0.33) 1 HRERRUVIAERE
HAET 5 (1.66) 4 1 ZHILEE 1 (0.33) 1
BRI BIEE 2 (0.66) 2 FHRBIAE 1.3 1
BRIk 1 (0.33) 1 2 1 (0.33) 1
w8 2 (0.66) 2 BEFISRIEAE | 1 (0.33) 1
BR 5 (1.66) 4 1 FEES
HERRRURSEHRE BERY 103 |
TaJdA S UbE| 1 (0.33) 1 TRESD 2 (0.66) 2
35 & B B ¢ 1 (0.33) 1 TIRAE 4 (1.32) 3 1
BEREERE 3 (0.99) 3 152559 1 (0.33) 1
BNET 2 (0.66) 2 S ERERURERFEE
B 1 (0.33) 1 SR 1 (0.33) 1
BIER 1 (0.33) 1 BEER 2 (0.66) 2
pelisdr 3 (0.99) 3 PEEFRE 15 (4.97) 13 2
EEE 2 (0.66) 2 Jinke] 1 (0.33) 1
MERVY oS REE AT R 1033 1
/NGB E 2 (0.66) 2 ZR 1 (0.33) 1
BF P ERRAME 2 (0.66) 2 BF 2 (0.66) 2
=y} 1 (0.33) 1 FHE 52 (17.22)| 37 15
mEEE SITHE 2 (0.66) 2
IFTY 3 (0.99) 3 ENIE 1 (0.33) 1
ENE 1.(0.33) 1 RHRURERE
7o i AR AR M AR S 1 (0.33) 1 Bh Y LME 2 (0.66) 2
EmE 1 (0.33) 1 =M AE 2 (0.66) 2
RS, W URERE EREME 1.(0.33) 1
WyE 1 (0.33) 1 BRTIR 2 (0.66) 2
PR R 1 (0.33) 1 BHITHE 2 (0.66) 2
HERURBEE {E g 1.(0.33) 1
A=I—)L& 1 (0.33) 1 FERIR 3 (0.99) 2 1
EEEkEHEL 5 (1.66) 3 2 BERUVETRSRE
HIB 3 (0.99) 2 1 Z S5 EE 1 (0.33) 1
BE. TERUABSHE IR EEZE 1033 1
B 1 (0.33) 1 BE 2 (0.66) 2
o - iF 3 (0.99) 3 E32 2 (0.66) 2
DIgEE RE# 1 (0.33) 1
PlE 1 (0.33) 1 AT 1 (0.33) 1
LDFE 1 (0.33) 1
TKERREFL AR
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3) BHEBEGERERBEZNRLE L-ERXRHRRUVEHEGERER. 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
KRR NG
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4) MHBBECHSIERENRE LEERERARICE T HEMERERER

B2 IR R BIM 35601
B RREHIM 29551 (82. 9%)
B ARTEM 7034
EEEREIAREAR BE T 60 | s [ ot
EWEROEREE (4 BEROEREE (4 EWEROEEE
BEROEE | o ® nEmomE | oo ® BEROEE | oA ®
AL AR g | rEE |8 g [hxE|EE
BEEE B BKIE NG 1 (0.3) 1 BELE 1 (0.3) 1
AL 1 (0.3) 1 BRZHEAMm 1 (0.3) 1 BiERE 1 (0.3) 1
il 1 QN N1 B I ERBAME 5 (1.4) 5 HEEE 1 (0.3) 1
B R mgmE ERRE 103 1
EMMEE 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 TRIE 3 (0.8) 3
FEE 103 1 RS, MBRUMIBES W>-28% 103 1
nES 103 1 U HERER R 103 1 S SWERUVRSBFEE
OR % 5 (1.4) 4 1 1% gk 2 (0.6) 2 HERK 23 (6.5) 21 2
AT 103 1 R 103 1 HEEEE 308 3
SHIETRR 2 (0.6) 2 O RIREEE 1.(0.3) 1 JinfEd 1 (0.3) 1
BEk 308 2 1 EEBETRERE | 1 0.3)] | BEE 103 1
T 1 (0.3) 1 SIREER 1 (0.3) 1 [=f:=] 13 3.7 12 1
[ZE3 1 (0.3) 1 ERUREES FKE 1 (0.3) 1
i85 10 (2.8) 8 2 ElEEESHFE LY 11 .3.1) 8 3 B 2 (0.6) 2
S ES 103 1 BEHE 2 0.6 2 TR 103 1
REER R 2 (0.6) 2 HE 1 (0.3) 1 FHE 29 (8.1) 28 1
E 49 (13.8)] 45 4 BB 1 (0.3) 1 HITEE 2 (0.6) 2
AT 1 (0.3) 1 EVEL 1 (0.3) 1 E#E 1 (0.3) 1
[ 308 2 1 5=, PERULESHE KR UREEE
B 1 (0.3) 1 5 1 (0.3) 1 BE 1 (0.3) 1
B R UFERE T ] 103 1 EismE 2 0.6) 1 1
B 1 (0.3) 1 iR - % 1 (0.3) 1 BMRITHE 10 (2.8)] 10
IHEE 103 1 LS B 10.3) 1
Ry 2 0.6 2 BiE 4 (] 4] | FER 103 1
BN LRZ 103 1 EREE RERUKE FEGEE
FHiflE 1 (0.3) 1 BiHEK 1 (0.3) 1 IE 3 (0.8) 3
e 103 1 BIRLE 10.3) 1 B 6 .0 6
HEYP 2 (0.6) 2 BB 2 (0.6) 2 FEAR 1 (0.3) 1
EAHR 1 (0.3) 1 {ERR 141 (39.6)[ 130 11 BT 1 (0.3) 1
RES 1 (0.3) 1 mEHER 1 (0.3) 1 £ZFE 1 (0.3) 1
FEERRE BE 2 0.6 1 1 BEE 2 0.6 2
RS 2 (0.6) 2 BERE 2 (0.6) 2 ki3 5 (1.4) 4 1
BERARF 1 (0.3) 1 RE 2 (0.6) 2 BHS 3 (0.8) 1 2
REE EEAEE 4 a.n 4 EEERE
IROESE 1 (0.3) 1 BEfE 17 (4.8)] 15 2 ALP#& /0 1 (0.3) 1
AR3Z % 4 (1.1) 4 RHAEER 1 (0.3) 1 ALT (GPT) #&/n 6 (1.7) 5 1
BRAE 1 (0.3) 1 iR ZE 1 (0.3) 1 AST (GOT) #& 0 5 (1.4) 4 1
BR i 1 (0.3) 1 REEK 1 (0.3) 1 1 erCPK (CK) 440 7 (2.0) 7
BHET 5 (.4 5 BREHEN 98 (27.5)] 90 8 me7Is—eEm| 2 ©0.6] 2
ZR 17 4.8)] 17 FEEfR 1 (0.3) 1 ey L7 F=4Em 2 (0.6) 2
HBRE H i 5 (1.4) 5 EHEE 1 (0.3) 1 AERD 1 (0.3) 1
B R R UEASEREE BRURBEE B 56 (15.7)| 53 3
HAET 1 (0.3) 1 ERER T RERE 1 (0.3) 1 RepJ Ry #Els 14 1 (0.3) 1
RENE 2 (0.6) 2 REE 1 (0.3) 1 PR ep e 3 (0.8) 3
IR 2 (0.6) 2 HER E £ 2 (0.6) 1 1
EERTE 2 0.6 2 LRERRULERE
TR RESE 10 1 EESLtowEm [ 1 03] |
&RV >/ SREE AR 1o 1
/MR AE 1 (0.3) 1 RHES
SR IR 700 7 5% 2 0.6] 1] 1]
HRGRREFE N R R
VIIL. ZeatkE (fH EoEEs) (cH+5HEE 138




(5) BWKESR. BfHE. BEERUTHOARSEROEARIUAE
KPR L

(6) EMT7 LILX—IRT 5 EERUVRARZE

(22 (ROFFIZITERELAELNIE) )
AHFNO RS xE LIRBUE DBEERE D & 5 EF

EXGEIEA

8) Yavy BEEFHY) . 7HrI71473F>— 0.1%K#E) :vavs, 774 7F%F—N
HHONDZLBHLDOT, BELToIATV, BENBOONHEICITHRGL2HIE L, E
O i =179 2 &,

T B SUTHES T OREB D 7o O B E A

9. BfE~NDERS

mlE CIEBEHEEME T LTV 2 LR, 7L T7F=0 7 U7 7 AMaa BB IR G5,
BEMRZHE T 528 HMEICRGET L2 L, [ Uk HECEES 26 M Lokg) « MEE
Fh kO THRERE) OS]

F7o, @ E TIEOEV, IR, BERHAFECIVBE UEELEZ LR b 570, +012E
BEvoZe, [ THEEQEANEER) . THEXZREIEH OHESZH]

<At >

AFNTFICEIRA I L CHRIES AL, @l 3 — IS RENE T L TWA 2 EnZNnid, 7 L7
F=o 7 VT T AMEESB RS R, BGHRERETT AL, BEICEFTHZE ((TVI-1 (3)
4) g 2R .

7B, MRFBIZBWT, HFEV, IR, BEFELAEICIVEBEBELENELEZ LR H L7120, +
FICERTHZ &,

KT LAY 0D EE 17 7 A Y—) IFERRARZ I L TOaRnizw, BRI B 2 ieilid o s
EHFBDOA L H 2 —T = BB LTz,
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10. 8345, ER. BIBF~OEKRE

(1) 4E&

AR SO TR LT 2 FTREMED & 2 I NICiE, el EOF Itz L5 & HEr S 55
BCORBET DL, UERT ORI 2 LML L Ty, BERT, iRIER
wOURAE, REUEFEORAR EF BRAR, BREBES) | HER~ORE ((KEEKT,
ETFROKT EEMEBISSOSOIE T FEE R, AR 33 2 8% niEshTnd 9, ]
(2) =24

RALT O, AARG TR ZRT S5 2 &, [KAITE MRELT~OBITHED S
nNTns, ( IEmERE] OESH) ]

<fif7n >

(1) {EIET OIF Nk 2 AFNOLRMEIIMESL L TV R W8 IR SUTIERE L TV A aTREHED & 5
NI, TR EOFRMENERIEZ LIRS L SN G 8Ic0REET 52 &,
7R IR R VB FE AT B9 B Ak M O AR BT R OV AR #% 0 38 A2 ONS REE ORERE I BE 3 5 5k )
DOFERIFILLTo@EY Th 5,

(2% 8- JRIRRECHET2HEE (7 A, Ty b, U¥F) ]

~ AT VI NY & 500~2, 500mg/kg DHE TR 6 H~15 HIZHE G- L= & 2 A, HE, K
K OWERA~DREBITRD i T,

F v MTT LAY % 500~2, 500mg/kg DB TR 6 H~17 HIZH&K G- Lz & 2 A, BEW~D
HEROREOBGRIELNNTIOHE TS oL, BbOEIT) 1, 250mg/kg LA E T, JRFAED
B3 2, 500mg/kg THRD B LTz,

YN T LAY & 250~1, 250mg/kg D E TR 6 H~20 HIZHG L= L 2 A, BEW~D
HEPNWNTNLOHETHALIL, £72, WE, RIREE R OREEEO A I NS B 23
1, 250mg/kg THRH BTN, HHIZEHT HETREITR D S oTz,

(% . KRR RS OFRAEN NSRBI ORERICBET 23 ER (v ) ]

AR T v M7 VAN % 50~2,500mg/kg D ETHENR 6 B~WHE 20 HE CTHELZEZ A,
EENRH, BREEE TR ORORZEREZ EO TRl S vz —BERPA WO AEOREMW TH 2
Sz, 250mg/kg LA ETIHRIBEXR O AEROAFR, HARKE, BEEEERSHET L,
1, 250mg/kg TIFFERIE, ATHREIC KT D BN BTz, 2,500mg/kg TIETIRICE LR D> TR
R CIRRMEZIE DR AN EH U, A% 3 HUBOERFIRITED bivzholz,

(2) MEANDEGRRER ) ICBWT, LAY Ut MRATICBITT A Z ENREESNTWA,
( TVI-4 (3) AH~OBITE] &)

KT VUANY 0D EE [7 74V — ) TR - BRI Z T L Tz, JERRE - R BGRE
BT At#II R EELOAS A a2 —T 53— 065 LT,

(@
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. IMNEFE~ADEE

IRHAERER, B, 2R, ShESUI/NRISH 3 D Le 3w L oy, (EREBRRERICE
WTHEARBRITZRY) [ T v b TIEIAEOES M & <L RRERR A& (600mg/ H) & [F5FF D%
BRI, PRI (A FEBTER PEE LY ) HORE O (—@ Mo A EEE IS
WEESINTWD, 7o, BKRERRMAED 2 548 2 5058 CIEMEEIS RSO T 25, 5 5D
BECRBERIEMOERPHE SN TND O, ]

<R >
ENEERRBIC WK ARE IR, FrAlR, fLIR. SIRX/NRICRH T 2 ARBRIT <, 22tk
VIRENE AL TUNR U,

B, TN ONRAOEGEEBRE LA T v MW EERR A i LT b,

ZDOFER, AT v b TIHEARIED M & < | HREERH & (600mg/ H) &A% DOIRZERIZIBWVT,
PR (B BEFBTER R E L Y) RORE~ORE (—@EOREEINIHE) 2B 6
Too o, MKERMAED 2 (52 2 21EE CIT MBS OSOIT Y, £ 5 5 OIEE CRIGIR L]
DIEENZTNERHRESNTND ™,

(2% . B E A SRS (5T v b)) ]

T BIROHHET v MET LAY 2 50, 100, 250, 500mg/kg % 7 JARI SRR 11 #5 L7- 38R Tl
50mg/kg L L CHEX LY | 1 F6EBY O 7O e OV LRI 23848 S e,

T HERONFTT v MTT LA 3Y 250, 100, 250, 500mg/ke % 7 HHAEHRE OB G- L7 ORBR T
(%, kD 250mg/ke LLETHEREMEISSOS DR T A b7,

e > b OEMRAETIERI T, HED 500me/ke |V T, B LK, 5 TEMIER O
WK T OBIE OWD | HRAIEHE AR ORI 2 5 i,

FE iz, D 250 KO8 500mg/kg THRIGRIEMIAIER L, ZIRESMET Uiz, whigfhtkae, HIL, R
S RSB A R T,

12. BRERBREFKRICRIETE
MMER e L

AN\

48

KTVUHNY L ODEE (7 7 A4V —) 1TFERIR - BRI Z 3 L T\ nizd, FERRE - BB E!
BT AT RERKS DA A a2 —T 3+ — AN HB LT,

(@
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(1) FEIK
15g F TOWMBEHRGHINHRE SN TRY , WERGRICH O TRERIE, FEEE, B,
PHELIRTE, Moo, WMl BHAES DS, KEEETH D,

(2) W&
SHEFRIEZAT 9 o AANTMIEBATIC L VERESND Z &b IR L TOHIEROREIZIEC T
MR DIz EES 22 L, [HEYERE] OHSM]

<fifan >

(1) ENSHOERRBRICB DN TAHERES L L TOBREREGIIRD S TR0,
SMETORERRBRICI\WN T, 15g £ TOWMEL GV, IFEkEE IR, $55LIREE, M5 o,
W, HHE O S, EBIELEOERNRBD LN TS,

(2) AFNOIEEREGHWAE U BE ORI IGRIEIIIFME LW, ST & S8 L 9 5 iR
BEICXH LT LN aEEER G L ANERREBERBR O RN G 7 LN R iikE
Bz X 0 e SBNERE S, 4 R O MEENTIC L0 | iEH 7 L AR PRI 50%
KFT25ZERHLEMNMIR>TND,

AF| O B G- OBRIL, FELL TWAIEROREICS U CiRENT OEii s BET5 2 &,
( TVI-8. B#rEIC L DBER] 2R)

4. BRLOEE

(1) ZEFIZZATHE : PTP Al2E DAL PTP v — OV L CIRHT 2 L HET 52 L, [PTP &~
— FORRERIZ LD BEWBLAI S BEREA~FA L, FIZIXFALE B 2 L THBRIHRF D EE
RAOHEE DT D Z ERHE SN TVS, ]

(2) RRFAAEF :

AFNLE O I OFMER 2 0E S, RO TRHAFETH D, /-, KTRHATLIZ L
TX 5,

<>
(1) Rk 843 A 27 Bt B EEIEE 240 B [PTP OBMKIEIZHOWT) ICHSxHE L,

(2) EREKLT U BTN ED U 0D SEDAEMENREENERERIZI T DR TE, Bk RIS
X OWENRREESE S L CoEENLE 23 e LT,

MTUHNY D EE 7 7 AW — ) I XEERRER A I L TR 2o, BRRRBRRGE 2 B3 2 redli e s
EILDOA A 2a—T F—LBF LT,
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15. ZDMDEE

(1) #ESNCER SNT-AHZ2 EHEBOPFTANAIRICK TS, TAA., BRERSELRIRE L
72199 O 7 7 & AR5 REGRRB OMFHERIZB W T, AZRSER PARERORELO Y A7 3,
PLCADAEDOIRMABETT 7 ERBEE I L TR 2 5@ < (BLCTADASEIRMEE : 0.43%., 7
FTEHREE0.24%) . FUCTADAEKDORARETIE, 77 BREEE 1000 AH720 1.9 AL
LEREENT (95%EHEKXM :0.6-3.9) , £/2. TANABEOY T 7 A—7TlX, 77&HR
BEL 1000 ABHT-0 2.4 AW EEE SR TWSDT |

T AFNTISCHIC A AL L TRRSN TS, AFCEIT BAHIORNRE - T TpkREEEres . SR
PESIR) Th D,

(2) 2 MO~ T ABAFMEREBRIZB N T, BKERARETOFEY e MEEED 6 FLL EORER
CHYS 2 AFEDOHE I LY . AEEENICIERBEORAERNHEIM L= L ORERH L ™,

(3) 2 MDD T v FBAFMERBRICI N T, RKEEAHETOFEY e MgEgED 5 £ EORERE
WA T DARIEOEHIZL D, TV E /T v MEETRD DI D MBIEZEE O3 BLER AN
LIz oWMERHD ™, iz, 7 v hEAWEBSARBRICBW T, KA To -7 1L i
N HRHREDTHEIRITIMIE R NE & A EDOMIRIC BERTH 72N, Ty b 13 BN
52 W [H A # 5- T MERRBR Tl IRIZ T~ 2 BITRE O b - 7=, IRICBIT 2 RIEH 0%
BRI 78 AREL Y &< MREEMHEER 24 L LT 13~16 lREE 50 7" 7 & 3 % Rk
B HEROFE) OF T BRBETIL 3. 8%k L, AAKI#E (150~600mg/H) T 10.6%., EHEE
B G HEROFE) TiX 10. 2%, FRHEMIRIE A x5 & Lz 16 #5077 2 A xR O~
T RBETIL 2. 8%IZ%F L, AAIRE (300~450mg/ H) T9.2%., EMHEEHRABRTIL9.4%ThH-
7~

(4) HEZ v + OZIRRE KR OWIIEREAC R 2R BRIC BV T, SRR ETOYH e MREERED 28
VI b OB BN S T HAEROE G L0 . JRBEE ORABENRIN LT & OWERH D Y,

< >

(1) 2008 41 A 31 H, KERMEFKLT (FDA) 1, TANA, BHREELGRE LT LAY
Y EET 11 OFTANAIEL 758 R E D 199 OE/EACIEGRBRIC BV T, HEREEITS (8
AR, HEAER, HREEE) M OVH BRI EE T 5 W 2 T LI R, PLCAnAEKz ik
ALTWAEFIZEIT2BZBEEITAD Y A7 N7 7 AR L THRANICAERIZE N &
BRETHRERNEGONZZ EEAEF LR
ERERBRAG AR 2 32 T, 2008 4R 12 IZ FDA JEKREIC THRGE STV o F N TOHT AN AHD
BLEZEF I L, I CEICB W THEASE L OCARER ORI Y X 7 |27 5#H 28715
Lo E L. 2009 4 4 HICSGET ™ MThhI,
KENZHB T D HEZ B E 2| AT T D3EPRET SRR, RO TADAIKIZONT
[ZOMOEF ) ICHBREE SR O AREKOFEIY 27 (28T D RH 2B LIEERE 5 2 &
&L, 2009 4 7 H 3 BAT JEAEGEE EEE SR SRR EGEE T TR EEKS (Y
U7 en) O EOEBEOSRET BT b,
AFRNZIS1T DARFNONRE « BhAIT TR SR, SHERRIECE DR Th o2, KEZE
IZCOET WM TUIFLTADPAIE L LTHEARBINTNDLZ E6, AFICBNTHE
EMaA2{TH) 2 & & L,
Sehttps://www. fda. gov/downloads/drugs/drugsafety/postmarketdrugsafetyinformationforpatientsandproviders/
ucml192556. pdf
+ Statistical Review and Evaluation : Antiepileptic Drugs and Suicidality (issued 5/23/2008)

KT VIANY 0D E T7 7 A F— ) IR 2 I L TRz, BRRRBRAGR B9 % Flfu e %
EHRLOA o HEa—T =2 BI A LT,
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(2)

(3)

16. £t
M LA

MO~ T AN AJFHEREBRIZ BN T, HKRERHE TORY e MEEED 6 (L) EORE&EIC
FIS T 27 LAY o520 AEERFOICHEABORAEZENEM L EORERH D,
~ AT VA NY 2200, 1,000 O8N5, 000meg/kg/ H % 104 EFIRATRH L7- & &1, 000mg/kg/
H UL b Tl Cl3 A &R S WAEDSZE O BTV 5, AL CTOIMERIED R ANTED 5
AWTWDD, REICHE, Mg VB CEBRE I BB L, MECIIFEICb mEEICRD b,
¥, FEMEBMERE L LT, it~ 2 v 7 7y —U 0, EHRMEREFOMEMN, P55 ek
éﬁi®%m‘mmWﬁ®%m\ﬁﬁmmW§%®%m\%mﬁ&wmmmw%E$%£ﬁ\%
BEIC BT D e B R ER BN, BERIER A MR B DS EE I . EAZERER O BN, ERZER A /2
@ﬁ&%k&@%@mv7m77 P ORHEENRD BN TNS ™
T VLAY ALY = T R THEBLT D I AR, Ek@dﬁﬁ&oﬁ%“ﬂ@%zﬁéﬁﬁﬁ
BOEMPBRD HN D Z D, MENRARODREHORRIC LV IMERENRRIAT I EEZON
éjﬁ,mﬁﬁﬁimﬁﬁwwﬁff%b PR DR A A A Z 2 Z T ER Gy BN /MBI ARTE L,
BT K ORE T AR /MR & ML MR SR D A T ¢ == Z PNEER&EE 2R L Tn
éﬁcVszﬁm@%%@ib%mdﬁﬁ#§<ymdﬁ@ﬁﬁE%@E&U%%#mm:k\
W DI E NN ERNRENTWNWD Z END, v T AZBWTOR, T UHNY %
HAZ L0 i/ MROFERE I E e O/ MRS AL, R 73R O ERERRD S, mE REO R
BN U RN H D LD EE X LD, 1B, 7 v MZBWTILZ O L 9 72834
LT, MERBORAET~Y Y AFFEOE{LEE X BT,

MO T > MHRAFHERBRICB W T, KRR HE TOFEY e MggE&ED 5 500 EORE (T
YT HAREORGIZEY 7 v e/ 7 v MOIEF RO 65 HERZERNE OSBRI L7z
EOWMENRHD TV, Fi2, T v MEAWEMEOARBRICE N T, KBIETO - LAY v
H SRR RE OTE RV LR e DNE & A EDRFRIC K HERIRTH o723, 7 v ML 52 HEKIE
e G- MR CIIKRBIRIT R T 2 BITER O b e o 72,

2B, RICHET2RIERORBRRITI T 7 RBEL D &L, MREEELRE ISR E L 13~16
G- 7 7 AR (3 B BRIFHE) OF 7B REETIL 3. 8%Ixt L, 7 LAY B (150
~600mg/ H) T 10.6% Ch o7z, MHEFREIEZ XS E Liz 16 &R 507 7 2RO 7
FEREETIL 2.8%IZk L, LAY UBE (300~450mg/ H) T9.2% Th o7z, 708, HfifE
EMEE A R E LT BB GRER G EBROFE) TIXT LAY UBET 10. 2%, BRAERT R IE 2
Kol LRI GRBTIE T LAY R 9. 4% TIRICBET 2EIERRRD bz,

HEZ v b OXZREEL ORI A B3 5 RICE \T HARBRR T B TONYE e MREERED 28
15 DA OVEFE BT AR Y 3~ D ARIED 512 L 0 RV ORI L7z & OMERH D Y,

XV 0D EE 7 7 AV — ] 13FEEIRRER 2 3206 L T\ e 2o, FEERIRRERAEIZ B9 2 fodllT
HRERE DAL FZEa—T+— 050 H LT,
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IX. FFERPREABRICREY H1EH

1.

R
(1) EHEBHER ( [V EHERWS 2R S8

(2) BIREZFIEHAER

1)

2)

3)

4)

9)

WEHEY By REET7vt4 (in vitro) ™

3B FED— XAV IR, W, A A T v RVITHT DY T RREGICR LT, 7
H 3 F 100 pmol /L IZEBWT Y 30% %28 2 2 KRS OME X IHEIIRO T, 7 v b
MRFHRRICBWT LT LYy, Ba b=y, RRIVOFRYIALREZE(LSH o= 2
EMD, HEPRRED T LAY AL, —BEAYITE B AVTW D IEWER AL oF L CEEBEERH
ERIRWEDEEZLND,

RIFTONAER (RH9R, Sy k) P

TLHN) COHITOWNAEREZ, ~TUARDYT v hORKEBTOVNAETT VERHO TR L
Toe DRI LANY 2 30mg/keg A HLAIRE O SUTEAIRNE G- Lz & & Sud Ol AER RS
%R 120 3R RICIR D T E DR ST, EDyflITIs L% 1~30mg/kg TH Y . SURIEHDOHZNH
EERBETHo T,

MARER (Ty bk, TOX) W70

FULANY COFREZERZ, RV PT B RTMEERT T v FEHWE Geller KN
Vogel > 7 U 7 Rkl @R+ TR EERER K O~ 7 2 & W BB ERBR ICB WO TREN L=,
FLHNY L 3~30mg/kg DAEIZEWT, 216 ORR THAZIERZ R LT,

BRADEE (Svy k) ®

M TH DI AU F U ORWEAE LT, HERDBEBOLNTWDHZ EnD, 7 v O BERIEIRIC
T DEBERF LIZE A, TUHRY 2 (3, 10, 30, 100mg/kg, MG ITHRMEARERERIC
REL BT L2 L, FFAFRBER (/L) MERAZHNS S, MK T 5 5RIETEE)
RN EE,

EMELROTRESE (v b, HL) P

T L H R ATEWELH OfERIENR & 545+ [GABA, AEFA R, FAZ I, e /A
RER=aF U ZREL RAI VRO r b=V IRV IAKL T U AR—F—] L OREETEE
PRETP, BRAHPNRBRIIBWTHERU Y OT B, SNV EY — LB XTIV S R
PR L BDOEREZ RE R o720 T v FEFAWEELE XRBRERIZENT, LY (1
~100mg/kg, K T#HE) XLV REBRARIRE RS e oTe, £, I XV T A EEHREK
R TE D XIS e T POV RRBIIERER IV CH 7 LN T (30, 100, 180, 300mg/ kg,
BO&LS) b Enienotz, 7 v bERAWESRESTHPMEFERBRICB VT, LAY
UE, EE RERREIFE AR ET, Fe, Ty NMIKILT, a7y 72 I PO
B RRER 2 R S o Tz, E oI 2 AWM A CBEEBR TIX, LAY i
Figt 3 2 LERIZRD Doz, 7 v MBI 2BERE L, 0 VUL E X — )L b g
LCETH T,

KTV ANY 0D EE 7 7 A W—] 1 ZFERERRABR %2 s L TRV 2o, FERRARRBR G BT D5cdiT

HERERS DAL FZEa—T+— 058 H LT,
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(3) REeMFEEHER
1) hERG A9 LF ¥ I (in vitro) &
hERG 1 U 7 A F v RVERIC KT LT, 60 & 600umol/L (9.6 KN 96 ug/mL) OFLHNY
X, 1 FEAEREBERITI ehoTe,

2) FIRHBRRADEE (Tv b, YDA, H) B

AR R~ DI T 5 R CA DAL B R AT A, 7 > MTBWTIT 25mg/kg LL ED#E
O ..~ A| kwfiwmymui@%mm&ﬁ%b<iwmm&guimwm&ﬁfﬁ%
N, BREHOK T LITEBHLFTATH D, 7L IR 2Ty MIROKET D L&,
100mg/kg VL LD H & CHREEEB MK T L7223, (KHETIEI L0721kl .m&b LRl T
v N COEBRFH A P72 TIE, 25mg/kg (BRO#E5) K0 @ &2 & 8B oS LR
OB, F77. Beam walking A WT, T LAY VOB L S HICFHEMIIBERI LIz E 2 A,
10mg/kg (F& O1$¢5-) 7> & AT HEE) O W FAME DA B 72 8E5 0 Fr e O [ & O BE R S 7z,
VU AZEBWT S BREB 2K T 7208, Hatie BB EDRD LIV OIE 300mg/kg F RN
B0 1000mg/kg OB H- LIZHEO AR TH -T2, EHIT, UAPILITBWT, 7vﬁA)/@%
K O¥100mg/kg DFEOEHIZ X0 | B D DT/ TEN R ONEBN T O T 20N H BRFHICRD
iz,

3) DIMEBER~NDEE (Tv b, 4X, H)) ¥
WEET v MZBWT, LAY »d 300mg/kg £ TORALKGIZ LV DL ONLE! Wm
&wokoit\ﬁ@43m%mf%\fvﬁNUV®wM&g@ﬁD&5_iD\%%F\
mﬁ\LmME\X%m%ﬁﬁ\E%W%ﬁ&@b%ﬂ*%kiﬁ#otoé%’%ﬁ%wﬁm
KON 40mg/kg DT L H N UEEIRNE G LT & & —BUERICRFIZR O, EYIcEEd
ZH0MERDOEL S 2o Tz,

4) FRREADEE ((X) ©
HRIEA U L7 LAY % dmg/kg/min % 50 43 B ERIRPIERFRIEA L7 & % 0 (A 200mg/ke) |
%ﬁﬁ FliNAMEZE 2 JIE L i%ﬁ# o I T A, 1 EHRR R R R OV I
BEF LR, WSR2 IR b h o Tz,

5 HILBEEE~DEE (v k) ¥
7w MZ 100 O 300mg/kg Z OG- Liz8a. BHHEHBE R OVINENEERE DK T 2378 H il
7o FT2. 30 L 100mg/kg O G LI26 . KIBNEY ORI 2 A BICHE K EE7=, L
UGS, BANCRKEEHRAE (300mg, 1 H 2 [E) &5 L-s 0K 25 57 OBREREIC
ETOHEOTVINY & Ty MK 2 FMRERE LIZRRICEW T, HEEICRHT 5

HEERTIZED STV,

E) 7y bOBRAFHRBRIZBWT, M LAY 0 900mg/kg ZIREEIRE L= & & D AUC942960 1 g+
h/ml %, B AR N B RFEFR A& (300mg, 1 H 2 [\) 2% 05 Lz & & OEFIREEICEIT B AUC,-1558. 8 1 g
h/mL @ 2 TR L 7=,

KT VANY 0D BE [7 7 A — ) 1 ZIERERBR 2 i L T2, FERGR R BREGE 2 B9 2 5o
WREIKE DA VA a—T +—ANn5B L,
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6) BiE~DEE (v k) ¥
7 v MZ 15mg/kg e OY 150mg/kg D7 VTN & IRNEE G- L2 & & 15mg/kg TILE M OVl
BRINT A= IR SR o 7223, 160mg/kg Tl 8 #ilH 1 I TRIC K BB DIBAMN
WO LI, Fo, 150mg/kg FEIRNIRGIZ LD ODfagk, BKkE, RESAEISEM L, L
LAABETOTLH N D Cuy 13210 u g/mL TH Y . HAR NI KEAR AR (300mg, 1 H 2 [A])
G LIEEDC,, (10.3ug/ml) OF20FTHD 2 &, KOUNE TR P EMFEPEIEO L
RO LN oTz,

(4) Dt ZEIHHER

mbRELDOEE (S k)

7 v b E AW EERER K O A FRERBR ORI VHEE L, 7 v b CORIRHBEROIER
FHEARIZBIT D Cu 2RIR LT, ZOFEDNG, TN OSSR ETMAEPREN 9.3
MH 15 ug/mLFREDE XZITHBLT D Z EDRRBINT, HARNMIEKERHAETH S 300mg (1 H 2
M) Z#%E LIZBOEFIRIEICEIT S Culd 10.3ug/mL THHZ LMD, BEKHETORINEEL K
FIa2b0LELHNTE,

HARHEAR OFFRIEMIL Coy 28 9.3 g/ml LA ED & X2, BEOESHFMEDOIK T, BIEBHOMK T,
BB OFEIEIT C,op A 15 225 185 g/mL, {HALEEIVER & B3 2 A I Gy 28 32 g/mL BA B D
L EITRO BT,

ZNDDOFERNG ., T LI NY v OMRRBEEMEER T 28R EH . BT WAL AER K OB SAREIR
OFFAERTMAEFIREN 10pg/mL LN THET L D LEEZ N, —F, ZLALEORIERIX
MAEFRREEN 10 g/ml ZEZ 2R THRIT S Z LB REBINT,

Y FERAVWEBMETIVICEFE2TLANY DOERENFERREDE LD

e e | e fempmm | RO
MEMERRIEPRREARIGE 7 /L T OBRIEN Z v b, #H 3mg/kg (MED) 9.3 1 g/mL
- oy — PR R VAR
HREREAG € 7L COHRIEM Ty b, 0 10mg/kg (MED) #9151 g/nl
= T A N TOHEFEIE F vk, RO | RIEMESE 10mg/kg (MED) #9151 g/mL
FUTVIAAER (REEIT VA Z v b, &0 | TADA 1. 3mg/kg (EDsofE) | #97.9 1 g/mL
PIORZAE (Vogel 2> 7V 7 METN) | 5 b, &1 | AREE 10mg/kg (MED) €15 1 g/nl
I B OFERE (Beam walking %) S b, &AE | THRVERIEN 10mg/kg (MED) %15 u g/mL
SR S W02 © O ¥ T RIS S b o | PTHRMEEIVEA | 300mg/kg (MED) >185 u g/l
R EB) DK T 7> PRI e 100mg/kg (MED) #1911 g/nlL

HEIRPY
IE AR DB SE S k. O | PIRPEREIVER | 257me/ke (EDsofiE) | %9185 u g/mL
/v b LREIR O S b, &0 | PIRPEEIER | 3mg/kg (MED) #19.3 1 g/nlL
KIGERFERERH] OB Fv b, RO | HEERIE 30mg/kg (MED) %132 1 g/nL
HHEHEE S b, &0 | MEEEIEM | 100mg/kg (MED) €191 1 g/nl

a) 7 v b AW IR TR O NI RN D BURIEIC LY G Z2HEE L7z, H L, 257 KO 300mg/ke % H 455

RFDD Cax 1, AEFHIFE A BMERBRIZI T D 260mg/kg RROAF GIFD b X aX 1T ¢ 7 A7 —H EZH\ iz,
¥ OARKILT v MEOBEGRED Co ZHEE L TV D,

KT VITNY 0D E [7 7 A P — ] I3FERARRER 2 I L TRz, FEERIRARBR AR I B9 2 Rodlu
FREHGLOA o FCa—T+—bb5IH 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

KTV ANY 0D EE 7 7 A W—] 1 TFERERRABR 2 e L TRV 2o, FERRARRBR G B3 Dicdix
HEREHS DAL FZEa—T +— 050 H L,
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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¥
AXRT AT AT —HNH DT TIIROD FECHNTE T D AUC) oy DIEARAF I 1640 1 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) AMEHESMHSER
1) ZBERVERECOVHMEREEICETLIHE (S M)
HE Wistar 7 v MZF LA RY % 250~2500mg/kg O & CHEEALEME & DOASECRT 77 H 2S5
MR 0 G LTz, KT OEEMEE T S 250mg/kg UL BT, K EIARN O -8R, K
F DTG HE R K OSBRI 0 3 D BEHN73 1250mg/kg LA E T ST, KHENORE A1
ZFALIZA LN T, BRICHBFENZLILRO b vZe o 72, 2500mg/kg TIXAEIRBI A 72 < |
1250mg/kg TIFAEAFIR EEL DD K OVE IRRTRIB IR OEINMN A b iz, K iEBh P K VA5 EE
OIE T HPEDE L TH - 72,

MEWistar 7 v M2 LAY % 500~2500mg/kg D F & CHEALEME & DOAZEL 15 H ) HIEIR 7 H
FCEE Lz, RICEDEN KR OCEEEMMHEI DN NTNUOHETH A B4, FEEHOIER )
1250mg/kg LA BT, WUNIEE K OGS R 1% IR SR OB NAY 2500mg/kg TRED HALTZN, ZIERE~
DRBIIA LN D o T2,

2) & - BRIRFEAICETIHER (YTOR. Ty kb, 99F)
CD-1 =7 A F L AN % 500~2500mg/kg DA THIE 6 H~15 BIcE 5 L-E 2 A, RHE)
Y L QMR RIS I T A BT BAESORE R N GIZ L5 FEOREITHO biLieroi,

Wistar 7 v RMTF L HNY % 500~2500mg/kg DR THE 6 H~17 BIZEE L 2 A, R
I ~DEENNTNOHETLA LI, BIEEEOHAD 2 2500mg/kg TRROH LT,

NZW 7 H 2L H Y % 250~1250mg/kg O F & THEHE 6 H~20 HIZHEE L7-& 2 A, R
SNOFENNTNOHETHLA LI, £, WE. IBIREE K O EEO DI NS B L]
73 1250mg/kg TR H AL, FBAE~DEENRIE ST, HKEICHEE L EORAITRD b
Mol

KT VITANY 0D E [7 7 A W— ] I3FERARRER 2 F2hi L TRz, FRERIRERBR AR I B9 2 Rodiu
FREIRLDOA L a—T+—bbIH LT
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3) HERRUEAZRORELVICEEYOKEEICET IHER (v k)

F v MZF LAY % 50~2500mg/kg DR TIEIR 6 BB E 20 HE THREG L2 A &
LR, BRSEEK N R VRO R & O TRl Sz —AER2Y 50mg/kg TBIZ I/ Z &h
5, ZOHETRNEOREM BN BETHOHETH DL Z LRSI, 250mg/kg UL ETIEA
R OFEROAEFRMET L, 2500mg/kg TIEHAER 3 BUBROAFRIZA LN 2T, H
AR ORERD TESS T B DR AFEM T 100mg/kg VA ETERD bivl-, xXKERHEICBIT S
e MRBEEOR 25O RE R AT 50mg/keg (2B W TUL AT b ho Tz,
F£7-. 1250mg/kg TIFZIRREDAR T L ONFEIE VEE DWW ONT F, W2 31T 2 25 KRR LR D1
INDNERD BT, By B CIISM e G-\ B L =R FIRITER S o T,

4) Zoto%EHEHN
1) $ESMERNEEERR (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
ENZeho =i, KEEMBEOBD AR 5N, 7 BOSHET v M2 7 BREKEROKS L
7oiRBRCIL, 50mg/kg LA ETHE LY, BIEB O TUHE K QR EB 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 & AR S W7 M TIEERATINE R OB NN BE STz, o 250 & OV 500mg/kg TIXRHEIR
IEEAPMER U, ZHERNMET L7z, 50mg/kg TIEZAERICEMITA LR o T,
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, 157 v MOxtd 2 —BEEF e ER TR AE Y L RREThH T,

2) MR/ RESE (Sv bk ) ¥
T VIR v ORIEEEOG L, ARG EERER O AT A X A CPMP/SWP/1042/99 (ZHEHL L |
7 v ROV E W OE G w8 U D RS YER 2 e R de R AT IE B (M A0 A
U \@EEE, Voo SHBEOMMET R, BHOMBRERER L) 2HWTCHE LT,
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
BEEFER LWL EELZ LN,

3) KEME™
FLANRY AL, SLHXIIH R Z A T W,
MX-1 (2) BIRESEKEAER) W

KA VITNY 0D §E [7 7 A W — ) I3FERRARGER 2 F2hi L TRz, FRERIRARBR AR I B9 2 Rodl
FREFGLOA L FCa—T+—bb5IH LT
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4) BFRFIEME (o9¥F) *
7Y I, 0.9%NaCl ZIEEE Li=7 LAY 8Hl (20mg/mL) 1mL % 22 H O BEAFARNIZ 5
HE H £ 5 L7 (0. 6mL/2y DVEARE I LV 12mg/ 2y DG HE T E) , 8 a2 Bz L,
Pl 5 HOES 4 BEEIRICESICNE L, FEI O R GE & IR R 2. TR B 2R
gL 7,

BeGEN OE O R OREEA 2 7 1%, MEEE VAN VEERETRIETHY, TR %
BB 5 RARAT 7 &% OV B 7T RIS O b v o7, U EORGEL Y, LY
VEIFNE T Y RICB WD TERIRN & SRR 2 R S R0 b D LB 2 b,

ALNE B

5) iﬁﬁz%’ﬁ (5 s, |‘~ 7'71) (I'/’I I/I'f/’0~ I'/7 V/'I/O) 90) . 91) . 92) . 93) . 94) . 95) . 96)
B (S typhimurium X ONE. coli) Z HWWT-AEIRZERZE BB CIx, FHCRORBNEMELOF
2R 5975000 1 g/plate T TREMETH -7z, 1FFEMIEEZ AW in vitro R ERTIL, RENE
PEALDOAFMEIZBI 57 1600 1 g/mL F TIBARTZEIRZEH K OYL (o (A% 18 B 5 O 78 A AR FEHE NI 3ER
WMo T2, B6C3FL, CD-1 =7 A KW Wistar 7 v M 2000mg/kg £ THERE O£ 5 L7 AT
ARAEAS E B DNA 5 BaBR O R Xf2ME Tdh o 7o, B6C3FL LT CD-1 v 7 AW TNZ Wistar 7 v hC
e 2000mg/kg & HLRIRRE O PG U7z /MERBRClX, ‘B8l o/ ME M BUEE O EEINEERD H v e H»

-7,

6) BNARME (Sy bk, T9X) ™
7 v MZBWT, ERERREICR T 28 e MR R O 25 5 £ THRIGH AL OBEMTEED &
Npinole, ~UATO 2 FEMEE TIE, H&REBAAEICET 2 e MEEERED 6 5L LTl
ERIEOFRASE I LTz, MR Z 4 C 2 IERASHIE T IC OV CREMIZ IR L7z,

< AIZEBWT, BRAHEROIEREN AR ETH/IIEE ., BB O o E Rz BRI, 1
o K OSHEAR P O PN R B0l IR - (404 PDGF, VEGF) I ONC PN B2 AR BE S O HE0/ T & 1% A i
FEABEE DI & ORTEMENH S0 E 22072, TS DAL & NECHIREESE O T & ORI AR
EHMEX, RERERE LT LD, T v b, P EOe MBI 2ERBROEENS, ~7 A TR
D BN ISR O IR 272 O TH L Z LR LN E o Tz,

KTV NY 0D GE 7 7 A F—] [ZHERRRR A FHE L Ty, R I B 2 Rl
TREHLOA F Ca—T+—LhbII LT,
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X. EENERICEHTSHRE

1. BHEXR
A RIS (FE RSO FEICLI VAT L)
BRIy « 7% L7

2. BXHHARXILE AR
FERIRR « 34 (&M A 20055 2R
V-4, ®WHIOFFESIETICBT HL2EME] OHEBR

3. Bri& - RE&M
FEIRRAF

4. EFEBZNEDFTER

(1) ZRTORYHFEWVWEDEEAIZDLNT
R4

(2) ERIZMABFEORMYFENZOVWT (BEHFICEEITRETNWEFTIES)
VII-14. @A EOEE] B3R
BEMTERLTA R A0
<TYoLEBY : /FY

Q) FHBHNOBESIZDONT
R4

5. AEBEHF
L7

6. A%
T L HNY 0D EE 26mg [ 7 7 A % —] 100, 500 & (PTP) . 500 &£ (fR)
VAN 0D EE Thmg [ 77 A ¥— : 100, 500 & (PTP) . 500 && Off)
LA NY 0D EE 150mg [ 7 7 A ¥ —] : 100 &€ (PTP)

1. BRBEOME
PTP @3t : R Uk =1/ KRIEfke =0T 7 A, T
WMo -V FLy, Sy 7R T
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8. A—Hs - A
[l —p%4y : VU7 /L 25mg + 75mg + 150mg., U U 7 OD £E 25mg * 75mg * 150mg
[l 2h 3. IahTRNY RO, =SV LAy b AF T LT U
U0 =T UA N AERE RFIER SRR S ARA, 7 20 v F o HEii

9. EEEAEFEAB
2004 4E 7 H 6 B (BRINES)

10. HERTARZFABRVERES

Wk7e4 &R e KGR H A TR
FVUANY 0D BE 25mg [ 7 7 A Y —] 30200AMX00882
FLHNY 20D EE T5mg [ 7 7 A P —) 2020 4 8 H 17 H 30200AMX00883
FLHRY 20D $E 150mg [ 7 7 A Y —] 30200AMX00884

1. R\ELNEFAB
2020 4F 12 4F 11 H

12. SEEXIIHREM. AZERVAZEEFEMEOEABRUVUZOAR
MY LR
<BE> SeREKN (VY TR 25mg, T5mg, 150mg) fH K
2010 47 10 A 27 H : RAPEMRREE LR
2012 4F 6 H 22 H : BRMERGIRAEIZFE © &R
20134 2 H 28 H : fhiREEENMELTRE

13. BEEHR. BIMERELARFEABRUZORNE
FE L
<HBE> RERL (VY HH T 25mg, Tbmg, 150mg) 17 H
AR IEME 201946 H 20 H HHEME : »73) —1 (EXEL, EFRERSONE, A%
PR OB DOMERE BT DIEMHEE MU KRB 2HFE 3 FANONAETONTRICTHZE LRV |

14. BEEHM
L7
<HBE>S EREEN (VY HH RN 25mg, T5mg, 150mg) [HER
84F : 20104F 4 A 16 H~2018 44 H 15 H

15, EHMGEERERICEAT 51ER
AFNL, FEFIFR R OSBRI ONC R IEUE (2 S & [E A S R 2N E D D B FIH% (K 18 4
JELAE S BAE ER 107 B) DO—ER A IE L 7= ERE 20 4EEAE M EBA 4R 97 5 CERL 204E 3 A 19 A
1) @ THREYIFIC ERAFH T SN TWDEERMS ] ITIEEE LRV,
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16. &E2—F

. JELAE 7B A AL o1 .
Wise HOT (9 z i - | VEZRER=—ER
e O &5 | jgisesa— =
] N > ] N ‘,r.1
7 LA /3Y 0D GE 25mg 128349502 1190017F1215 622834901
e A
S ETT R
7 VAR > 0D GE Tomg 128350102 1190017F2211 622835001
[7 7 A %—]
O l/ N > ] A \,,.L,
773 0D g 150mg 128351802 1190017F3218 622835101
(77 A% —]

17. RERIGH LDERE
AHNE, PRSI EORIEIEIEMITE YT 5,

X, FHHFHICET SHA
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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 > o AR T 0 LG EGER SCEE ¢ 25, 2009

2)  HH HWIE) . [T RCHESW = R—F LT A T FOBR%E (2)
— (KRR TR AE T O AR D bl — |
%35 MUERTARAT S VAR T U LGl SCHE 29, 2009

3) WA mEh: [ZETF R ESW = AN—PILTH A T 3 PO (3)
—fK=z > F T A MREETORMEMED g — |
55 35 [EUERTEARAT > o AR T 0 AGEEGER SCEE ¢ 33, 2009

4) PR BN BEA - T RAKIOECTERAE COLIENERR  SGT 6 kR - 441, 2009
5) Wolfe, F. et al.: Arthritis Rheum 33 (2) : 160, 1990

6)  HARBRHERIRIE P2« ARHERRIERZIR T A K74 - 2011:23, 2011

7)) tENEEL  BERERERE K OLGENTRE ISR Ky B

8) /NI EAESIED : BARNA U7 U =y 7 FA5E 1T (2) ¢ 141, 2010

9) FENER : ENE IAFAMRGERER  CFEFR I AR (2 A S TER)

Satoh, J, et al. : Diabet Med 28 (1) : 109, 2011

FEPNERE © ENEE IAARRRERRER  GRRAE T iE)

FENEERL - ERNRMIR G R (RS %R R)

AN ERBIE 2« BRI 59 (8) ¢ 961, 2010

FENEEE : BRI GHEBR BERIEPER R RRRE E 21 5 )
FENERL - BN R IG5 (BRHER R IE)

FENEE  ENEIIRGRBR GFRE%EE . MR R, ZRMELIEIC M S W)
PR - ERE L S IAEEER (B REBR S A TR)

N R AMES DA OB 7 2 AR iy (R B % ersss)
van Seventer, R. et al. : Curr Med Res Opin 22 (2) : 375, 2006
FENERE - AMESE b AHRER GFBERE% )

FENER  SNEEIR SRR (FIREE %)

FENEE  SEE G RER (TR RER)

FNEERE BRI D3 Eh e (FRlEE S

FENEE - R A ICE 1T DR Eh R (KIE &5

FENEEE - BN &SRR (RIS AR RE)

B —#1E)> : Prog Med 38 (8) :883, 2018

% — #1370 : Prog Med 38 (9) :1009, 2018

Kavoussi, R. : Eur Neuropsychopharmacol 16 (Suppl.2) : 128, 2006
Dooley, D. J. et al. : Synapse 45 (3) : 171, 2002

Bauer, C. S. et al. : J Neurosci 29 (13) : 4076, 2009

Tanabe, M. et al. : J Neurosci Res 86 (15) : 3258, 2008

Bee, L. A. et al. :Pain 140 (1) : 209, 2008

Fink, K. et al. : Neuropharmacology 42 (2) : 229, 2002

Maneuf, Y. P. et al. :Pain 93 (2) : 191, 2001

FNER: PH] £ 7 I UARRREDE k3 5

HNER : BT AL AP ROV b= Bn FREAT T RO 21
Field, M. J. et al. : Pain 83 (2) :303, 1999

D DO DN DD = = = =
W NN = O © 0 3 O O1

W W W W W W W W N NN DD DN DD
~N O Ol = W DN~ O © 0 3 O O
RN N NN N N NN N N S U N
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) Field, M. J. et al. : Pain 80 (1-2) : 391, 1999
) Tanabe, M. et al. : Eur J Pharmacol 609 (1-3) :65, 2009
) FENEEF B MR B SRIEIR T T VIC T D FEAN SRR
) Field, M. J. et al. : Br J Pharmacol 121 (8) : 1513, 1997
) FENEERL D RV~ Y 7 A MBI S8R IEM (GRERE D)
43) Field, M. J. et al. : J Pharmacol Exp Ther 282 (3) : 1242, 1997
) FENEERL: T A A P R UNNMDA SRR R IR T W IC B A 1A
) FENEEE - AW [ R
) HNEEL Sl BT 2 e
) AENERE - BUR AR AR P B Ry O S B B K OV
) FENEEE R RIS SRR B BRI ER IR RS IS D R 2 AT o B
S OSBRAE IR AE B (236 1T 2 RESEHI R EDRE
) AENER: REORE
) FENEEE : TR T L OIEYF EAEH
) FENERE B O EEAESE & O FEMAR A A
) FEWNEEL . v T ENA L O EAEH
) FENEEL AR 3 Ko & O AR
) HNEE =& — L OIEYFE A AEA
) Brodie, M. J. et al. : Epilepsia 46 (9) : 1407, 2005
) FEPNEEE B b cytochrome P450 1279 A FHENEMH
) FENEEF - R RS
) Pivapolrungroj, N. et al. : Pharm Res 8 : 1126, 2001
) Jezyk, N. et al. : Pharm Res 16 : 519, 1999
) FEWNEERF -~ v RTBT DA
) HENEE Ty MBI DA
) AENERL - Y ic T DRk
) FEWNEERE R T > MBI DM
) HENEEE RIS T 2 e
) T RENED AR 45 (8) 11946, 1996
66) HARBERAIRN R - B2 RIVEREDEED 72 O DIRFHFER A 1 - 20, 1997
) BARBEERIAT R © ERZRRIVERIEEE D 72 O O IRFEFEEF AL 2 : 103, 1998
) BARBEEAIRT SR « ERZeRIVERIEREED 72 O OIREFFERHEE 1 : 61, 1997
) FENERE - AERTS A B R
) AENERL - a2 7o EERR
) FENERE ¢ 23 AUJE R BR
) FENEE %@ﬁ&%ﬂ‘ﬁ) v REEEITRT 51EH
) HENEEE - HRRERIC LD ME —ERMEBIECHT 2R (U A, Fvb)
) FENEE} : Geller =27 U 7 MRBRICBITH1EH (7> B)
) AENERL : Vogel =27V 7 FNRABRICEB T A1ER (v b)
) HENEEE : SRAF TR BT HEH (F v 1)
) fENEEF : RRERRICBST SEH (w7 R)
) FENEEE - BARBEIR I 2 1EH
) AR FEEH D WNIH IR EH (U A, T b TSN
) AEPNEEL D hERG U ¥ AT v RIS D R
) AEPEEL - PIRARRRIER OB (T A Ty b U AF)
) HENEEL  DIE NG A—=F DR (T M, A X, PL)
) HENEEL © FERER R~ DR
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) FENERE I LEEE~ DR

) FENERE - B~ DR
) N AFEIERREBUC T 2 MR
) FEWNEERF : HEIRGEEEH (U X, Fy b )
) HENERE  KEEGEEER (T > b L)
) KBRS R R

90) PNl - HIEE 2 O T2 1 IR RS B R
) AENERE I F TR A O T B s 1 2ER A B BR
) FENERE I FFLEES I A A 7 Y iR B R
) HENEE : ~ v RZB T D AR A T8 DNA A Rl
) HENEE: 7 v MBS D A EH DNA A Rl ER
) FENEE =T RS D /MERBR
) iz Bl

HNEE: T v b T % /MR

2. ZDDSE
1) BHEZRBA  NRE BRERG N FT v 7 B2 S —REE, Cix5, 2006
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XII. 8EE&H

1. ERHETORFTRKR
L7

<BEB> LREELER

TVUHNY AT 2021 R T ABIE, BA, KE, BINESFEE, A=A N7 V7, 1 Faat it
100 A B & Hillhi CHAGR S TIR Y | MIREENERE. CANA (BORESRRE) | SRRy
P, BRHEFRIE R EOWIE THEH STV D, BEslE, WIRoOEIZEW TS LYRICA Th 5,
7o, TV O RENEETHEA TIIUKR S TR0,

AFRIZEBT B 7 LAY 0D §E 25mg, 75mg, 150mg [ 7 7 A ¥ —] O%hig - 2hF. Ak - A&EEZ, UToLEY
ThO., EOEBIRIE TR D,

(Zh8E - 2HR)

PR MR . RRAHERRE IR 5 R

[%h8E - IRICBHES AEALDEE]

MAEFREOBINE, KEY v~ FEE0ONE (W) HESOERM R EECHESSEEICEMm L, M
EDW SN ORBEET 5L, :

(A% - A=)
HRREE AR
W, RAICIIHEL LTF LAY > 1 B 150mg 2 1 B 2 [T TRA®KE L, 0% 1 B L
2P C 1 HAEE LT 300mg T2, 7eds. Als, SERICK DV EEHET 22, 1 B &AEIE 600mg
FBzRWZEEL, WL 1A 2B TRAZET D,
RIEBREICE S KR
W, RN ELE LTF LAY > 1 B 150mg 2 1 B 2 [ENZS T TRAKE L, 20% 1 B
2MFT1 AHIEE LT 300mg & CHlikE L71%. 300~450mg THERFT 5, 7238, i, JEIRIT K0 @ EHERET
528, 1 Bl AEIX 450mg # 2 enwZ & &L, Wb 1 B 2ENZHT TROK ST 5,
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[ - AEICEEYT SEALDEE] :
(1) AFOBEZPIET2HACE, A e b EBUENT TR CBET S 2 &, [TEEREAR
YERE) OIS §
(2) AANTEL UTREMEDNRAPICHEM SN D70, BHEEIVE T LTV 588 Tk, e hEnE<
RO RWERBREBLST KRBT H L0, BEOREZ H0IBE L, EEICERGTDHBEN
b5, BHERERZICAKE BT B, FRIORT /LT F=0 s U7 TV AEEEHE L LT
AR OBGRR ORI E ST 2 2 &, £, MRET2Z T TWLEETIR, ZLT7F=v2 )
7T AMEDIS U 1 HHRICIA T, mgENT & Fhi L2 %ICAR OB 52175 2 &, B0
BARESNTOHAIIE, SRR SIS L, ZAMIHERSL, DRRFAREACHIET 5 2
Lo B, STORLTWA AL AREY 32— a VIERICESS SO TH L 2 L b, FEFH
TOICHEEICBE LS, ik HEZHETT 2 L, [THEYERER) OS] :

 MREEMER
| reTF=r 1%
_. MR D
TIVT TR >60 >30 - <60 >15 - <30 <15 i .
) AR
(mL/min)
1 G & 150~600mg 75~300mg 25~150mg 25~75mg
1 [| 25
1 A 3E
1 [A] 75mg H LT 2MH 1 [A] 25mg
WHE X 25 X% 50
P& L H 2@ X it LH1E X mg
1 [=] 75mg
1A 1A L [Fl B0ne
1 H1[H
1 [=] 50mg
1H3 1 [|] 25
L 1 [5] 150mg H'3 = 1 [7] 75mg 1 25 X
HERF & L H 2 i LB 1 50mg 50 X% 75mg
1 [=] 75mg 1 H 119
1A 2[H
1 [=] 100mg 1 [=] 75mg
1 H3E 1A 21
1 [A] 300 18] 75
Bty 54 1%2%g U UE 1§1§ 100 & 150mg
1 [A] 150mg 1 [A] 150mg
1 H2[H 1A 11

T2 BIC 1, AFFRE 6 R0 D 4 Rl igad& i 2 £ L7260y 2 2 b—3 a URERIZES <,
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RAIERRE IS S &

g7 F= N
-\ MIREHT % D
IVT T A >60 >30 - <60 >15 - <30 <15 -
. TS A &
(mL/min)
1 R & 150~450mg 75~225mg 25~150mg 25~75mg
1 [|] 25
L (2] 25me 1ﬁj 12?
1A 3E
1 [F] 75mg HLLIF2H 1 [A] 25mg
WHE X 25 X% 50
TR R 1 H 20 -~ i L H 1A S B0me
1 [2] 75mg
1A 1[H 1 IEl 50me
1A 1[H
1 [2] 50mg
1H3 1[8] 25 I
; o 1 [#] 150mg H 3l 1 [2] 75mg Il 25 3
HERR & L H 2@ i LA 1 E 50mg 50 X% 75mg
1 [A] 75mg 1H1[H
1 A2
1\100 % L<IE
120mg 1 1A 50 it
HERF R 1 5] 225mg 1 [|] 75mg 1H1E
e o 75mg 75 X% 100mg
kmieh &) 1A 21H 1 A 31H s
1A 1A
1 [2] 75mg
1A 2[H

2 BIZ 1R, AREIBE 6 R0 6 4 RFIMIKENT 2 Fii L 72560 1 2 Lb—r 3 URERICES <,

(3) AFNTAENTHAET 225, DRI D ORI & 0 2 RFEH 2 W5 2 WA TR0, HEE
XIFAKRTEAATL Z L, [HEA Lo oESHR]
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OXEIZHITH%hEE - R, k- AE XKERMXE2020F 6 BRETHR (EEBEEZUV DA TE
JLDIER)

[3h8E - ZHR]
MEPRRIE R MRS 1T/ S miRiEETER
wRAD R AR
TANABDREEZRTHBE (AR 1 »ALL) EXRELEHFRBR
R AR TRIE DB AR
HHBGICH S wRESLER

(A% - AE]

AFNIBATR BRI LT, RO&ET 5,

AR OB G2 PIET 2 HA120F, BIETH LB ENT THRa ICEE L TH o FIET 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) T&5, 50mg 1 H3[A (150mg/H) M OG5 E2MT 5, ARMEROESMEIZIE U T 1EBENIZ 300mg/
HETHETE S, AAIXRICEREZ N LTSN 5720, BHEREDIKT LEE CIIHEZHES 5,
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,

TADABRIREEZETHBEERNRE LE-HHRABE
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/NEBEICKITHEERE

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

gk 161



(A% - AE] (D0D0%)
EHIESICHS MmEEE 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,
EHEEETETOAE
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)
Ak - AEOBEICHEHM Lo BY | EFRBEELHA T 58E (ClerbOnl/43BL k) ICk LTHRES DML A
B BITHENEICS U TRESNTNWD, K2R U CEHEREICIY A&2IET 5,

(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 CRHERE

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

MEFENT % O (mg) 7

25mg QD $& 5/ © 25mg 3L 50mg o> HA A4 Fedse G-
25-50mg QD #%&5-F8F : 50mg X% T5mg O H[EHFE 5
50-75mg QD $5¢5-FB3 1 75mg XI% 100mg O HiEI#FE G-

T5mg QD $5-F84 1 100mg 3L 160mg O Hi Al FE % 5-

TID=1 H 3[8], BID=1 H 2[a], QD=1 H 1 [9]

* M1 EAR mg/H) 28E5REHCHRTIZEICE>T LB OMAE (ng) MKRES,
T ARG, BMNRERERSETH D,
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TADA

AFNE RMEERALOF I D 53, MR AT DRAREOJRREE LTHMT %,
SRR ZREE

AFNIRRN DB LT OIGHRICH L TEEEZ AT D,

(R - AE]
150~600mg/ H % 1 B 2 [A 3% 3 [ENZ 3 CTRRO %535,
R PR E M

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,
TADBPA
150mg/ H % 1 B 2 [B13% 3 BN = HE TG 2T 5, 2NN RE KT 5 KOG & OCBEMEIG
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TLENTED,
ERERNTEE
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,
AR O®REDFIE
AR OB G2 LT 235612132068 - RIS BR e < . B O EHERRIZ L3> C LEMLL LT CHE%
A lTWE L TN ZERHERES RS,
BHEREELRATOAE
AHNI GRS BB L 0 RE(IRE LTSN D, RAID I VT F A Z7 VT F=2 7
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W, £ 1 EZEBEBNCHEZRE L2 U2 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
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Hil RLEPNA

KESEFESLS D | Pregnancy
WA cE Risk Summary
(202046 H ) There are no adequate and well-controlled studies with LYRICA in pregnant women.

However, 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 preghancies. Advise pregnant women of the potential risk to a fetus.

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 (g4 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
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
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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—ARNTUTD
k|
(Australian
categorisation
system for
prescribing
medicines in

pregnancy)

4348 - B3 (20204F9 1)

<BE OB >

B3 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing age
without an increase in the frequency of malformation or other direct or indirect harmful effects on
the human fetus having been observed
Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance

of which is considered uncertain in humans.
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(2) INR~ADHTREIZEHT 51EHR
AR HHEH EOEE TINREADES ] OHEOTHIILLTOLEEBY THY | KELBERKLD
TR S K O E SR SR A D SPC & 1372 5,

(ERALDIE] MNRE~ADIRE]

IRHAERER, BrER, fUE SIRSGIVNRISH 2 Z a3z L Tuew,  (EIRERRRERICE
WTHEHREBRIT2VY) [T v b TIEIARSEORSED m <, mRERAR TR (600meg/ H) & [F5 OB
BRI, RN (B FEBTHE L O E L YD) R ORE~OZE (—istE o RN S)
WHESNTWD, /o, KRR HED 2 (5288 2 2 RE TR MEEISSOS DT AN K9 5 5Dk
2 CRIFIRIEHOIER S ST\ 5, ]

agiiA GRE AP
KIESEH S | Pediatric Use
DUAT I Neuropathic Pain Associated with Diabetic Peripheral Neuropathy, Postherpetic Neuralgia, and
(2020 46 H)

Neuropathic Pain Associated with Spinal Cord Injury

The safety and efficacy of pregabalin 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 Years 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 Vears 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

analyses. Patients treated with LYRICA 14 mg/kg/day had, on average, 43.9% greater reduction in
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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
(2020 4£.9 1)

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 section 4.8 (Undesirable effects) , 5.1 (Pharmacodynamic

properties) and 5.2 (Pharmacokinetic properties) but no recommendation on a posology can be made
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