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A 0o R HE R S| ATEERS (EE-EMEOLGEICLVENTDZ L)

VUG HhTE/N 26mg 1B TRAHF FLH R 25 00mg
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U 1 H0DHE150mg
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PR R 3K T O AR 22 B & U C, AR SCE (LT, IRCE) 2355,
PRI B TRl « SEHRIAIS O FEFRHEEE D B i E5 B e R 3,5 0O 8 0 TG 215 - 5 B
Wi, IR SCEIC R SRR 2 AT D IS E RSB ERIEANH ) . RS EDE
IERILEE (LU, MR) O ROBIMGFERCERIC IV EREMTELTE WD, ZOE
(LB I E R RN ATTH2DOHB U A M LTEEGNA VX Ea—T5—2 (LIF,
IF LH&T) 3FEA L7,

1988 AEIZ A AFBeEAIf< (LU, BRI 5 2 /NEB S IF OGBS, TF fldkk,
IF FRdEMEHZ R E L. £ Dk 1998 FR1Z HIRSEFINEE 3 /NREAE S, 2008 4, 2013 4212 H 3=
FIEMEZR S IF il EHOSGET 21T > Tz,
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LY WA SCEOEERUET NS - - HEICKETORILT —Z 2B Lz IF 20 it
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TERR R DO~_— (https://www. pmda. go. jp/PmdaSearch/iyakuSearch/) IZTAB I T35,
AREETIL, 2009 4 & 0 HEHES O IF OIFHMA KRG 2/ LT T4 2B a—T7 4+ — LK
el ARE L, Hx 0 IF DU CELZMET 28 EFERE®RE L CHEYNEAE - el T
D
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1.

FRDRERE

VIUABTR'N (4 TV AR ) d, KED ) — AT = AX RFETHRBE SN2y -7 2/
2 (GABA) OFFEMALD—D>TH %,

TUHNY COERBEFIL, BRI EE U2 B RICES W T, BRI LT AT R L
DY T 2= N THD a,d EAEBWEMETRA L, MRAT T 7 2280501027 LD
AR T &8, KEEEMREEWE O ZME 35 Z LIV ERIERAERBET B2 60
TW5b, P LAY i3S E GABA IZHAELT 223, GABA (GABA, . GABA, , XU Y U7 EBE ) TR
RIZEE ST, GABA DOARHIRC GABA BV A ~D AN 2 ERIZ /2, & 512, NMDA, AMPA, A =
Vg, 7V VR EORTRBENET X BRI ONCENRFE I L T AT v v, b
VOLAFxy N, 70T RFr N, BV T LT X XVHERT 201 (DA F o3RS ©
FEATEALIC BIEMER 72N 2 E R I TV D,

FUHANY AL, BA, KE, MNESHEE., A—X T V7., BT F &R 100 LLEOE &
WCARBINTEY,, MREEMAR CRAYMEA R E TR K O AR = R R ) . CAM
A GEROYSEVEGERIRLE) | AR TEARZZREE | BRMERRIE 72 & OBIE TR LIS < s Tun g (2024
6 ABIE) .

HATIE, 1998 4F L 0 & [ BRI B S 7z, ENALOERIRBR ORGSR, HE B % (o x4
DAL ZEMENRD Hiv, 2010 4 4 HIC THRIEZHAARR ] OMIGE CRRB I, £ Dk,
BRI PEARFY AR B (2P 5 VIR A x4 & LT ENERRRBRIC I W THIINE & 2R i,
AT L0 HRRIEIE AR B OBE PRI RS AR B 5 L PE 9 &R & W D AR MR R B S 0 oD
2 OOMREMRIFRIET T B W THRE & ZRMENTRD B, [RI4E 10 1 TR MR R = M |
DZNEE « ZhRE & U CHlE DMERIKGE S 4Lz,

Z D%, TVANY AATERMERIRIE &2 %5 & LT ENIRRRERIC T 2 A2 & 2 eEniio b i,
BRFERIT L > T 2012 4 6 I TRRHMEMRAEICAE 5 00 ) OmIEABIARE S iz,

S DI, AP R E AR D IRK AR T & 5 TR GR IR 2 5t 5 & U T [E BRI R R R AR
BOTAHMRRD G, T TITEB STV D RIS | & 0T MRS A
i1 ZhREXIFTRR L LT 2013 4 2 A IIE DS HERAKGE S Tz,

F7o. OMENEREESECHD 0D EEABIR L. H7EBAKIE 0D BEDOKITE I FL e D RIKIRH O A= 51 [)
P, M OVE BN D 0D SeBIAIM O AW FHREE 2 et LTI L 0 . b 72 AH E oAYFEr
FIEMENER SN2 b, VU A0 T EE—DOFREX IR, FELOHET, 20174462 A
WA ST,

2021 £ 9 H., 77 A P—KRXEHNO T 47 b U 2B SH (B, Y 7 R RBEEA RS H)
~RLEIRTERAE ST,
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[XM-1. FE7R4NETORTBIRD OHESM

@ FHtkST
MRS T 7 RCBIT D Ca2TF v R D a,d V7 2=y MIFHA LT Ca DAL T S, Bl
PR E E O A Il T 5 Z & TR R E BT D,

(VI-2. (1) {EREBAL - TEFREF) 0B

@ S 20 R
P9 Ko ONE| BB [R] R R AR (T d W T TR ISR 3 2 B 2 R e 4 L 7,
RPN AR, BERIRVEARH AR TE (A O PR, BRI RAIR . RERRAEIZ0E © KM
(V-5 BRG] OHZM

@ YEET 0 7 7 AL
FHEGREI FIRE/ M ENREZ A L T 5,
WP ORYEEZ R L, BREEITA RIS L TEINT S (RS  50~300mg HEHEY )
CNRNAFTRATEVT £1383.9~97. 7% Th 5,
(VI-1. (2) 1) H[E#&5) J&OY TVI-4. W) OHEE M

FEhiE FOMBEAERAZE Z LI WEAITH D,
FEAERBEZITT, BLERttE S,
- FFEMEIESE 7 b 7 1 A P450 D44y FFE, CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 J¢ OF CYP3A4 DPRENEM IR vy (Immol/L, 7invitro) . £7-. CYP1A2 } N CYP3A4
OFEBFE LD b7V (3~300umol/L, in vitro) .
b MIUEEAIIEE A S LA (0. 1~20u g/mL. in vitro) .
VI-1. (4) 2) PFAEKOEE) | IVI-5. (6) MAEEARAR] KO TVI-6. X DOESMH

MUTNDOHA BT A L CHRREE AR X%, SHERREDSE —BIREE L L CHER ST D,
NICE clinical guideline 173 https://www.nice. org. uk/guidance/CG173 2024/5/27 &M
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 : MfRIEEMILRIEMIIEST A KT A v 2 BBHAZS (KR EF MG : 49, 2016

A ABHERRAE 2“5 1a BHENIRIERIE T A R 7 A 2013 HARESH WAL : 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

W) ARERZERUVAE
(HEEEHER
WHE L. RN HEE LTS LAY > 1 H 150mg 2 1 H 2 [ENCA T TROEE L, Z0% AR
22T T 1 AHEE LT 300mg £ T2, 7ok, Fln, JERICK W EEHEBT 228, 1 BmHEIX
600mg 272V Z &L, WY 1 H 2B TRAOKEEGT 5,
RRIEERREIE I S &)
BE. RACEEAEL LTTL AT 1 H 150mg % 1 B 2EICOT TROBE L, 204 1AL
2T T 1 BRHEE LT 300mg £ Tl L7-1%. 300~450mg CTHEFFI 2, Z2d8. Fln, ERIC X 0w EEy
BT 22, 1 BEmAEIT 450mg #8202 e L, Wiy 1 B 2 [EICHoT CRAOKS T 5,

I BEEICBE¥ %A 2



@721

HRAETEMEE  ENEIEHERSHER, ENEIRGREBR, SNEEEE THRER, SNEST
FHFER M OWME R 5BRIc sV, BIER (BRRMBAMET 2 5d) 1. 1,680 #iH 1,084 f
(64.5%) 2D LTz, ERBWERIZ., FEWED F > 393 il (23.4%) | fHHR 267 #i (15.9%)
N OVEIE 179 5] (10.7%) Todo7-, KREEE TOMEDHER)

YRR M RA R B (2 S &R - ENESIFE —ESHRERRR. ENESRSREBRICBE T, B
ER (BRRAMEE 2 5Te) X, 302 BIH 199 #i (65.9%) (258 biiz, E72EWER L, B
A (24.5%) | FEhED E V68 ] (22.5%) M ONEE 52 ] (17.2%) Tho7o, EKFEKRFET
DA DER)

BEHRGHRAR. WEPRERRUSHRUBCEICH S &K . FHRGRAREE 285 L LIZE
BRI RIS AH 5 AR AR e OV RERIG 0 A R  BZE TP ORsAii . SRR LAE (P 5 e & &t
G & LZEANRMBGARICE N T B BARREMRE 2 51) 1L, 215 i 165 B (76. 7%)
SR BTz, ERRIERIL, BIHR 87 ] (40.5%) | FFEMED E 43 B (20.0%) M ONFIE 40 i
(18.6%) TH-ole, CKRBRFE TOREDLER)

SRR - ENEIE _E e, ENEMRGRRICBO T, BWER (ARMRAEME
Zade) 1. 356 il 295 il (82.9%) IR B, FARRWEMIT. IR 141 1 (39.6%) . %
FED FE V98 1] (27.5%) K OMAEHEIIN 56 1] (15.7%) Thol-, KiBEFE COREDER)

ERARWERE LT, HFEWV, FHIR, EikiEdk, OAR2, JiKE, SEmamE, Bre, nE®
JE, RIMBE, FEMEME, avy s, 7T 7 0 7% 00— KERBEIVEGREE (Stevens—Johnson 4iE
BERE) . ZIRLEE, BUERFR. FFHREREENRE SN TN D,

TVI-8. EWEH ] DOEZPE

3. WS OBAFIR
B L

24

4. BEFRAICELTAMIRNERHE

i A I P Ji
ﬁﬁif z:f?fgﬁ RO ﬁ AN
RMP i
BIMOY A7 FoMElE# e LT |
ERL STV D&M a
B RHEE T A K F A i
a3 b oD B8 S TE R i

I BB 5 A




5. ABEHARUVURE - EALOFIRER

(1) &BEH
A% LR

(2) 58 - EALOFHRER
B L

6. RMP O#IE
U ERR L

I BB 5 A



1I. A%ICET 5EE

1. BR5T4

(1) 04
VY H 7L 25mg
U U4k 7 eI Tong
U U k7L 150mg
U U 7% 0D $E 25mg
U Y 0D $E 75mg
U U 0D $E 150mg

(2) *4
LYRICA Capsules
LYRICA OD Tablets

(3) BMDEE
QL FEDA A—UNAHRETH V| widr, HE, BEOWHSICHIRNRRENVSE
Lyric : AUEEF Music) J . [Lyrical : BUERIZR] kLT 5,

2. —h4&

(1) #%& (@wa%)
ZVIINY o (JAN)

(2) *% (@d%)
Pregabalin (JAN)
pregabalin (INN)

3) RTL4
gab : gabamimetic agents (GABA ¥{4n'&)

3. BEXXITRMER
NH,

CHy {

‘ CO,H
H.C

1. M3 5HE 5



5. L& (fidiE) XIFARE
(35)-3-(Aminomethyl) -5—methylhexanoic acid (TUPAC)

6. EFA%. A4, BE. iBEE
A%, B4, B5 o FRZR L
5% 5 : CI-1008, PD 0144723

1. M3 5HE 6



111, BB I<E9 5HA

1. HEEZHMHE

(1) 5 - K
HEBEOMARTH S,

(2) afEE

HKIZRRFITIZL K, AZ )= XiF=H ) —)b (99.5) ([ZIEFIT< W,

(3) BB
25 CCTHIRMEZ 7R S 7200,

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

(5) ERIGEAREET
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. AN DEREUTICEITIREN

TLANYVOREN

258W-hr/m’

A RAFSRME RAFIEHE TRAT ] (RS
F IR AR 25°C/60%RH B LA 36 5 A
ot o o (ZH)
KOPREE 120 )7 1x-hr ¥
T P R Xk /)77 v — LBEK SSTEEAN R = L —

AETE - I GMBD | EEWE. K. &

i

1. BRI 25 E 7




3. AMMS DHERRARE. EEE
file B aliRiL
TRAMBIR A2~ VRIE 1A

TERE
Wik o<~ 757 44—

1. BRI 25 E



IV. 8|9 5I8E

1. Fif
(1) FRZDRA

VU Bh TN 2mg, S T5mg, I 7 &IV 1650mg : B G 7 LK)
U U 7 0D BE 25mg. OD &E 75mg. OD &E 150mg : 324E (O ENAREESE)

(2) HEIDNER KR IR

fRFE4 S (mm) Wplla— K RN HE
: A
UK ( Pficer %")<:> 5.3
A4 PGN Fyv T
17N ?77 RE 138mg
143 25 AT 4 A
25mg 45T H TN
B PGN A
VU Pfizer | P5 e 53 PN S w T PG
H TRV — 14.3—» s _r%4 . 138mg
7omg 42TEH T
VA ( Pfiror | PN : 6.4 pox c T B
. v 7
H 7 v <+——180—p 150 e 261mg
100me 25 TN
A% (mm)
fRFE4 Wl — K RN HE
5 L T {31 " -
U U 0D I I R VTLY =)
6.0 6.0 1330 80
25mg LY —i2 25 #=gE e
U U oD gE VT 1 — VTLY SRE)
8.3 83 48 240
T5mg I I =1 75 b "
U U oD EE VT e VTLY =RE)
105 105 6.0 480
150mg I H 5 @ I ~— 150 e e

Iv. ANz 5IHE




(3) HA—F
Mv-1.

4) HE|OHE
UV AA 7

NEMITAEDOHR

U Y7 0D
H R

(5) Tt
AR L

2. HEIDHEM

(1) A#ms CEMEMS) OEERVFHMHE

(2) BUKIDOIME K OPRIR ) DIES R

R5E4 VY HH7FE)N 25ng U Y hHF e/ T5ng U Y J5 5 7 &L 150mg

BRI FVUHNY FVLHNY FVUHNY

(&) (25. 00mg) (75. 00mg) (150. 00mg)
HMARFY, boEway | KT, bvEoay | IR, FUvEea Y
T BV AN AN N AN AN

AN (B T ') (I T EBILAR) (h 7' VAIER)
FUUNEREEFT N DA, | TUUAEEBST N DL, | TUUAEET MY DL
teib 5 & b4 >, = ffbgk | BlbF ¥

584 U U % 0D BE 25mg U U 77 0D $E 75mg U U 77 0D $E 150mg

% TVHNY TLUHNY LU HNRY

(& &) (25mg) (75mg) (150mg)
2ATFT Y U~ SR A, ik, YR VIEMEE ATV, 2T RS

N O—R D-vr=bh—Jb, JRARE RS, AZTABT NIV~ XD LV
v AT NV T AKFY, A7 Ta—RA FE, TNVBATT IV NI T A

(2) BREFORE
A% LR

() BE
L7

3. RTBAMADHERRUEBE

BRI

1v. WAL 5IHE

10




4. Hif

RZ L7220

5. IBAY HAIREED & 5 MY

FEFE PD 0144550 (RA) & TYPD 0147804 >3 7C

6. HEDBEEHTICEITEIREN
JYUhATEIL

(1)

BT AR

PR %,

JYHAHhTEI 25mg. 75mg BV 150mg DRIEZKHTIZEITHREM

DY AATEILDREEHR RESGERVRIEIER)
OB PRATSA: IR PRAFHIM i
R IR AT R 25°C/60%RH 36 v H
PTP /j,It b)
TR ER 40°C/75%RH 6 »H sEK P
. . aHBEE 120 5 1x+hr KOV
eanEA 2) BT O o G . _
SRR ST T v — LB % hﬁﬂg?(‘))gf\{vﬁf/j JLF
WEEE MR OMD) | BEgwE., Bk, 55

a) rEEERBRIZ OV TIE 25mg, Thmg LN 160mg 7 L L HICK 1 vy M AW TEM LT,
b) BRI = LT 4 LA/ TG

(2) Y1) AH T 150ng DEDEKEOREHE

1) 40£2°C, EXREM B 7 A, Be) (RE)
ARERTE H BHAGEE 1% A 3y A 6 5 A
S8l SRR T o i b7 L A7 L A L
G (%) 100. 0 98. 7 98.9 99. 2
Ta — EAv7p L A7z L A7z L
2) 25+2°C, 75E5%RH, PR BT 7 Ak, Bte) (R
HREATE H BH A IR 1% A 3% H 6 % H
Eis ) Hta DM H 7 v b7z L Eie/s L i L
aE (%) 100. 0 98. 7 98.9 99. 1
T — Bl L AR L B L
3) HEEIEIT T 7 BE (20001x/hr) | KR GBI 7 AR, %) Of)
ABRIE B B AR EE 20 75 1x-hr 40 73 1x-hr 60 77 1x-hr
s H O 7 v el L bl L bl L
%) 100. 0 99. 3 100. 0 99.9
TR HIPE — el L i L el L
V. ®ANZRE 25 E 11




1) 1) 5 0D &%
(1)

1J1) 7 0D £ 25mg, OD £ 75mg K% U* OD £ 150mg DR BEHTICHE TS REMN

)5 0D EDREMRER REFHRVAEER)

Bk PRAFSA BT RE PRAFHAM AER
. . PTP+ 7 /L 3
R IR A AR 30°C/75%RH B — ) 36 » A
PTP+ 7L 3
I:o 7 — L% b) 6 j] ﬂ
IR ER 40°C/75%RH JRFEAN
TITATF T
N . FAMBEE 120 5 1x-hr LA B RO
ML =
g | LEEEITRO e | i o
TR 200W+ hr/m® L, |-

HEEE Mk OMED) | weRakBR, WM. A —MERBR, BREEME. RHME, &
TR akBR N OMUFN L) — Mk BR 1T, IR D 7T AF v 7 R hVEEED B FE i LT,
WHMZ. INERBRDO 7 2F v 7R FVAEETIRERK L TV,

a)
b)
c)

3 Gk

RREN

TV = LIS

(2) 1)) A 0D % 25mg DEBERVTILI EO—BERFAMHEDREN
1) SEadeRae oL e

TrEEERBRIZ DUV T 25mg. 7Bmg &N 150mg0D $EL H 145 1 vy M &2 W TER L7-,
RV =R =T 7 0 VA /T IV
256mg K T8 75mg0D $E D I FEHE L7~

D40°C, X FER BT T A, Ee) (EE)
AERTE H BRAGE 1% A 2 % A 3% A
S A0 FEBE Eieis L 27e L b7 L
B (%) 100. 5 Bz L B7e L X RAQD
BRI : 100. 7 100. 4 99. 2
- e L Zib7e L Eibia L
B (kef) 3.2 3.6 3.3 3.3
ARLENE ke 27 L Bl L 27e L
©@25°C, 75%RH, HXBAHOE (BT T A, Bk (BE)
AERTEH B 4 IRf 15 A 2 % H 3% H 6 % H
PR H D3R EE 27a L 2re L 27z L iz L
g (%) 00, 5 EftiL | EehL | £kl | EfbkL
BRI 100. 5 100. 1 101. 8 100. 6
BbdH o @ ik Y ik Y B v
HEE (kef) 3.8 (BN (B (B (HiFEs1)
2.0 1.8 1.8 1.8
AREEYE PRy Bl L Bl L 7z L A7 L

a) ZdH v (BEH)
(k&A1)

b) Z{bH Y

I - AR AL TE

C REEEZEAL 30%L) I, f#EE 2. Okg TP D - )
 WHEEZSAL 30% LA b RS 2. Okg EEATE V- 1P

v () BAIREEEAIRT RIS K DB HICHE -~ T,

V. RANZBIS HIHA
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@30 J7 1x-hr, 60 5 Ix-hr (V120 /5 1x-hr, ¥ —LVk (72> v—1) ()

HERIE H BRAGHE 30 57 1x+hr 60 77 1x-hr 120 7 1x-hr

PR H D FEE 2l L 27 L 2l L
= B7e L Bz L Bl L

P = ) 2 2

it (%) 99.8 100. 1 100. 7 100. 5
- Bl L 27z L 27a L

RREE (kef) 3.8 3.0 2.9 2.8
FERE S ElL L Eibi L EfLA L

2) TV Er— B O
25°C., T5%RH, PTP ¥ (%)

PRERTEH BH A6 1% A 2 % H 3uH 6 % H
TERIN H 6D FEHE Bz L Eiv7e L EivZa L 27z L
S8 (%) 99. 8 27a L e L el L Eie/a L

R ‘ 100. 1 99.5 99.9 100. 8
. . - Zid Y @

3.1 2.9 2.9 5 =
RALEM: ke A7z L A7z L A7z L b7z L

a) ZbdHv (BEEN) LA 30%LL b, B 2. Okg LL LD - W
T ARRHMAYEL,  (FR) AAYREERAIRI S IC XD BRI~ T,

(3) YU )H 0D &E 7omg DEEER VT IS EO0—BEFAMHEROREM
1) QRO LENE
D40°C, HOLKER (Btan 7 A, Eke)  GRE)

AEBRTEH BH A IRf 1% A 2 % H 3% H
PR H 5D & HE 27 L 2l L 27a L
2B (%) 009 ZftiL EIER L EILR L

R : 101. 6 100. 1 99. 7
2re L 27a L 27a L

RREC (kef) 4.8 5.1 5.2 4.8
RAEME: Sy 27e L A7z L A7z L

@25°C, T5%RH, MOERIIE (BEan 7 A, BAtR)  (RE)

AERTEH BRI IR 1% A 2 % A 3 H 6 H

PR F 80D FEE EX (99" Bl L Bl L BAbTe L

SE (%) 99. 5 bl L el L X RQP b7 L
= © : 101. 0 98. 8 100. 2 102. 1

BledH v » Bl @ BledH o @ BledH v @

il (kgf) 5.3 (HIAEN) (HIAEN) (B ) (HAEN)
2.6 2.7 2.2 2.6

AREEYE PRy Bl L Bl L 7z L A7 L

a) ZtdHv (BN : BEE( 30%LL E, B 2. Okg ELL V- W
I ARRHMIAAAEL, () BAYREEEAIRT IS X DB HICHE~ T,

®30 5 1x-hr, 60 5 lx-hr ZTR120 5 1x-hr, ¥ — LBk (FF7 2 v—1L) ()

AERIE B B AR 30 /7 1x-hr 60 57 1x-hr 120 J5 1x-hr

PR H D EE 27 L Bl L |
= 27 L Bl L Bl L

ANEH. (0 & g

a it (%) 99.5 100. 7 100. 8 100. 4
- b7z L Bz L Bkl L

R (kef) 5.3 4.4 4.0 3.9
RREEIE SRy Bz L | A Y|
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2) T B n—alERRER D E M

25°C., 75%€RH,

PTP al%E (Y i)

AERTEH BRI IRf 15 A 2 % A 3 H 6 H
PER H 6D FEEE X #s9P el L b7z L b7z L
e (o b L b7 L Bl L Bl L
kit (%) 99.5 100. 3 100. 3 100. 9 101. 5
7z L 7z L 7z L b7 L
R (kef) 53 {5. 1 4.7 4.3 4.0
ARYEM: ey 2h7a L 2re L VX REQ 27e L
(4) 11 0D § 150mg DIAERUT LS EO—QERHERORES
D) SEDRIED % ENE
D40°C., R EIR (BaH T %, Bie) (i)
AERTEH BH A IRE 1% A 2% H 3#n A
PER H {5 D & HE 2ere L 27a L 27a L
LB (%) 99. 9 2re L el L el L
R : 100. 8 99.5 100. 0
b7z L X #sP el L
RREC (kef) 7.9 {7. 2 {7. 3 {7. 3
RATEME: ke el L X #s9P i L
@25°C., 75%RH, EXBAHOE BT T A, Bk  (BE)
ABRIE H Bf A e 1% A 2 % A 3% H 6 % H
PR EEEX2ES 7 Bl L Bl L Eiv7p L A7 L
SE () 1006 27a L 2re L 27z L 2h7a L
99. 2 100. 2 100. 3 101. 0
b o @ ks @ Eikdn @ b v @
T (kef) 7.8 GRKM) GRKMN) GRFEMN) GRKMN)
3.6 3.5 3.2 3.5
RALEM: ke X (R el L b7z L A7z L
a) ZbH v (BIKEN)  wELL 30%LL F, R 2. Okg ULV - P
o ARRHmERER,  (fh) AARBLEAETSIC K 2B RIS T2,
@30 J5 1x+hr, 60 7 Ix-hr 28120 5 1x+-hr, ¥ — Lk (FF7 2> ¥—1L) OF)
ABRIE B S 30 57 1x-hr 60 57 1x-hr 120 5 1x-hr
PELR H a0 FEE A7z L 2re L 27a L
g (o ik L 2re L 2a L
ait (%) 100.6 101. 0 100. 2 98.8
A7 L il L 27 L
BREC (kef) 7.8 16. 8 {6. 0 {5. 7
AR Ny Bl L Bre L b7 L
2) TV R — el BB R D ZENE
25°C. 75%RH, PTP /it (JmJE)
REATEH BH 4 1Re 1% A 2 % A 3 H 6 % H
PELR H 8D &5 27a L 2ere L V| REQ 2e L
S8 (%) 100. 6 el L b7z L 7z L b7 L
99. 4 100. 0 100. 9 100. 1
b7z L el L il L Eie/ L
BREC (kef) 7.8 {7. 1 {6. 8 16. 2 {5. 9
RALEM: ke i L el L A7z L A7z L
V. ®ANZRE 25 E 14




1. AMERVBRROREN
M L2

8. fF & DESXIL (MELFHNEIL)
AZM L7

9. B
VU B TENL
A Bk B R GEBREE HRBRES 215 O RUWE)
] &5 % : 50 [B]#5/4y
OB R pHL. 2 ROV 6. 8 DREEK
OB B eI LT

U U % 0D §E
AR Bk B RGBS HRBRER 2 1 (O RWE)
[m] #5 %% : 50 [Bl#5/ 4y
X B Wk : pHL. 2. pH4. 0, pH6. 8 DFEMEHE K UK
AR BR R R SO TR LT

10, 75 - 4%

(1) FEARELGRSR - A%, SMENTERCRSE - AEICHT S1FR
Y LA

(2) %%
() 1) AHh Tl 25mg)
100 7 7tk [10 17/ (PTP) X10]
500 7 72 [10 7 &/ (PTP) X50]
() 1) AAHh Tl 15mg)
100 7 7k [10 17/ (PTP) X10]
() 1) AAHh Tl 150mg)
100 4 7/ [10 7 7/ (PTP) X10]

(1) 1) 73 0D £ 25mg)
100 &£ [10 & (PTP) X10]
500 &£ [10 & (PTP) X<50]
500 & [

(1) 1) 71 0D £ 75mg)
100 &£ [10 & (PTP) X10]
500 & [10 & (PTP) X50]
500 &[]

(1) 1) 5 0D %z 150mg)
100 &2 [10 &2 (PTP) X 10]
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Q) PREE
RN

(4) BRHEEOME
VDA Ah 7N 2mg, [RA7 &N Tomg, [RElA 7 E/L 150mg
PTP A4 . RUBILE =L T s LA, TAIWH
U U 7 0D $E 25mg, [7] OD &E 75mg., [ OD ££ 150mg
PTP @l . RV b=/ R U=V T 7 4 VA, TIAIHE
U Y 0D &E 25mg. [F] OD $E 75mg
B -V =TF Ly, Fyy R TrE LY

1. BRI S5 EHE
AR L

12. Z0f
K ER L

V. BRI HIHA 16



V. AEICEEY 5I1EH

1. MEEXIIHE

4. PEEXRIFZNR
OmiEIEEMNERE
ORI IZHF > &R

2. MEERIFZHRICEIET HFE

5. MEEXRIIHHEICEET DIE

(GRMBRIEICE S ER)

FRHERTIRIE ORWIL, KE Y v~ F 2205 (BW) FENES o FERERA 7o FLUEIC JE D S E I FE
L. MEEZW SNTZGEIc0BFEETDHT &,

<>

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

ZWrz oW T

1990 4EIZIZKE Y 7~ F ¥4 (American College of Rheumatology : ACR) (2L 0 4534E (2lr) Hng?
WERE SN, ERNNZRTDT o BERZKICH RTINS Y,

AFLAEIL, O3 » A LL LR 2 RGP IC 72 D m OB [fes ., Ay, ¥y (X0 B) |

s (BXYTF) ROEEHE (SEHE, aiflod, BKE, ) 0T X TUERN A DN L5H % L
PHOERE & EF] . @18 » FrOfREIC L DRI AE () 4kg DFFEIZEY 18 #FTD 5 B 11 » Lk
IR AR 2 G & fE) o 2 AN ORI LD,

V. IGRRICEEY 5T A 17



1990£FACRRHE A i JiE 77 SE A4

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

- REHES  RREAE TESARTAEE (A

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

- fEER . BRlBROFEA (EA)

CRRER AR O RO B ()

SR BB REESE. SAE Emod I (Bh)
< SMALESE - BRSNS 2emiERL (A7)

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

CREET B TREZEROBE (A7)

g BT O RIS (2 4)

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

LAY E. CO20OREME AT L COIUE, BRIETIE & I 5, RIS DT 2
PR3 7 1 B LRHEE L TV AR B 720, S ORBATRD BT b, R
FAE DB THE T 5.
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3. RERUVRAE
(1) RERUVAEDHEHR

6. AZRURAE
(HREEEERE
WHE. RAITOEMAEL LT LAY 1 H 150mg 2 1 H 2B T CTROKS L, £0#% 1
BELLENTFT 1 HH&EE LT 300mg £THIET 5, 723, Fn, JERICE 0 EEHEET 523, 1
Higm &L 600mg #2722 E L, Wiy 1 H 2T TROBST 5,
GRHEBIEICE S &EE)
W RACIFHHEE LTCF LAY 1 H 150mg 2 1 H 2 [ENZ/0F CTRROEE L, 201
BRILL BT T 1 A& E LT 300mg £ Tl L72%. 300~450mg CHERiI 5, 723, 4in, JE
RIC XV EERET 528, 1 B A& 450mg 2B 27202 & L, Wb 1 H 220 T
ROkET 5,

< fif7n >

B A
<SES>ERNBRRKRKARICHE T2HIESZ (FREPRGBERUVERAEREHEESTICE S ER)
ENE 1 FERBRICB VT, AAI 300mg/H (150mg 1 H 2 [H]) KXT600mg/H (300mg 1 H 2 [E) OIARF
PRI R E BRI 2o Te b D0, WGBBOHIOZ M A2 BB L, SRS % R0R & OB R s ik
RIY AR B I RE D I & k5 & U724 E S IAERABR & RIAR I B PN S IARRRBR (2 35\ C b A%l 300mg/
HEER OY 600mg/ HEEO P &% 150mg/ H (FIH DY FIZ Tomg 5 HBMG) & L, 1B Z 20T
C 300mg/ H 3 5 UM% 600mg/ HIZHE& L 7=,

ERFLHEARICE T ORESAZ (FRAESRARBRUVBERAEREHEESICH S ER)

%10 () 5 2~13 18 Bk

HE | %18 | %28 | %308 #4A %5 HA %6 A won | EEHEE| FHHA
Wy | ¥ |y | 8@ |y |8y | #® Y| | | 4 | 4 I Y
IR | — 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 —
150mg/H | — | 75 | 75 | 75 75 75 75 75 75 75 75 75 75 75 75 75 75 —
300mg/H| — | 75 | 75 | 75 75 75 75 150 75 150 75 150 | 150 150 150 150 150 —
600mg/H | — | 75 | 75 | 75 75 150 | 150 | 150 | 200 | 200 | 200 | 300 | 300 | 300 300 300 300 —

EPNHESOSHER, ERRBRGHRRICE T 2#EH o5 HIET, UToLBh TH D,

V. IGRRICEEY 5T A 19



g (AR 157

BRRIGHE RN RN RN R R R R
(g
A = #FR
150mg/B & l%l JEc
B 7
e F F R R RRRRRRRERE P
(mg
00 -
1 200
300mg/EE B i’ |
= ]ﬂﬂﬂﬂﬂi‘]‘hﬂ"ﬂ”‘.
(gl
2004
1 200
& 7o
] -ﬂ"nilll | | A
e 198 288 | 388 4B 5@E | 6@E  7HE  8@BE | 9mALE
RGBS HBR AR AR AR EE-AE BE-AF RE-AF RE-A0 BE-AL BE-AN
(mg
150~ 3007 MEREZ AR 6. 1M OFEAD
1 o0 [ESEMETS 575 RIsD M ET D
600mg/HE* E] 150
8

" ]]]]]]]]]]]]]]]]]]

<BE>ERANBEKRRERIZH T SHEAE RHEFREE)

FEIN AP GRBRIZ BT, AH) 300mg/ B (150mgl B 2 [B]) } Y 600mg/ H (300mgl H 2 [7]) ORARK
PRI R & 2B o T2 b 0D, BEBIMGOII O &M %2 B8 L CRHEMRIERE 2% L L-E
W7 & Rk IRGRER ClIAFIE GO WIS A &% 150mg/H (F1H DX 5 Tomg B 51 HRHR) & L,
1 % 72T T 300mg/ HIZHE R Lz, RRMEICRBEIT R <HEEICEI Y SO 27N S L D8
BRI LT, S 6IC 1 Z 2 ) T 450mg/ HIZHE & L 7=,

ENENHERARICE T HRESE RIEFHE)

%18 2 334 5 4~1538 516 1
A& ET1H | $2B| HB8H | HBI~4H WIS A | Hle~210 | #2220 | #23~1050 | FH1H?

LR AL AR AR A NN A
150mg/H | — | 75| 75 | 75 -
300mg/ H 75 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | 150 | —
450mg/ H 225 | 225 | 225 | 225 | 225 | 225 | 225 | 225 | —
a) 1578 - HIERPREE A HAZ : mg
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<BESEBLR TS ERABRERCE T SHEHE (BHEEEHRER)
HFHBGHREREZAET2RE 2R E L-EHEER 7 7 2 RAEEBR T T LAY VRO A &
% 150mg/H (FIH DX FHIZ Tomg &5 H4E) &L, &H5#% 1, 2, 3 XOV4 #HED 4 [BI2H720 |
fiEl % DYERE DA N R N2 V2 R L7223 5 150, 300, 450 KT 600mg/ HIZHEE L=, BE&E -
BIXIENCIEBET ST ENTEHZ L E Lis, #MRAELIZ, 48K (Z24) B TIRES
N-RETERGEEIToT, 1L, HEEARMICEATERWAESSAREA LGS, | BR
DO EEZ 1 BIOATEDHZLE LT,

Ef#R 75 AR BRERICE T 2RESE (BHIBEGHERER)

YODESY —EERARE FBRRY
1EM AR
é 4381 A R A A 128 AR BEN
Pregabalin 600 mg/B
> >
Pregabalin 450 mg/B I
Pregabalin 300 mg/B I
Pregabalin 150 mg/H 1 I I
>
Ttk
> i >
22N 2 3 4 5 6 7 8
Bg]-2 0 1 2 3 4 8 12 16 17 18
B#%|-14 1 8] 15| 22| 29 57 85| 113 116 118 [120 127

*ARBERRGELUBFHEICESNTHETS.
" RETEQUATERARELLBA L EFARMMDITIBREORERRE1BTICENTES,

(2) RERUVAEDREREE - R
('v-3. (1) MEERUHEDREH ] OEEM

4. AERUVAEICEEY HIE

1. RERUVRAEICEET 5FE

1.1 KElOEH 2T 2855121, A72< &b LEBLLENT TR IEET L2 L, [8.2 58]

1.2 BHSRERFERE AR ZEET 25813, TRICRTIZLVLTF=2 27 VT 70 AEESE L LT
AFNOBEBER{R OB GMEEZRE T2 &, £, MREM2Z T TCWDIEETE, 71 T7F=
YO VT T UAMEICR U 1 B ARSI AT, MRS & £l L 72 RICARF OB S5 %2175 =
Lo BHORENREINTWDAIGAIIL, KAENGRB L, AEMNHR I, R +5
REAICET S, R, ZZTRLTWVWOIMHE - HEIZV I ab—ra URERICE S D
DTHDHZ LD, FRETLICHEEICBE LSS, AL HEEZHE T2 L, [9.2, 9.8. 1,
16.6.2 /]
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(FREEELER)

JLTF=r o
VT TR >60 >30 - <60 >15 - <30 <15 ﬁﬂﬁﬁﬁéyifif)
i i Te &
(mL/min)
| A4 55 | 150~600mg |  75~300mg 25~150mg 25~T75mg
1 [ 25mg L[E 25mg
e LH1ME
= 1 [A] 75mg H LI 2H] 1 [@] 25mg
W = LB 2 1§gm it LH1E 25 X% 50mg
1 H 1[§ L] 50mg
1 H 1
1 [ 50mg
1A 3 1 [ 25 X%
e 11'1 125(gg ik 11 E: 715;; 50mg 50 i 75mg
1 [=] 75mg 1 H 119
1 H2[H
1 [2] 100mg 1 [@] 75mg
1A 3Mm 1H2Mm
. 1 [ 300 1[5 75
R G 1%2%g i pdrs 1%1% 100 1 150mg
1 [ 150mg 1 6] 150mg
1A 2Mm 1H1ME

(ERHEIRIE IS S & B)

) 2 BiZ 1, AFIEG 6 R 205 4 REEIMEENT 2 i L 7= 5HEa 0 v I 2 b—y a URERICE S,

I VT F= NN
sVT TR >60 >30 - <60 >15 - <30 5 Imﬁuﬁﬁé?
. iAo H &
(mL/min)
1 H# 55 150~450mg 75~225mg 25~150mg 25~T75mg
1 [] 25mg LIzl 25me
L 3 1H1[EH
= 1 [A] 75mg H LI 2(H 1 [F] 25mg
A & LA 2 M B it LB 1E 25 X% 50mg
1 [=] 75mg
1 F 1 L[l 50mg
1 H 11
1 [[] 50mg
1 H 3[H 18] 25 X%
e ﬂ%fgg ik i%?g 50mg 50 i 75mg
1 [A] 75mg 1A 1A
1H2[H
181100 & L <X
125mg
HEFF R 1 [A] 225mg 1 5] 75mg 1H1H ”121m 75 X1 100m
(R P 5-8) 1 H 2 1A 3 Wi 155@ &
1 [@] 75mg
1 H 2@

1) 2 BIZ1[E], AAHS 6 Rtk 4 R MgE T 2 £ L 72 5a 0y I 2 b—3a URERICES <

V. eRICEd 5 HA




<>
1.1 BEAE

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

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

BERAREREAREZICESEREZ IS L LIZENSIHHERRICS WX, 13 EMO &SRk
TR, BEMEGHBRICEITLARWEGEAIE L EBOBEN 2R T, RFORLGE2KT Lz, Ok
R, WEMICE T HIRREREGE TCERWEEFRORBERIL, 77 2R AAKI 300mg/ H#E K
N 600mg/ BRECTENEh, 18.0% (11/61 f51]) . 17.8% (13/73 #i]) KN 15.8% (3/19 f5) TH Y |
T U NY CRET2HILL RIZFE D AT RIVE R I3 RFE MR IE (300mg/ H T 4 1) & OMAREHE N (300mg/
AT4fB]) Thotz, o, TNOLOHEPITRTRESH L WVIIHEET, HEO LD o7z,
EBERERL IS L L-EBKFF IR X, SHBR24&K T2, BERFT 1 AMORBE
AR TREEZKT L, —HERBEHOKGETHUIPIEZICRD SNEITER BEN %
RTICHGHE T LIcHBRE OREZE ) ORBRIL, 7T R T LAY UEETENEILS. 4%

(9/107 B) . 14.3% (16/112 %) TH Y, F LAY BT 2 FILLEIZFE S S = BIERIZ I
. ARHRAE, ¥R, M CPK ¥, Wit Cholo, Fio, BEAEEIIRMAEE | §4 FRE 3CRE
HLLIEHNEETH o, MBrEZTIET 58T, 1| @R OBERZR T LI o ofkh 2]k
LTWeZ enn, B52 1T 2BRCERICRIEE 725 X 5 et EOBREITRO L
277,

R RIE 268 & L EWNSIRRGERR T, BRE2 K T 26, BMT T 1 #EEOREY %
BRCEEKT Lz, 72720, FIEflDH B, %é@ﬁ@@mﬁkfﬂiﬁw S S R e e R

[ 72 AREE35.0% (14/40 f5l) | LA NY UBEAL.9% (18/43 f5i]) ] 122\ Ik, EM 4%
TICEGEKT LTS, JBEMOEGHKTHUITIERICRD DN NEBERE GE TERNE
%%%(ﬁ%%%ﬁﬁuﬁﬁﬁTbt%%%®%¢%ah)@%ﬁ#i 7T vAREE, LAY
VEETTENTFRN 2.4% (6/248 15]) | 8.4% (21/250 i) TIH V. FL AN UREET2HILL FIZERD
SNT-HERERITI TR, RPMmMEE, BLThot, £7-. EIEEITITRIOPEE 2 flazkkE, 2
NHOFEZGITITRETChH -T2,

L2x L7223 & [EN R B G300k CIOKE & O E T ORAM SCE THE STV A IBEFIEICEN,
300mg/ H (150mgl H 2 [B]) DA EOHETIE 1 EFOWEMN 2K AR ORGEZPILToZ e L
&, Fe, RAloBE ARG AR, EBO, B, NHL R R OITE S O BEUE
RRHEONDZENH DD, RKFNOBE- 2P IET 551072 &b THEBLL ENT Tha
WCET D2 &,
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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. WEOFIEE L FIORT, AFEETFIEICOWTIE, 150mgl B 2 [\ (300mg/H) LI DA
BARA LA, 1 EMOBE 2B TIRHZXT L, 75mgl H 2 [ (150mg/ H) DM EEARH
L7z, HEEFICKRTTEL 2L,

EREHESHRICEITHHEDOFIE

A
AR % 1A %2 H %3 H %4 R %5 H %6 H ®TH
s lwml sl sy |wm| s | wm|s o]y w
75mg BID (150mg/H) PR L
150mg BID (300mg/H) 75 75 | 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 | 75 | 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

R ey
(é%ﬁ%‘é o * A—A—2 A‘A—S A‘/T-4 A—A—5 A‘/T-6 A-A—7
AR %1 H w2 A %3 H w4 H %5 H %6 H wT7H
B/ 4 g/ % g/ 5 g/ 4 g/ 45 g/ 4 Ll
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

B
TRBR I E R IR B1H| %E2H %3 H %4 H %50 %6 H % 7H
4 AR BRI AR
225mg/ H X 1% 300mg/ H 75 75 | 75 | 75 | 75 | 75 | 75 | 75 | 15 | 75 | 75 75
450mg/ H 150 150 | 150 | 150 | 150 | 150 | 75 | 75 | 75 | 75 | 75 75
*: 523 « HILRERBER (232 11) BT img
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1.2 BREESEFORZRUVAE

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

1) BHERESEEICSTIRSEERUVEERMEICDOLT?
RS RERR B & P U ARA O SR BN RE % it U 72 A E R R PRI 28\ T, CL/F 1% Cler (2
WHId 252 RO SN2 0D, Cler 2% 60mL/min % FEIAHERFE 125 A KA D 1 HEE-
X, ERREHEEL L EFTAWBREOFE L L, Cler 28 30mL/min & F[E] 5 #ERE (23 L
TiX 1/4 &, CLer 2% 16mL/min % FEIZHERF TR LTI 1/8 BICHET 20 E RN H D, LR
ST, BHEREREICAANZELT 2561, RIORTZ LT F=0 7 VT 7 AEEBE
ELTAKIO 1 HEGERL O GMBEHE T2 2 &,

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

HRRE D B 72 DB 26 B &2 XG0T, ARA| 50mg & Hi[AIRR O # 5 U 7= RO B RE 2 Mt L 7=,
AR TIX, 8 R ORI R R ., AKl 50mg Z Hila#& 5 L, MAERIK L ORI L 0 R 7 1
TN CPEAERIE LTz, ZOREER, BHEEEDIK TS T T, 2 ERE L, AUC, .23 L, CL/F
KO 7 U752 (CLr) 137 V7 F= 207 T AL,

BHRAEREEEICE T 5KH S0mg EEFEORSFHOENIE/ NS A —4

JVTF=o Cone Toon AUCoo» o CL/F CLr
JIUT TR (u g/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
(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)

B S0mg (HAMED) | PHfE (BEHEGR )

<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,
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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])
BeHFHTHEE IR GEEZ G, B 8~14 0 HITHRFEZ &G

o | —  BEE5E 1E150mg 1 B 2 BES : BEREE 1E300mg 1 B2 @ES
—E’ ™ (CLcr=30 mL/min) (CLcr=60-120 mL/min)
?g — FHEES5E 1E150mg1 B 2EES
= v (CLcr=60 mL/min)
P
E
Qe
\\\\WW\WWWWW\WW\W
3] \
s \\\\\\NNW
g © -
0 7 14 21 28 35 42
B (B)

—  BERS5E 1E100mg1 H3EHRS BERSE 1@300mg 1 B 2@K%S
I (CLer=30 mL/min) (CLcr=60-120 mL/min)
‘5, — EER5E 1E100mg 1 B 3EES
= o (CLecr=60 mL/min)
M —
i

10

kL= 0 PAUM
5

l
\.\\\\\\\m\\\\\\\m'

0 7 14 21 28 35 42
BRI (B)
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@7VvrF=r7 07T A 15~30mL/min (Beife5-2 1 8] 150mgl H 181313 1 [8] 75mgl H 2 [=])
BEETHEETCIIYHRGEELRS, &58~14 HRITHFEZ RS

o —  BEE5R 1@ 150mg1 B 1 EEE - BERER 1E300mg1 B 2@EE
(CLer=15 mL/min) (CLer=60-120 mL/min)

— EEESE 1E150mg1 B 1EES

1 (CLcr=30 mL/min)

20

& (ug/mL)
15

a5

N\ o |

IR

s

’\

R

A 10 A

N

H

0 7 14 21 28 35 42
BRI (B)
Q — BEBR5E 1@E75mg1H2EES - BER5E 1E300mg1 B2 EES
(CLer=15 mL/min) (CLcr=60-120 mL/min)

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

E (ug/mL)
15

s
s

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

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

0

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

=  EEEE5E 1E75mg1 B 1EES

b (CLer=15 mL/min)

2

15

10

5

\\M

0 7 14 21 28 35 42
BERE (B)

WINNN

0

MR TLA A E (ug/mL)
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<BE>BHEREEEREICBITAMBETEE S I 2 L—> g U GREERIRIEICAE 2 ERICk
oM R (kARG E) )

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

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

Q7 VvFF=r27 YT 5 A 30~60nL/min (GEfE-& 1A 75mgl H 3 [F])
BEHTHHETEHYMREEL®RS, B 8~14 H HITHREEZ &S

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

£ (ug/mL)

JEB
=

MmEgEhFL AR
5

T

WA

0 7 14 21 28 35 42

wrE%IEME (B)
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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

20

—— :1[E100mg1 B 1[@EES P c1E225mg 1 B 2EKBE
(CLer=15mL/min) (CLcr=60~120mL/min)
= 1[E100mg1 B 1 EEE
(CLer=30mL/min)

15

10

MmIFhFLA N VRE (ug/mL)

1 AR

0 7 14 21 28 35 42
HE®ER (B)

— :1[@125mg1 8 1 [@ES5 [ . 1@E225mg® 18 2EKkE

(Cler=15mL/min) (CLer=60~120mL/min)
— 1@ 125mg1 B 1 @&S5

(CLer=30mL/min)

AR

15 20

10

miERFL AN R E (ug/mL)

\
rr \

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

—— :1[E75mg1 B 2 @5 e 1 [E225mg 1 BH2MEES
(CLer=15mL/min) (CLecr=60~120mL/min)
= 1[0 75mg1 B8 2EES
(CLcr=30mL/min)

20

15

i

ARRRRRRRARE

MmEERTLH Y RE (ug/mL)
10

0 7 14 21 28 35 42

RE®EME ()
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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

& — :1E50mg 1 B 1EES [ 1[E225mg D 1 H2EHES
(CLcr=7.5mL/min) (CLcr=60~120mL/min)
0 = 1[E50mg 1 B 1 @#&S
(CLcr=15mL/min)

° WRRCR LR

miERFLH Y 2R E (ug/mL)
10

o NN
0 7 14 21 28 35 42
G &KME (B)
% bS] — 1@ 75mg 1 B 1 @E&%E 1@ 225mg @ 1 B2 @S
g (CLer=7.5mL/min) (CLcr=60~120mL/min)
oo = 1[E75mg 1 B 1 H%ES
"5 a (CLer=15mL/min)
‘-ﬁ 2
. AR
& oy '\y\"‘l‘ |
(; 'I/ 1I4 2I1 2l8 3l5 4'2

RE®EERE (B)
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2) MRBHINDELBHAEETEHICHSITI2RE5ERVERSREMEICONT
MBI 7S B 72 RS RE R 2 FR o St RS 7 L AN ) o ORI BN RE 2 M L 7= 4[5 il R R A
ﬁuk“f\%W7)77/XH\NmUmnT4ﬁm§W;i0T\mmmi%%E K 50%
FE TR LT, L2 o T MEENT 221 TO A BRE Tl AFIRBEITIC L DV BRESn D20
JVTF=r 7 VT T UAMEICS U2 1 BRGEOBRGIZINA T, MEENT 2 345 L 7= #% 12 AH)
DOBEMMEG%21TH Z &
SN 15&5£&Uﬁﬁ%£#@ﬁ PESNTWDLEAE, EBAENORMG L, ZRMESHR
. SRR RGEIHEET S,

< BB > BTG OIERWTIRE 2 Bt U 7= E i R SR e ¥

i 3 [BILL O MRFENT % 51 T 2 BERE 12 Bl AK] 50mg 2 HL[AIRE 11 85 L 7= IRF DO S B iR

Mt Lz, ARBRCid, 8 Reffl oMM Rk, MIBHTIGHEIAA 24 REREATICAA 50mg % BRIk
OG- L, #GakOF5-1% 168 FEf & THiEt > 7 V28 L, "aeef % b% 48 R &
TEIREAToTz, TOREOENT 7 VT 7 2 A%, 192nL/min T, 4 B O MEENTIC X - TEAN
D 58. 1% 03 brE I iz,

RTRA—H BTl (B 7)
Coax (12 g/mL) 1.24 (0.29)
Tuax (h) 3.18 (1.98)
AUCo-» (u g-h/mL) 94.6 (49.4)
Ty (h) 54.7 (30.2)
Ti2HD (h) 3.00
M&ZEHTRTD CL/F (mL/min) 11.8 (8.0)
Ae (%) 2.23 (2.20)
CLr (mL/min) 0.45 (0.60)
CLdP (mL/min) 192

T (%) 58. 1

Tiye @ BEHTRT ORI

TiHD 0 852, 4 ONT B HOMAEHT A ONFHEI T, )

Clr : B U7 I A

CLdP : 352, 4 X ONT HHOYHBEH 7 VT T A

F:82. 4ROT HEICHBIFICL > THE LEERNEDFER R—F 2 b
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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 B2 D 4 R O M ikENT 2% F . i Eha
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

—  BEES5E 1@75mg1 B 1EES — BEREE 1E75mg1B1EES

;El\ Q (CLer=7.5 mL/min) (CLer=15 mL/min)
< — CBERER 1E300mg1 B2 EERS
2 = AREREARCLT Hong (CLer=60-120 mL/min)
#® —
1
A
=~ o |
6< -
R
% 1
N © 1
H
$%
g o

T T T T T T T

0 7 14 21 28 35 42

FFfE ()
_— BERS5R 1E75mg1 B 105 — BEE5® 1875mg1 B 1E%S

:’E\ 8 N (CLcr=7.5 mL/min) (CLcr=15 mL/min)
£ .  BER5E 1E300mg 1 H 2 @ES5
= (BiEWERARE LT 150mg) (CLer=60-120 mL/min)
]
L
QAo |
2 -~
R
i
N ©
ey
%
g o

0 7 14 21 28 35 42

BRI (B)
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<BE>MBOENTBF BT 2 MIETIRE S I 2 L—3 3 URER (BREERRRIEIC1E 5 & RIZ 81T
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 B2 D 4 R O M ikENT 2% F . i Eha
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 VvT7F=27 VT 72 A7, 5~15nL/min (e %58 1 [B] 7Tomgl B 1 [5], FHT14 O 7c H & 100mg)
BeHFHTHEE TG EEZ S, B 8~14 HHITHRFEZ KRS

l 7 :1E75mg1 B 1EHLUBEREOHFTHE (100mg) % #%E5(CLcr=0.001mL/min)
= 1R 75mg1 B 1 BH L VUBHEOHFTEAE ( 75mg) %1% 5(CLcr=0.001mL/min)
:1[E225mg @ 1 B 2 @#%5 (CLcer=60~120mL/min)

= (ug/mL)
15 20

10

ik te=i Vs AU M
5

0 7 14 21 28 35 42

&5 &EERE (B)
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5. BREKAAE
(1) BRT—21\vo5—2
1) FRASRAERE., RHEHEESEER
KRENDERRT — 2 % or — P OFFRBRONEN T 2 FTRIRT,

<BAHFA> <HSEA>
%Iﬁﬁgfﬁﬁﬁ # 1 HEERSHER
PK &%
%Iﬁgﬁﬁgﬁﬁ % 1 RERSHER
BIEA%E [ 4A5NER
(1008-3J%)
| TSR % 1 /MAEEER
| (A0081120) (1008-196)
EHBE5REB .
(A0081121) % 1/ MR
(1008-030. 1008-045.
BE pR B IR ER 1008-127. 1008-132%)
(E#hE:1008-2J. -
BEDSE:A0081119) REREHER
(1008-061. 1008-198)
#%ﬁ%? : 6 PR 2R IR BR
BUODER | : (PK. Z=¥HEEH. BE %)
L D NN NN NN NN NN NN NN NN NN NN EEEEEEEEN

#: OREICB 2 HATREHIIC £ 0 RBGRT Tk Sh -3
TS RAERE] EHEREHRET IRBROBKT— 2/ y 77— DR

<BAEA> <HEA>
TSR R ER KEGLEIR % I /I0/IV 3R ER
(A0081163) LWAEESR (1008-014. 1008-029.
1008-131. 1008-040.
SESEEEEEEEEEEEEEEEEEEEEEEEEEEEE 1008_149s 1008_173#~
A0081071, A0081030.
A0081060)
£ MRS
H (1008-155*)
EMRERE
(A0081164)
§ RS S
H (1008-015*, 1008-074.
1008-165. 1008-134*#
: 1008-166* ., 1008-174**)

o HPIRALIE G o R S OVBEPRIFS M AR R RE RS L P 5 PRI O 7 2 142 & L 723k
#1 REICI B HA MRS ELC X0 BBGR T Tk SRR
IREEREETIEER] ZURIENRET SRBHFRICEMULBRT —2 /3y 7— O OB
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ENICBIT 27 LAY O RPN (CX 27&FEHFE ISRV T, EER KRR
W, RIS P AR S O R I T AR R AR 5 L © YR 2 x4 & L7 [ENES TIAE ~° 7 & A & FRER
B (A0081120 3Bk, A0081163 k) ThH D, MKT — X \v Fr—VEMERT HI2H D, HIREE%
MR CIXT ) » UV ZERIKIC X0 SNES 1T/ ARG 2 RFE R & U CoME L 7=, BEIRIF MR RS e
B2 R D IR IOV T, EANSIAERER (00081163 #AER) A ik & L, SMES I /IFEFER
HEHEERE LTHWE,

CHERZ AR ) 1BV T T U v P 7B E U CER LZENT 7 2R R (10081120 74
BR) EAMES I /IAHER (1008-196 #klk) 1281 260K O ZEMEIC S W TiE, FRic7 Y v
VIRNTEIC THE L HIEICE > TR L= & 2 A, HARNEAE AN & ORI TEUMEN R ST,
F7o. SMRMERBEOER K NAARAN ESNE NS T 2By EREICKRE RARIIRO NN EE XL
N, TV DU TR LI M LTz, Lizdd-> T, ENTERG L - EERBRIZI X,
SME L/ MAERRER, R 53000, BRRSEERRER (W 2raRSrE, Rl eI 1T 5 Ky EhtE,
WM AEERYE) OF —2 % BARNIMEL,  THREEHMER] 228 IR &3 2 E3E G Y
EARFEAKGRIE (2010 4 4 H) DERIKRT — 2 o r— V% LT,

RFE MEARRR R AR | A ZRE U R & 3 KR FH A RAR B FEICHB VT, AR ok
B %R A et g & L= EWETAHEER (00081120 3RER) 1TINZ.  H A A ARG P e 0 e 2 A £
FHTOMEROCHEEZRFT 272012, FEIRFERMREE IO D EH 2 xR L LZENEIHE Y
7 B AR HREER (40081163 #ER) A FhE L, AiRiEE %R 2 %R & LIZENT 7 & A R
(0081120 #fR) & DHIER VLMD AT 572, & HIZ, FEIRFTERMFRREEE I E 5 &R
G LTEAME T 7 B R B & O IR VL2 T 8 7 7 4 MR ERENRIRN T & &
AL, AEFEL/I/IVAET 7 R EEER E ORI GRBR2 2888 & LT, BIRT—% /3y 7r—
THERER LT,
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2) WMEFREICHE S KR
ARNDOEIRT — 2 23y oy — V2T D KRR — B 2 T ISR T,

<BAA> <SHEA>
ZEMET SR BRR (| g1/miErseRe@s
(A0081208) B&
EfBERE FEMAAT SR BRE
(A0081209) (A0081056., A0081077.

A0081100, A0081059)

: EHB5RE
: < (A0081057., A0081078,
: A0081101. 1008-033**,

1008-197**)

s o RS, BEPRPIVEAR R MREREE IOk O 508 MRS R . ATRAEBIEIAE (A 5 2 R MEIR I
e e RS & Lo

s s FRAERIAE AR ﬁtﬂ?’féﬁﬁiﬂ%fiﬁm TRES TR, WIS B AR A 5 & LR

# KENCIS T 2RISR REHTEIC & 0 BB Tk SRR

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

ERNIZBIT 27 LY O TERHEFRIEICFE S &IE ] (SR 28GR FEICB VT, BHEMIRIEL
ﬁ%kbtlm77tfﬁ%ﬁ%(%%Nomwm%)&UlW77tTﬁ%ﬁ%%mTLt%%%
gl LRG3 (A5 No. A0081209) ZRHlEEE L, HAANBRMEGMIEREICK T 5
VIR v DR R OV % 5 L=,

SLET T B AR KRB (755 No. 1008-105, A0081056, A0081077. A0081100, A0081059) & UMFEFE
BERIERERER (A% No. A0081057, A0081078, A0081101, 1008-033, 1008-197) (FZEEEE L1z,

V.
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3) MREEHAR
KEN DGR T — 2 78 1 — P DE RO BT &2 FRIRT,

<B&EA> <HEA>

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

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

: EMBE5RER
(1008-202)

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

TEEEMER] PRI RET HAZBRERITEMLBERT—2 /3y 57— D OHE

ENIZBIT 27 LAY o TREEEMEEN | (3 2 AGBH GBIV T, AR R R
MERETIRETH H2EMBERLRE R E LIZANET 7 2R R (755 No. 1008-125) |
[FIFRBRIC 5] & foe & il S M7= AMNE R W 538 (%R No. 1008-202) | [Al U < FHERE%IETR & x4
EL. BRANEE LS LZEERILE 77 A EER (B No. A0081107) | o> FAR MR
PR B (MZe R, SR (LIERNR) bAAIL, BARANT — X 2HETHZ L2 HM L
L7z ERNESE G538 (G5 No. A0081252) A FHAEELE L, 7 LAY v OFIEKR VLM ZFE
fith L7z

M 25 FR R IR A X5 & LT2ANE 7T 2 AR GRS (JR%R No. A0081063) X EB & kL& LTz,
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ERNTORZERFBICANE [ HHBRE VERREERRAR
( IFRADERMER] ZHREIIMNE &I HEEBRFERICIRT LIHR)

1R |BARN/|BE/ | . " . Bk ; I~ Beh | Bk | 323
o | SE | B 1%k No. x5 TRER O FEEA e i 1 H&E58 (ng) GREC AT
b)
# (1008-17 - REORS [HER [ P D0V 1007, 200 200y oy lyo |k,
HARA 300
FF |A0081087 i TEER|LA 20 P, 300, 600 7THR [20 [¥E, %@
= ~ e |HEL 2 #Z w|P 1, 2, 5, 10, 25, o
514 #F |1008-001 — Hilm] TIHEEMR 2 F e 50. 75. 125. 200. 300|" TR PR E 7§
B : P, 25, 100, 200,
SEAN 5 5 Py ey | HEED 300 18] - e o
2 [1008-002 Hi[A] - SAE =V LH 2/3 K P. 75. 300. 600. |15 H 57 |3, &
900
3 [1008-023 i CHEEMR|L A 3E P, 900 29 HiE |16 |38, %
7F [1008-2]  |minE KR 72 4R H] HEMH | HE P, 100 1E (8 E NS
AARA | o, " y AW R S o HimEl, 3 H# " o
F |A0081119% | fHERL A S HEB |, e | 150 LE |20 |3, %
7F 1008049 |E0E s o JEEM (Ml 50 LiEr 26 5
§ wrE | -
3 [1008-121 gg@fﬁ e B FEMR | HiE 50 L 12 |3
=5 . NAFT XA FEY - HiaEl, 38 i
#F |1008-003 S 4 BEOLE HEB |, e |100 LR 12 |3
_ B RR A i
ZE [1008-005 ~ ANT L FEEM | HiE 100 1E |6 B3
- _ - Bl 2 4 i
3 [1008-128 BHEOEE FEH 2 Ao ps | 150 TlE 14 |3
o 1228’018‘ ALTEEE SR (1A 3E 600 8 HA |11, 5|3
& 1008-019 [TAA IRV |FEEHR |1 H 3E 600 8 HE |14 |#
3 11008-020 | ZJEMIX |FEEMR [LH3[EH 600 8 HiE |12 |4
. Ca Jx=hAr  |HEKR 1A 3E 600 8 EM |2, 1[5
ESE 2 [1008-075 H R CBET 3K JEEM |1 H 3 600 22 HiE|16 |3
SEAN [ L HE). 3 1]
#F |1008-077 1B HEM 11 A s | 100 LE |12 |38
i R EIENEE
=7 1008-144 % BEB |, Lo p < [Py 300, 600 3SHM |21 |3
- - i e [ H 2L 48
#f |1008-076 ERA PPN —EER| ), L s [P 600 2AM |12 |3
~ fREERE R R — 1 H2ME, 44 e
& |1008-078 Fxvaky |“HER s A si P> 600 2 0 |12 |38
B _ _ Cown |1 B 2[E 48] N
= |1008-079 & )= “EER|, L4 [Py 600 2 HEA 13 |3
3 [1008-072 ATERSRE~O B | THERKR|LA 3FE P, 600 1446 |&
B RAIRRE - FseE®| . [1 H 3, 3 o
wF |1008-097 HEHE 0 8 —EER| ), L [P 450 3HM 23 |&
2 [A0081022 ML/~ 0D B2 —ESK|1 A 2E P. 600 29 HRl42  |%
BEEHE O
i ~ LA/ T | e s | — e [T 5 2 P, 200, 450, -
wf |1008-098 = HELR O FTRERE | R I A —"— [T ERA 15, 30 1 15
EE

i R, £ B ER

P 7T, 4 REIRE, & Baett

a) AARNZGRICHME TIM L7285

b) BFOXEHE LICHE (BRFORET, HE, 27 o 24— "—IC XV E L, )
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EATORZHBICAVWV-EIHARVENARUVRREHER
( TFRETEHER] ZMEXIIR L 3 5RRBHERFICIER LIAER)
BB (BARN/| R |, . AR . # 5 #wehR| T
155 No. % TRER D FEEE . b 1 = ] B
om | amEal 2 1R5% No PIEd 1RER OFEIH Sk ik AH#&5& (mg) i N -
% [1008-3] ZEEE TEEM (1B 3@ |150, 450 6 i 31
EAEEEEIN presy Ll
% |1008-4 i m “HEEMR (1 H3 P. 300, 450 2 38 34
J e HEM |1 H 3ME bl
AAA | 3F [A0081120 CHEM |1 H 2@ |P, 150, 300, 600* |13 3 371 | a7,
FF |1008-030" “HEEM (1 H 3R P. 75, 150 5 i 255 |%2
gy =T 0452 | . TEy E] . N s
1 /10 fﬁ 1008-045 iﬂkfgr S —— gﬁaﬁ 1 B 3[HE P. 150, 300 8@ 238
FOAAEA | BE |1008-127Y | ARRRSE “HEEM (1 B3E  |P, 600* 8 173
% |1008-132" “HEEM (1 H2[E |P, 150, 300, 600* |12 216
#F [1008-196% “HEEMR (LB 2FE |P, 150, 300, 600* |13 i 368
HAN | #F [A0081121 FEHR |1 H20H 150-600 147 126
3 11008-061% 3 5 183 75-600 IfR72 L™ (154 |22
I P 2 P =M HEHR B I FR i
27 |1008-1982 FEH |1 H2E  |150-600 HIFR72 L® |275
i FHEEE. & 2EER
1) SEhEE : kE 2) FEEE RN, A=A NZ U7 3) FEhE  kE, b F

P: 7T7wvR, A Ak & Bt

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

WeBRFE 11X 300me/ B &5 LT,

T

KEI
Wz,

SR TARRRBRSEHE 12~ 7 R & I T FERRIR 23 AU SR
T EMb KE K OFESMNE T O EMEE R 2 %14 & 7 D ERRERIC
NTHE AR Z I LTz, ZDtk,

LINRE AL, FDA L

# FEREE T T LAY ORRIRATIS AR I

RN

B D#H 5

No. 1008-061 T 312 i

. 185% No. 1008-198 TiX 172 M TH ~ 7=,

SHIEEEHEE (partial clinical hold) *{

S

ik

BN

{25 L C FDA |

& CLler J2

(30<CLcr<60ml/min) @

WRTHEISNEZRRTHY . L

HFRER T LN AT K2 ME B O FEBUE N 2358

PRI

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

IBMMOIEERRERT DA, AT~ 7 ATRRAZR O TH Y . & h~DSt
X IR BRI S iz,

X DHIGIEDTRGR SN D £ THREMRET 5 2 & & Uiz, mR&EGHRIZIER

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

B8 |HARN/[FE/| L ; , R . b5 ||
16554 No. * TRER O FHE ; i 1 i1 o -
D S A % 165k No FSES 1RER OFEE Fik % H#E & (mg) 1R H¥ S
HASA | 3F |A0081163 “HEEM|LA2[E P, 300, 600* 13 38 314
% 1008-014 “HEM|1A3E P, 150, 600 6 i 246
% |1008-029 “EEM|LA3E [P, 75, 300, 600 |5 337
* NS
m % 1008-040 “HEM|L A 3ME P;%0‘7\h)9ﬁ 254
FL/IL 75 R 7FY T
M PMEA 5 Tloos-131 TESH(1A3E [P, 300 8 i 146 | O .
% 1008149 |jero oy CESK|LA 28 [P, 150, 300, 600*[12 ¥ 395 |%
% |1008-173  |SRhymhig THEM|L B 2@ |P. 150, 300, 600*|12 ¥ 147
% (10081071 5%{%];{* “HER |1 E 2@ |P. 300, 600% 13 i 456
> ¥
% |A0081030 N “HEM|1 A 2@\ |P. 150-600 14 7 406
EEERPANEEDN 7R R ;
% |A0081060 _HEEM|1A 2@ |P. 600 13 38 167
HAA | 2% [A0081164 HEM |1 H2H  [150-600 14 123
£ % 1008-015 £ JEEM |1 H3E  [300-600 2 4 220 -
Bels 1AHEA | % 11008074 / JEEK 1A 3 |150-600 IR L2189
Z |1008-165 SR [1H 2@ |150-600 HIRZ2 L @[329
HIRES| . . . ZEICL TN
SILK % |1008-155 |, . . |7 T RxE | ZEER|1 A 2 P, 600, 150-600 (12 i 338 |
EEIAE (SREA w7 *f HEM (LB 2ME i %
R O bR
% |1008-134 =S 5 1H3 75-600 7L (249
py s SEA %ﬁ*ﬁﬁ% =F A 3 HilkR7e L
% |1008-166 | MR JEH 1A 2B |150-600 WL 9156 | %
EIVHE [SMEA WZHED R 7 5 2 R xR
% (1008-174 |45 JESH |LH 20 |150-600 iRz L |9

FE FHEE R B EER
P: 7FIRR, A A, LAtk
% 0 LAY 2 600mg/ HEETIX, BEYE Cler B (CLer>60mL/min) OHBRE1Z1Z 600mg/ H ., % CLer B (30<CLcr<60mL/min)
WEBRAE 121 300mg/ H 2 #5- L=,
T - KENCR T DR EHE (partial clinical hold) ®ick v, BMBUEF CTHILENZRABRTHY . ZEMEFTMICH
W=,
M TARRBR S 2~ 7 2 %2 W T FRERR DS AUJRMRBR T L TN Y N2 X 5 I IO SRR EE R S58. B i
T b KEKRUFESMNE T ORI E M 2 05 & 3 2 ERR BRI R LT FDA IZ X 23 0B RBHE ES & b, H
WNTHHE TARBRZ T IE L7z, 0%, BIOIEERRBRA TO, AT~ 7 ARFRARLOTH Y, & h~Dstk
FRMEIIARWNZ EAVREN, FDAIZ X DRy AR B IR S -,
a) FMETT LAY o ORPRIGIBLAFREIR SI0E IR ARAG AR A 5 IR IS x 3 2 i I E A3 AR S 41 5 & TR Gk
T2 L L Lz, HERGHEIT 1008-074 B CIX 289 i, 1008-165 RABR T 228 i, 1008-134 RBRTIX 52 3., 1008-166
R TIZ 192 1, 1008-17T4 RERTIZ 3 W TH - 7=,
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ERNTORZHFICAVENRARVRAKREHR
( TERHMEFRIEICHE S BIE] ZRRERIPR &I HAZBRFERICHIET L ER)

NN =1 o -
gﬁ Z;i”; 1552 No. *% | WBRORHE iﬁ Ak | 1 A5 (ng) g; iﬁ ;ﬁ
AR | HAA | 2% (40081208 CEER (LA 2E [P, 300, 450 16 3 498 E(ﬁm‘
A1/ % |1008-105" “HEEM LA 3E |P. 150, 300, 450 |8 i 529
% |A0081056Y | . ... .. IR | ZHEEMR |1 A2E [P, 300, 450, 600 |13 748 | (A,
P aoostorr) |V imo [Saeme (L zm [P, 300, 450, 600|148 145 |%
AR % |A0081100” CEEM |1 A 20 [P, 300, 450, 600 |14 3 736
| osioson i}zg#ﬁ 1H2 300, 450, 600 65@ 1051 ],
% CEER LA 2 P. 300, 450, 600 |26 566
AAN | #F |A0081209 ek [1A2 300-450" 53 106
Z |A0081057" | s 1A 2\ |150-600 52 il 429
=M % [A0081078" PR A HEHR  |1H2E  [150-600 12 38 420
=H %
#5 | HEA | % [a0081101 JEERM (1 B2/ [150-600 12 357
% [1008-033%  |1& ML SR" JEEM |1 B 3[E 75600 BUERS  |1517
% [1008-197"  |1BIEH )G FEH |1 A 3ME [150-600 HEET 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:7TRR, A AN, Z Ltk
* 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
BN KENCR T D BRE N E (partial clinical hold) ™Ik v, REREPCHIEINZHBRTH Y . LM
W7,
B TAHRBR S H IC~ 7 A & AW T IRER R 28 AUFERRBR C 7 L R U ic X 5 i PIE O R BAEFE BN 23380 H 7z
T EnD . KEROGESNE T OMERBE SR 2 0t 5 & 3 2 BRARFRBRIZ KT L C FDA 12 K A MIREEHIE S & B,
WTHEITMRERZ P IE Lz, Z0%, BMOEHEERBRA T b, At~y AHERNRLOTHY . B b~
FRMEIIARWNZ EAVREN, FDAIZ X DRy BB B I fRs S -,
a) 1H%% No. A0081059 DIEEMMIIL, T v & LbiafH kiR
b) WA 150mg/ B

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

NS 2 By = |
ol ool B A 1% o | o0 | ms | TR e | R
AAN/| . 1 [ s 3 ) N (219
N i i e il i il S P I
SAEA | B |1008-125% 77K | EER (1B 2E [P, 150-600 |12 137
SI/1D RS LT
M| BAN | BF (0081252 | [ th 7 JEER |1 A 2 |150-600 5238|103 %
SRt s RIS
AT A (i #)
SMEN | FF |1008-202% | ¥ 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" |45 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) BRIRZEIEEAER
BRMHRY
HANBERR A TS PEIC 7 L 773 ) 22 50,100, 200, 250 K UF 300mg (45 £ 5 6 B) % #fs eI Hie]
B G L7z & & 200mg $%5-LL_ECHARBRRAER A L <GB BALTZ 3, B 300mg £ TORE
PR S, FEWBIRBICI WV T O RIS EE T~ & Z L idenoT,
7. BANEERABMICF LAY > 1 [[] 150 KON 300mg (458 761 % 1 A 2 BIERN

BhE L& LI O OWTRIEIZERD b ive o iz,

ARBRAERUVRE

(HREEHER
WE. RIS EE LT LAY 1 H 150mg 2 1 B 2BENCAT TRO®BE L, 0% 1EMU Ex

FC1 AHEE LT 300mg £ CTHET 2, 7288, i, ERICEVEEEET 25, 1 B&&HH®EIE 600mg %
BNz, WS LA 2EICHT TRABET 5,

CRRHERRTEIE I 5 & 9B)
WEEL. RIS EE LT LAY 1 H 150mg 2 1 B 2BENCAT TRO®BE L, 0% 1EMU Ex

T 1 HMHEE LT 300mg F Tt L7-%. 300~450mg THERFT 2, 7233, Fin, EMRIC & 0 @ BT 5 25,
1 FEEHEIT 450mg 22202t L, Wb 1 A 2B TRAKET 5,

V. IGRRICEEY 5T A 42



(3) FAERIGRRAR
BB L

(4) 1RELAIEHER
1) ARG

EEALLITRHERIGHER
DA0081120 HER (WIRAEBRARRE) (TUyPoixgaER) 7
E%:%%ﬁ%%%@f%%%ﬂ%’\7vﬁﬂ)ymm 150mg. 300mg % 1 H 2 [Al#: 5 L7~ ¢

DA

(CREL T, 77 BARICHd BN CHEOSME 2Rl 5,

BT A v

77 AR, EERE, CHER, WATHERE, ZhiadkFE R

OE

RIS R PR R 371 5 (e 5-461)

EEVASEN S 00

o W0 M O 3L 2 B < AR RS 18 kLA LD B4

'%%@%ﬁ&fﬁ&%’TﬁﬁSwHuLﬁﬁbfwé$%

- BIEHIBRLER (232 1) RO ZEEmEIBEARE (2% 2) 2B 2 EMER McGill
ﬁﬁE%%(WMW)®WBmﬂMmuLT%5%%
“HEERBMGEE (%72 2) TTORADHGEICBWNC, WBETHEO S H 4 B
D ot PN o AT N 73>0J?i’32377§)4uh*63?>6%%‘ %

T bR E

< FE 2 FEUNICEMIEREOBZBIN T SN EE

A RIEIBZ AR (0 U CHRRAEE & 2 VW SR IRAVE I A 1B R & fE 1T S i B

« Cockecroft and Gault ZH>& % H U7~ Cler B2 30mL/min LA F DB

A DOFMIZ RS D K 5 RSB %R AR L OJF A0 & 5 B

- R ORI, A ORI ET 5 K O ko EREEF T 285 %

BT 15

:ﬁ%@%ﬁﬂBﬁ@kb\152@ﬁ&L7VﬁNJV7Mg1%m 300mg X%~
TR E®RE Lz, IFBRIEIX _HERMIBGR (X2 2) 0¥ FND 13 H - Rk
Skl B O E CHRA Lz,
e G WIRX 13 3 M & Uiz,

BEDFHAf

FHEEIE H

EN. %D

<RAD BEED DR U B iR O 890w 2 2 7 (0~10 @ 11 BERETREAM) *
B R AT

c BRI SIS DT E DR AT

AT OIIE A AT ISN— AT A B 50% UL HET Lz (LAR &
—) OEIE

) JAOAFEN SR Ll EEm A2 =27 (LU, ERA=2T)
PBRF (A ARLRIFIS, 825 24 FERIOYF A2 0 (72 L) ~10 (ZHELEZRWRZA) © 11 B TRE

fili L 7=,

W 24 KT, HR7-0fA @, BB TDEIRIFEH, GV Y T L X9 RIFHRE) ORE
b LS RTHTFEZRATIIZEY, (—DEFEALTOEDIT D)

0 1 2 3 4 5 6 7 8 9 10

. Lk

2oL T2V A
V. RRICET 5B 43




I. BOMHEOHKHR

(1) FAEFHMFREOE R A 27
FEFIE H Ch D Rf& MO E A 2 7 OFEEIL T 7 R #E, 7 LAY > 150mg/ H
B, 300mg/ H A&, 600mg/ HFETCENFI 5,12, 4.81, 4.26, 4.49 THV ., T XTHOFLHN
UUREN T 72 RRBEL WK<, 300mg/ HEEK Y 600mg/ HBECTIlE 7 7 AR L THEEHAOIC

HBERENTINT,
BRFTMEBEOEREFERATT P (FAS)

I YN S AR TS5 ERL DI

AP AR 51 (5 £ [95%C1] b IE
7T AREE 97 5.12 (0.19) - -
150mg/ H jiz3 86 4.81 (0.20) —0.31 [-0.85, 0.23] 0. 262
300mg/ H jizs 89 4.26 (0.20) —0.86 [—1.39, —0.32] 0.002
600mg/ H T 97 4.49 (0.19) —0.63 [-1.15, —0.10] 0.019

CI : {EHEX[H

a) BRECBITDRN—RF A0 REA a7 OFEYHERFE] - 77248 [6.241.5] | 150mg/
ARt [6.5+1.6] |, 300mg/H#E [6.1%+1.4] . 600mg/ ARE [6.2+1.5] , 228, FHICBITH—2
T A v OFMRGHNL, FA&EHERE & FFIEkTh o 72,

b) EHREE O Cler JEZIR T, N—RA T A AMlEILE R L T DIHL0HHT.

(2) BRHIE AR D Z L OFER A a7 OHERS
WL DS A 71X 150mg/ HEETIEE 1 L O 2 C7 7 B ARREC IR L CHEIZED
572, 300mg/ HEEK N 600mg/ HEETIEE 1 @O REHMASEEZEL TF 7 B REEHCHE L
THEILE»- T2,

101 E > b4
ZLANU>150mg/BEE
91 -4 - 7L A/\U>300me/ HEE
——7L#/N)>600mg/BE#
8_
’T 7
’%
a6
7 ®--.... & ocane e
% 54 — ®-.... P @ eeeee oo e..... — "
N —— . ——
i s
% * * (150mg/R)
5 34 sk kk dkk kk kk skk sk kk ke ok kk k%% (300me/H)

sk oskk skesk skk ek skek kesk * * b 3k * *  (600mg/H)

K254y 1 2 3 4 5 6 7 8 9 10 11 12 13 (@)

R5HAME RO Y 55 LIIE T 51 L BT
*:p=0.05. *%:p=0.01H7/Z1RE)

SIS |~ 294y | 138 | 23 | 308 | 408 |58 | 638 | 7 | 8 | 9 |10 | 118 |12 | 1338
PN 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 77 77 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 AT INR—RF 4 0D 50% 2L B LT B (LAR & —) OIS
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, T78RHEET VI CHEROLE TIX, VA3 0 300mg/ H#E LW
600mg/ H #E CREGHIIICH BR 2D R S,

LARVE—DEE

WRH LAk g () 7 Ch e
p fili
IR 97 15 (15.5) -
150mg/ H pizg 86 21 (24.4) 0.1160
300mg/ H pizg 89 32 (36.0) 0.0015
600mg/ H Jied 97 30 (30.9) 0.0107

a) CLer D #ERIIK+ & L 7= Cochran-Mantel-Haenszel (CMH) 7%,

I ZREMOHER

T VAN ROT TR KD RAEVERH G5 O EIWE- R BLERIL 64. 2% (238/371 f4)
Thoto, WiRiL, 77 BHREET 43.9% (43/98 f51]) . 7L A3V > 150mg/ H#E T 57. 5% (50/87
) . 300mg/HHET 73.0% (65/89 fil) . 600mg/HHET 82.5% (80/97 fiil) Th -7z, F72AEl
TERIX, FEED v, IR, Rk, REMHERETH -7, LAY COBEERBWERIL,
150mg/ H BEZ D AEZE 141 (Bl : R[EIHE) | 300mg/ H REIS Eak s 2 /IR ED 161 2 1 iz -
[E1E) s Sz,

e e FUHNY v
AN ~
B5-H 150mg/ H 300mg/ A 600mg/ A &k
n (%) n (%) n (%) n (%) n (%)

L PR & 5241 98 87 89 97 273
Bl I S8 B A1 43 (43.9) | 50 (57.5) | 65  (73.0) | 80  (82.5) |195 (71.4)
{EH 3 (3.1 11 (12.6) | 10 (11.2) | 12 (12.4) 33 (12.1)
RAY PR 1 (1.0 4 (4.6) 11 (12.4) | 17 (@17.5) | 32 (11.7)
FEED F 6 (6.1) 10 (11.5) | 27 (30.3) | 48 (49.5) | 85 (31.1)
fEER 7 (7.1) 19 (21.8) | 22 (24.7) | 37 (38.1) | 78 (28.6)
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CENFEMAERER MERFERERIEES(CHSER) (T3 AXEREER, A0081163 FHER)
HE BRI HR R R (20 O IR 2/ RIZ, LAY > 1650mg, 300mg Z 1 H 2 [Alfk
5 U Te R AR O et 2 il 4 2,

RERT YA 7T wRRR, EEAL, TEER, WATRER. Shsk I FRER
x5 BRI PE R R B L P 5 P BB 314 1] (B 5-451)
F 7B GRALE o Ih B O L 2 B < AR 28 18 ik LA Lo B 4c
A RBBHDE, 2BIOFERFE LIS, e b TERBLTWDEE (~F
ruavryAle: 11%LLF)
JEBRET () EFASEKRMICLLTOBAN D, iz he—An—EThD
MW E T2 ENTE HBRA
ABERIGIEER (MBS TAL, A AV L) OBRBEEZIT, o ENBIZERY
BlfAME (2 1) TR LD 30 BRI EOMBET—ETH Y. M oIRBRH
M s —EICHEF TN TE D EFPHITE DAY
AFERTFBFEEOIBRE 2203, EE) - RFFEL T ORBE T, IBENERZD 1
FTIARL< ED 30 HREILL EOHIRIT—ETH Y . IR+ & ER) - 5%
EE—EOEEIHRT D LN TE  FICHERIFIRERELLELE LN ET
BT BHEHE
- BEWIBAMAKE (R D) ITHEIRIFIC L 0 R & L D SRR O R S E B I 25 7%
PRERETE L BT D Z LN TE FORERN 1 FELL LRI TH D LT TE DA
#
- BIRWBIAERE (2 1) ROVBRWIBIAER (2 2) ICBT MR McGill Y
RiZe (SF-MPQ) o VAS 7S 40mm LA 1 Tdh % B
REWIBMAE (2 2) FTORADARECE VT, BETAMD S B4 AMUE
SR ADEHIFEA S, DO RAa TN 4L ETH B EE &
Ep bR LUE iR 2 ELUNICEMEIELGOBZKIN T ST ig
+ Cockeroft and Gault =2>S B H L7 Cler fE2S 30mL/min UL F O HBE
o BEPRIRPER A AR (T B U A W BB A A B R
IR A OFHIIZ T B X 5 2 BEIR IR AR AR B L S IR LIS DR A3 > B R
#
A OFHICET D L) thORBHEEL AT BT 5
Bk TVUANRY v EIRREYBAR O & T D IRAZBIMA L, LEB OB oO%, 12 380
OREEREH TIZTF LAY > 18] 150mg, 300mg XiZ7F T ER%Z 1 H 2 BEFA IR
AL, 1338 - PIbkE (Rf&REMRE) Skebi B £ CIRA L7,
FEHBGRBICEAT LAV EBE X LEMORE 287 14 8Rkbi B £ CIRA L,
BEHIRIT 14 BB E LT,
B O FAL FHEIE B
FEAEHT
o BAKFMER B IT B _R—2 T A UL OMEFEYPEIFA 2T (iAHDHEFET 0~10 D 11
FEATTRHMtEND) D2 EEY
B R AT
c BRI SIS DT E DR AT
- BB OEIE A a T R — 2T A b B0%LL KT L7-#ksg (L AR
2—) DOEE

) JAOAFEN SR Ll EEm A2 =27 (LU, BRA=2T)
PBRF 1A AR IS, 825 24 FERI O A2 0 (A 72 L) ~10 (ZHELEZRWRA) © 11 B TRE

fili L 7=,

W 24 KT, HRT=0A @, BB TDEIRFEH, GV Y T D89 RIFHRE) ORE
b LS RTHTFEZRATIIZEY, (—DETFEALTOEDITD)

0 1 2 3 4 5 6 7 8 9 10
. Uk
2oL AN
V. RSB S A 46




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

FHEFAMIEE Th 2 & RIRF OB SEXEE A a7 OFLEIL T 7Rkt LAY~
300mg/ B #E. 600mg/ AEE CTEINLFH., 4.83, 4.20, 4.08 THY ., X—2 T4 VNS DL
BlXEnEFhn, -1.20, -1.82, -1.94 TH o7, mEITMEFIBIT D=2 T A VEENDL OB

SEEESRR A a T OBLEIL, VAN UERECT T BRI TR EIENRL TWD
Yl
R—R 54 VENORERTMEBE TORETLYERFRAITNDEILE (ANCOVA) (FAS)
S ) . . L
SEA TN 2 2 T A& 7 TR E D
e YN TR PYNSESE .
() (P eaet) 2 [95%C1) p At
7T AREE 135 4.83 (0.21) -1.20 (0.21) - -
300mg/ H #% 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 : {BHEX [
a) BWHREN O Cler BER T, N—R T A Al &I B L3 5 5B,
(2) FEHMERSICBIT I L OEFA a7 OB
WL DA 2T OHEBIZ DWW T, 300mg/ H ALY 600mg/ HREEE HIZ&E1% 1 BRFLY

77 R AR L TR MM SR E L TARRUGENED b,

B EDERBAIT DHEFS
87 —o— 75t AEE (n=135)
—a—7LAH/NY > 300meg/EE (n=134)
74 —— 7L A/NJ> 600mg/B## (n=45)
& 6
%
57
7
& 4] —
iR
% 31 ES skk sk ks £33 skk skk sksk kg kg sk k3% (300mg/B)
S'Z ke skk sk &k kg skk skk ksk ke * * %k (600mg/8)
g 27
11 RIS E LRI U KB RRIR
*:p<0.05. k% :p<0.01CH7StRE)
O T T T T T T T T T T T 1
R254v1 2 3 4 5 7 8 9 10 11 12 13 (@)
RS HAR
S EIE | AN 274y | 13 | 20 | 3@ | 438 | 5 | 638 | 7 | 8 | 9 |10 | 1138 | 1238 | 13
FI¥R| 135 135 | 133 | 131 | 130 | 130 | 128 | 125 | 125 | 123 | 122 | 121 | 120 | 119
300mg/ H 134 134 | 132 | 129 | 128 | 125 | 125 | 124 | 123 | 121 | 118 | 116 | 116 | 115
600mg/ H 45 45 41 41 41 38 37 36 36 35 33 33 33 33
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(3) R (UEHDOFE)

AEEHIIE DI A 2 T INR— 2T A D 50%LL B LT-BE (VAR Z—) OES
. FTEAREE. LAY 2 300mg/ HEE, 600mg/ HEETENLH 21.5%. 29.1%. 35.6%
Tholz, LARUVE—DEIZIINTHOFLHTAY VS 772 RBECHTE <. 300mg/
AREIZEER 600mg/ ARECTORIGITE D -T2, 7T BARBE LK T LAY UREO e Tldifist
WA E R ZETrR SN0~ 7= (300mg/ HAEE p=0. 153, 600mg/ HEf p=0. 059) ,

LRARUE—DEIE

WEEH AR y—ag () 7 EREOHE
p fii
7R 135 29 (21.5) -
300mg/ H pizs 134 39 (29.1) 0.153
600mg/ H pizs a) 45 16 (35.6) 0. 059

a) CLer fEO3 EZJERIINF & L7z Cochran-Mantel-Haenszel (CMH) 32,
b) LA /NY 2 600mg/ HRETIL, HH#E Cler JE (CLer>60mL/min) O#ERE 121 600mg/ H |
% Cler J& (30<CLcr<60mL/min) O#EERFE 1L 300mg/ B 2% 5- L7,

I REMOHER
T VI NY RO T R KDVl S TR ORWERFEBIERIL, 77 AT 36. 3%
(49/135 f4)) . LAY > 300mg/ HEET 56. 7% (76/134 f4]) . 600mg/ HEET 80. 0% (36/45
) ThHoTz, EREWEAIL, FEMED E VW (300mg/ HEE 19. 4% K& Y 600mg/ H EE 37.8%)
IR (300mg/ H & 20. 9% M OF 600mg/ H & 40. 0%) . RFHMEIEIE (300mg/ HEE 12. 7% M Y 600mg/
HEE 13.3%) . REHEI (300mg/ HEE 11. 2% & TN 600mg/ HEE 11. 1%) TH -7,

N TVUHNY
BehBE 7 7Em 300mg/ H 600mg/ H BEF
n (%) n (%) n (%) n (%)
AR R G4 135 134 45 179
BIEH B 49 (36.3) 76 (56.7) 36 (80.0) 112 (62.6)
RAYPE IR 6 (4.4) 17 (12.7) 6 (13.3) 23 (12.8)
FEED F W 9 (6.7) 26 (19.4) 17 (37.8) 43 (24.0)
TR 11 (8.1) 28 (20.9) 18 (40.0) 46 (25.7)
EEHEM 3 (2.2) 15 (11.2) 5 (11.1) 20 (11.2)
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ONEFMIEHER FIRAESERMERE (T yI o aZHER, 1008-196 =88 GMEAT—%) -1

HE) : BB %R B 2Rz, 7L A3 > 75mg, 150mg X% 300mg 2 1 A 2 [A], 13 ¥
M5 U= B o F M b 022 20 2 Wit 5,

ARRT YA 77 AR, EERL, CHER, WATHERH, Zhax LR

PIE S RIS 1% PRt 4 368 1 (TTT)
7RI « Wt M UM FLAR 2 R < 18 7Ll LoD 2

- WK O BB IR M AN 3w AL BRI L T p 2 b

AT Y == TR OVEVES BN O AT RIS FE N U 72 R McGill JR A R
(SF-MPQ) @ 100mm Visual Analog Scale (VAS) W94 40mm L ETH B Z &

T HMOBEYO S b, FWAO B (RR%ICER & 3E Bl L Cidgkd5) %4
HRELLEFEER L TRV . 2> 0~10 @ 11 BEFETHIL L 72 FEEH A =7 (BAF,
EIRAaT) N4 ETHDZ L &

FrRpRoMEYE <R 2 ELINICEMIEE OBEN T Sh B

- HRRITIS AR 16 L TR & 5\ IR B 7 1R A AT S - B
« Cockcroft and Gault 2> HE H L7z Cler ffA% 30mL/min LA F D BHE

- AR OFHICE RS 5 L O RERIREE %R U OF A0 b 2 B

< HERIES ORBINLIC, WAOFHMICEET D L5 Riho R EREEE T E8E

A

s

BT 1A 1 EROBEHE T %, A ANIEEL - LB E I LT LAY > Thng,
150mg. 300mg XIX7 T RZ _HEEMRTICTL A 2@, 138 (Goo 1 BEIEH
B, 0% 2 BREEERR) . RO&kS5 L,

ARWEOFH EERHIEA

FAET

< FRAAD HEED BB LT B O 2 27 (0~10 0 11 BEpSTREAM) ™

BV FRAT

« KM R OE A T

« FeAKRERE DRI A AT INR— AT A D 50% L IR T LZ8BE (LARSZ
—) OFIE

) MAOBFENSHEBE LR TPEER AT (UT, ERA=T)
BB 1 HRRIFFIZ, 82 24 FER OB A% 0 (BA7R L) ~10 (ZHLL EZeWEa) o 11 BRECRE
fili L7z,

W 24 BT, HR7eofis @, B BT DL RIS, GV YT L LD RIFHRE) ORE
b IS RTHTFEBATIEIV, (—2EFEALTOEZDT D)

0 1 2 3 4 5 6 7 8 9 10
IR A Lk
L 72U VR

V.
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I.

BMEDHER

(1) FA&RHE DS A =7

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)

\ S YN ST TSR L DR

BeaRE AT (SE) E (%R plE RS p O
75 R 93 6.14 (0.23) - - -
LAY 2 150mg/ B 87 5.26 (0.24) -0.88 [-1.53, -0.23] 0.0077 0.0077
7L AR 2 300mg/ B 98 5.07 (0.23) -1.07 [-1.70, -0.45] 0.0008 0.0016
7L AR 2 600mg/ B 88 4.35 (0.24) -1.79 [-2.43, -1.15] 0.0001 0. 0003

BERE L ORZFEAEREENCKT 5 p i : fizZ 0. 2965, CLer & 0.3991, ~X—Z 5 1 1l 0. 4771
a) FRECBIT 2= F 4 O [FHIXI G5, R A 27 OV 2 FERERZ] 77148 [93 1, 6.9+1.5] |

b)

VU JINY > 150mg/ H [87 5], 6.4%1.6] | 300mg/H [98 i, 6.7+1.4] | 600mg/H [90 fi], 6.7=*=1.4]
ITT @D 5 B MR O R 2T o T-BRE TRt 5ok & LT,

c) ¥HEE, Mgk, Cler AR T, N—R T A VHALEE L4 5 W58
d) Hochberg {EIZ & 0 7%

(2) FEHMERSICBIT I L KR A a7 OB

=

]

A

-

7 6]

B 5-

VN

- 44

9 5
1_
O_

BT EDERAATIZE LANS . WTFRO T LANY) VTS T 7 BRI THEIZK
<\ TOEFHRGHIR Z 8 U THe L7,

B EDEB/AIT DR
--e-- T 1REE
— 7L #/NJ>150mg/BEE
-4 7L FN)2300me/ B
——7L#/N\J>600mg/BHEE
......... ...,......--...-................-.....-........,_._,...........---.-........-.........,_'_..
_7__;_'_.4_7_[,_-'--'-"-ﬁa-_'_;“;____‘_,——"“"‘_—‘___"'"“-—-*—'__-“

o
&- o & e
\ g —— g -

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

T T T T T T T T T T T

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

51

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

ST 3 A=274y | 1 | 238 | 338 | 408 | 508 | 6 | 7 | 8 | 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 (LEHOEE)
BGOSR A I T NR—=ZA T A 1D 50%LL BB LIZEE (VAR Z—) OEE
. WITNOT L AN UHETH VAR —DEIGIXT 7 2R THEIZE ST,

LRAKRUE—DEIE

SWEAEE L AR A—E (%) 77ERE DL
p fif
TR 93 7 (7.5) —
150mg/ H pizs 87 23 (26.4) 0.001
300mg/ H piz3 98 26 (26.5) 0.001
600mg/ H piz3 b) 88 33 (37.5) 0.001

a) Cler JBZ ERIKF & 45 Cochran-Mantel-Haenszel (CMH) 1. Hochberg }EI2 LV ZEM 2 3% L
7= pEERT,

b) LAY L 600mg/ HEETIL, &Y Cler J8 (CLer>60mL/min) DO#EERFE 121 600mg/ H . & CLer
& (30<CLcr<60mL/min) DR ITIX 300mg/ H & 5- L7,

I REMOHER

TV NY RO T R KD e MERHl e S TR O BIE R BLERIL 60. 0% (219/368 f41)
Thotz, Wikid, 77 BHREET 39.8% (37/93 f5]) . 7' L A 3V > 150mg/ H#ET 59. 8% (52/87
1) . 300mg/HEET 64.3% (63/98 B) . 600mg/ HEET 74.4% (67/90 B)) Th o7z, F72E|
TERE, FEED £y (150mg/ HEE 16. 1%, 300mg/ HEE 32. 7% & Y 600mg/ H B 36. 7%) . fH
R (150mg/ H#E9. 2%, 300mg/ H B 11. 2% K& 1) 600mg/ A Bf 25. 6%) . AAYMEEIE (150mg/ H A
12.6%. 300mg/ H & 14. 3% K8 600mg/ HEE 13.3%) Tholz, S LAY o OEEREER
1%, 300mg/ HEEIZ T F 7 4 7 F% O —kRRG 1 B, 600mg/ H BEICTZENME 8 F /BRI E /7 1
it/ ARAE P NE /R D 5 3 1 Bl Sav, Wb EIE LT,

o e FUHNY
whE 7 7Em 150mg/ H 300mg/ H 600mg/ H

n (%) n (%) n (%) n (%)
L VERHAT kT 5451 93 87 98 90
BIIVE S B4 37 (39.8) 52 (59.8) 63 (64.3) 67 (74.4)
E Nl REA 10 (10.8) 11 (12.6) 14 (14.3) 12 (13.3)
FEIED E W 9 (9.7 14 (16.1) 32 (32.7) 33 (36.7)
G 4 (4.3) 8 (9.2) 11 (11.2) 23 (25.6)
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HEEREA R

ONEFEI/IERER (FRES®RMEEAE) (1008-030. 1008-045, 1008-127 i#E&) GHEAT—%) ©
HEY - R R ARIREE IS, TV INY a2k LI EOAMEROReEE2 7T vR E

RT3 %,
iR 1008-030 1008-045 1008-127
fiEATe SFER 255 1 (ITT) 238 i (ITT) 173 %1 (ITT)
RBRTA | TR ZHEEMR, WATHEMRER

PSS RN i )

TR R O ILIR 2 R < 18 Ll Lo B
AT Y= TR N OVEE LB AT R E L7 ERERR McGill U AR R 3

VAN Snsl: (SF-MPQ) @ 100mm Visual Analog Scale (VAS) AWMt 40mm LA ETHAH Z &
<7 AMOBEMO I B, WAOEFEE 4 ARLLERE L TEBY, 52 0~10 O 11 B
B CRHMN L7 FEpE R A a7 (LT, ERAaY) B4 EThdZ L %
1AM OBIZEI% . B2z ik =3 iF N 1 EMOBZEM% .,
TLINY VLAY v TVINY
75mg/ H (25mgl H 3 [A]) 150mg/H (50mgl H 3[F]) . | 600mg/H (200mgl H 3 [A])
RBR T 150mg/ H (50mgl H 3 [\ | 300mg/H (100mgl H 3 [\]) | 7 F B RICE/ELE Y 1+
T IR RICEELE D T | TR RICEEAEI D AR, |
A 1 B XS A &,
Fe < 7 WA E M &
e 54 5 1 [ 8 1 A 8 1
FEFHEER -
FIRHT
cFRAHD BEED DR U R KGR OER A 27 (0~10 & 11 BepECREM) »
FEMEORHMN | B AENT

- BELIRE S OVEIFE A a7
s R HEEHIE OB A a T BNR—2A T A b 50%LL FIE T L7-#RE (L ARV
—) OHIE

KENATIETS, YREEZ LT F =07 VT T A (Cler) OREEMEICEE ST 2 BIZHHEL, LAY
VEBIZEID AT S ERE (LAY LR 05 B A Cler f§ (CLer>60ml/min) OBEREICIET L
F3Y 2 600mg/ H %, K Cler J& (30<CLer<60mL/min) R IZIX 300mg/ H &5 L= (B5- @RI OMHTIX
1Tolehotz) o BAIO 1 EMITHEEHES L, 20%0o TEEITEEHEE L,

) AROBARTERINTHDHEZXL B 2ETHD,

) WAORRENLEB LB EmAaT7 (LT, EwAaT)
BEERE 13 AERRRIC, 8K 24 RO A% 0 (A7 L) ~10 (Tl bEZeuwiasd) o 11 B CcRE
fli L7z,

Wk 24 BT, HR7eofs @, B BT HE I RIS, GV YT L L9 RIFHRE) ORE
b IS RTHTFEBATIEIV, (—2EFEALTOEZDT D)

0 1 2 3 4 5 6 7 8 9 10
o Uk
2L TRV A
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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 B fRe/ 3R (SE)

B GaE 7 [95%CI] p 1 ¥
1008-030 [TID]

TR 87 5.59 (0.21) - -

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

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

TR 81 6.33 (0.22) - -

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

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

TR 84 5.29 (0.24) - -

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

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

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

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

8 —
&=
) 4
A
a |
7 6
= %
@ sk
—Z 4
£
:‘Z
&)

2 —

% p<0.05 75mg/B% vs 7> tREE
k% p=<0.01 150mg/BH& vs 75 tRE FRIFRAE 1 3R LJIE € 7 VS & D b
0- I T T T I 1
R—=RAFA1Y 1 2 3 4 5 (38)

R E AR
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1008-04555% -O- 7S uRE
7 —@— 7L A/ >150mg/HEE
& 8- —— 7L A\ >»300mg/HE#
&
Z
= N K%
Hx skk
/J\ 4 sksk sk sk el t o)
z |
:'Z
8 2-
I p=0.05 150mg/H% and p<0.01 300mg/HE vs 7> thEE
#% p=<0.01 150mg and 300mg/B&f vs 75 EMREE MM Y K LIIE T 7 /WIS X gkt
0- T T T T T T T 1
S Sk 1 2 3 4 5 6 7 8 (@)
KE5HE
10 e
1008-127:5% -O— 7S5 uRE
7 - 7L #A/\Y>600mg/HE
& 8-
B
A
> 6
:]T; i
N
= 47
% i sksksk skoksk seskok
8 2
| % p=0.0001 vs 75tk SERFAIR D B UIIE 7 & BT
0— | T T T T T T 1
NR—=RF7AY 1 2 8 4 5 6 7 8 (&)
‘5 AR

(3) iR (YHEHDOEE)

A TR DI A A T IR —Z T A D 50% UL BB LT-HBE (LAR A —) OEE
1L, 1008-030 < 2 HBR T, WTNO T L AN VEETH L AR X —DEIFILT 7 R
HICHTHEILE ST,

-

LRARUE—2 DEIE

1688k No.  [#5-F71%]

e AT e G451 VAR E =55 (%) p i
1008-030 [TID]

77 'R 87 15 (17.2) —

F LAY Tomg/ A 83 17 (20.5) 0. 465

FLH Y 2 150mg/ A 82 18 (22.0) 0. 465
1008-045 [TID]

7R 81 8 (9.9) —

F LAY 2 150mg/ A 81 21 (25.9) 0. 006

F LAY 2 300mg/ A 76 21 (27.6) 0. 006
1008-127 [TID]

7R 84 17 (20.2) -

FLHRY 2 600mg/ H © 88 44 (50.0) 0. 001
TID : 1 H 3[a]

a) BT A 2T NN—=RA T A N6 50% L EJD LT BEEZ L AR X —LERE L, TOEIE
BHRERED SICEH Lz, AR OFEIR A 2 7 OSFEIIR G54 T B 2 S TeEAT 7 B O A D A
ENOLHEH L,

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

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

& CLer J& (30<CLer<60mL/min) O#ERFE 1 300mg/ A 2 He 5L 7=,
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. ZeftEofiR

1008-030 B

LAV R B h ORIEMIL. 77 B AREE 25.0% (22/88 f51]) . 7bmg/ HEE 32. 1% (27/84 i)
SO 150mg/ H#E 41. 0% (34/83 f5]) 12388 AL, ERFBWERITZEINED W (77 BAREE 3 #i,
75mg/ HHE 7 4 K O 150mg/ FAE 12 f31]) M OMENR (77 B4R 4 1], 7bmg/ AHE 6 1 X T 150mg/ H
RES () . ONELE: (77 &AHEES B, 75mg/HEE 6 Bl KON 150mg/ HEE 4 1) . 9910 (FF7 &R
BE 4, 7omg/ ARE 1 5 KON 150mg/ A RE 7 f5]) 5T -7-%,

1008-045 B

VR R S5 R OBIERIL, 77 2 AREE39. 5% (32/81 f51]) . 150mg/ HEE 50. 6% (41/81 f1)
SO 300mg/ HH#E 67. 1% (51/76 fl) (258D Hiv, ERBWERIZFEIMED W (77 B ARE 11 4,
150mg/ H#f 10 # % O* 300mg/ H #f 20 1) | fHIR (77 A48 6 5. 150mg/ H & 12 451 & Y 300mg/
HEE18 B) . ONELEE (77 & AREE2 i, 150mg/ HAEE 8 il &L O 300meg/ HEE 5 1) ZTh-o72%,
FUHANY o OEERENERIZ, 150mg/ HBEIZEEEL, (O EMERISMHE, DBEIEEENR/ O E A
INHED 301 4 EAN S SHLTm, AL D OBRIFIZ OV T, D EMERIAMNGHE . DR RIEAR /U2 M
SN IIARIEE, SEELIZEIE SR S N F,

1008-127 B

FER MR R E R ORBIEMILZ. 75 B AREE 36.9% (31/84 i) . AHIRE 73.0% (65/89 fi) 1T
R B, FAREWERIIFEIED v (24 B, 7T B AREE 10 6§ K OAKIRE 24 1) | EHR (21 1,
772 AREE S IR OARKIEE 21 F) | KIEMERE (12 6], 77 2 REE2 FIROARFEE 126 . O
Wzl (9], 77 BREE 2 BILROARARE 9 #1) . 596 8 #I. 77 AR 1 I K OARHHE 8 )
FOBEEHRIT (TH, 77 vREE L BIROARFRET H]) S&ThHo72%, AR

RBRAZRUVHAEZ

(HEEEER)

WE . AP ARE LTF LAY 1 H 150mg & 1 H 2 BEICOT TROLE L, F0% 1 B
BTl HAEE LT 300mg £ THIET 5, 7o, Flin, ERICE VEEHEKT 52, 1 HiEHA R
600mg ZAX RN L L, WL 1 H 2ENCT TRAKET 5,
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QERNEMMHE (RHEFEE) (F5tRxtEBEHER. A0081208 HEx) ¥
HE . BHERRIE R 5t 8Iic, 7L H N 2 300mg XU 450mg & 1 H 2 B 5 U7- oA 30k

KOz et e i i %,
RBRT A 7T AR, EERL, CEER. WATHRE, ZhiskERER
WES MRHE TR E B 498 B (B 5-451)

TR R 0 R O LR 2 BR < 18 5L o0 B4 (BIESHIBRAAR D DIBBRIEIRAME T4 28 A
FCEAMIEE T IMETEEZHT LN TEDH)
- BIEWIBAMER: (22 1) 1T, ACR IC X DMMEMRIEDFEME (T70bb, 3 » ALLE
JEHREIRNHH L BESNTWNDS 18 »FTOERAED 9 b 11 # Al B
NHDHI L) Ziilz LicBE
- BUEHABAARE (22 1) R ONAYABRLARE (3232 2) 1, FAD VAS fEA% 40mm LA
ThDHEE

AT, 1GEHBER: (272 2) DOFEAO VAS EONBEBBHER (2 1) Lt

@LT%%ML&TLTV%%%i%%?é;&&Lto
RIEWIBASARE (22 2) 12, RAOHFEEZRETHMO S B 4 BLLEBEENZFEA L
Tﬁb\#o$wKF237ﬁ4uLf%6%% &
FRBRAN LY « TRPEIBR AR O SRFE D BRI FEHE L 7= VAS E2NBLES B AARY & beille LT 30% 2L HAK
TLI-BE
IR A DOFAMIC T 2 X 5 728 RIE LIS GRS R R . IR AR RS 1
RFEEICES KRR YY) DMLWERAE AT HEE

REID Y v~ FHIRBR CEGT L RE
PO OHEEME LT DX D) ORIEICH D BEE
« Cler fE2Y 60mL/min LLFOBE %%
Rk TV HNY 2 150~450mg/ B XL 7 ZARE 1 H 20 (§] - %) BhH Lz, 1GBED
Beb X 150mg/ B LV BAtG (3222 O D Tomg ZARM) L. &5% 1 K (%2
3) 12 300mg/ AICHE T 5 2 & & L=, 150mg/H. 300mg/ H TLAEMICIIENRH %%
AlIEERIL Lz, 20%, e 0BEOENER VLM EBE L, &5%2 @
B (Z24) L0, ZHNEhN 450mg/ BICHI R L7-, 300mg/ H TZAEMICRIBEN & 54
GG EPIE L, %25 T (HERHHY) IHEOHMERNREL AL 15
2, 2ok (EEHES) IHEOEEZfThnZ ke Lk,
BE5MEIX 16 @M E Lz,
B DA FEFEE -

EN. %D
< JRAHD HEENDEM UM OEM A 27 (0~10 D 11 BePCREM)
B VR AT

+ RIS 31 53 & & oA a7
* BRI O A 2T NAR—2 T A LD 30% L1 ER T 50% BL B LT i
(30% L AK L Z—RKIN50% L AK L Z—) OEE

) WAHAOHENOEH L-EEEER AT (LT, ERAaT)
BEERE 13 AERRRS, 8K 24 KR OJEA%E 0 A 7e L) ~10 (ZHh B WEREOFEAR) o 11 Bk
P CREAM L 72,

B 24 BERAIC IS 1T HREIE DR 2 DRRE AR S L XL TV AMFELRATLE S, (0% 2KFiF
LTI LTS, )

o] 1 2 3 4 5 6 7 8 9 10

EH hik

L BUORE
DEH
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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

77 v REE TUHNRY R
(N=248) (N=250)
95%CI 95%C1
T Y S piE
By 5.45 0.12 5.21 5.68 5.01 0.12 4.77 5.24
i -1.03 0.12 -1.27 -0.80 -1.48 0.12 -1.71 -1.24
7T R & DO -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) FHEHNCHE (A EAYER M 0. 0253 : Lan and DeMets @ o V2 E9% (0’Brien-Fleming ) 1T X % 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,

) < LI N 3

=
-

(S0 1

BT EDEF/AIT DR

—o— 7 517R8$(n=248)
——1)1) 1% (n=250)

DA 2FHRTE
*: p<0.0253 &t 75t R%8¥)

4+
N=251v1 2

5 6 7 8 9

7 8 9 10 11 12 13

B 5HARE

14 15 ()

SRS |~ =294y | 138 | 238

3 A

4 18

S50 | 63 | 7 | 83 | 98 | 104

1138 [ 1238 | 1338|1438 | 158

77 'R 248 248 | 245

239

237

232 | 230 | 229 | 224 | 219 | 218

214 | 211 | 210 | 210 | 207

77V )y | 250 250 | 248

243

238

237 | 235 | 233 | 225 | 222 | 218

214 | 212 | 211 | 210 | 210

V. {eRICEd 5 HA

57



(3) duER (UEFHOEE)
FALRIMRE DOIETE A T T IN_—= R T A LD 30% M 8 50% LA BB L7z (30% L AR X —
FKONB0% L AR Z—) OEIGIE, 77 BRECEXTT LI VEETEL .. IR

MO b,
LARA—DEIE
i 30% L AR H— 50% L AR K —
a5 Vxﬁyﬁ_@(%)fﬁtﬁkmm@” Vzﬁyﬁ_y(%)fﬁtﬁkmmﬁ”
pfE pfE
7R 248 76 (30.6) - 30 (12.1) -
FLHARY v 250 101 (40.4) 0. 0230* 57 (22.8) 0.0017*

a) HA 2FTHE (A EKUE0. 05 M)
* MEECHEBERENTRENTE (p<0. 05)

I. Z2MH0ER
TV ANY RO T R KDVl S R ORWERFRBIERIL, 77 AR T51.6%
(128/248 f5il) . L H /XY L EET 82. 4% (206/250 5l) T o 7=, F/2RIVEM L EAR (45. 2%) .
FEMED E VY (28.8%) | IREIEIN (14.4%) . {8 (12.8%) ThH o7z,

. AV TN

Rew n (%) o (%)
LRV SRAT R G215 248 250
B 8B 128 (51.6) 206 (82.4)
fEHAR 44 (17.7) 113 (45.2)
FEIMED E W 14 (5.6) 72 (28.8)
RN 7 (2.8) 36 (14.4)
5% 16 (6.5) 32 (12.8)

ARBAERVAZ

IRHERRRIE I S &R
WE . RACIIRIHEE LT LAY 1 H 160mg 2 1 H 2 EIZHT TRAKE L, F0% 1 EELL
EniFT1 BAEE LT 300mg £ Tt L7-%. 300~450mg CTHERFT 2, Z2b. Flp, MERIC LV @Y
W22, 1 BEEAREIT 460mg B2 202t L, Wb 1 B 2 BT CTRABET S,

V. IGRRICEEY 5T A 58



GERARFIERR. $MbiARE (FHBERES)

GHEAT—22EE) VY

I« FPBEEE G I BRI P BT
BANEE T 5.

(A0081107, 1008-125 ZXER)

TLHNY v EERE U OFRE KO

Bk A0081107 ([EFEILFIFAER) 1008-125 (M EER)
AT RIS 21141 (HAA 59 B) (mITT) 137 451 (ITT)
RBRTYA > | TR, AL, CEER, AR, sk FRER
G FHER RN BE
IR R O ILIR 2 PR < 18 Ll Lo Bk
« BEEALRTO 7T B D D) BIZREAO HEEN 4 BRI LRSS THEY, 11 FAIC K
DIEIEA 2T OFEEN 4 LLETH D
EIRITE ARG ZERICIIE L, 3 » AL ERHEXIX 6 & A LU EEAR L R DT
W5
E—— <12 B AU ERB L TOWERBENIIAE | - BEHIBHAR R ORI B ARRF OIF 4 0
e SRR & DI S AECEIIBIN | VAS EAVTRD 40mm DL ETH B
Y 2GS (NLI) 23 C2-T12 TH D - EBER Y2 (IASP) THUEA R DR
* Bryce/Ragnarsson #FFHETEE%KT 0 FE SCHREEEIZC L ARA L EZINS T
DX A7 14 T 151832435, Fr WYEOERRRD b b BE %
LUl (below-level) AR ML
RN LD EBE &
WRE A S LAY BT T TEARBC LILICEESEI ) (1) £ 4% 1 A 2 [E#RS
L7,
BE S AR AEREH 4 EE) < | &S5 HEEAE . HEHEHY G HEM) <
1%, 150mg/ A % 7 ARG, AR | 1Z, 1~7 B BIC 150mg/ B %5, 3K
AARMEIZIE T 600mg/ H £ TOHIPH T | AEMIZHESNT, 8~14 HHIX 300mg/
150mg/ H 9" 2k 3 252 & & LTz, H. 15~84 H HIZ 600mg/ HIZFEi 4% =
RS 15 HEFFHED (128 T, BE@EHEOT | L& Lz, HEICB T2 B2/ ENR 572
LHNY > (150mg/ H, 300mg/H ., 450mg/ | BE TIX, 1 EEEEL CHL XVt L
HXIX600mg/H) #5952 L | 72, SHAK TR ETIZIE 1 AHEZEE
BIIAT, BEIIARCTEIRVWAEEESN | S¥5ZL & LT
FAELZSGAIT 1E 1 ERE (150mg/H) @ | HEFFH =S Q@M <1k, HEMREI
BA[REE Uiz, IR THIT 1 MO | vELT-AREZERETAZ L & L,
BRIl L, BE5E2KT Lz,
541 16 36 [#] 12 JHH]
FEFHEER - EEFEER -
JRADHENDHREHP LR A 27 O | JRAO HFED SR LI & GTHI R 0 IE
. — AT A P E OB LED AT
7~ @E\/ . ~ . =
ORI | oy - BV
SEIRA DT DR—=RAF7 A4 UNEOELE | EmAaT
c LRARUE—DEIE A& VARV E—DEEG &

1E) Ao BEEP DR L2 HEEE A2 a7 (LLF, EFA=7)

PBRFE 1345 AR,
P TR L7,

B 24 WO AZ 0 RA72 L) ~10 (ZHLL B WEREDE ) o 11 Bt

127 LTLEEN, )

0 1 2 3 4 5 6
B

L

M 24 BRI T DRHERIE DM AOREZ RS ISR L TOVDRTLRATIESN,

(O&2FHHFIE
7 8 9 10
hik
BUORE

DFEH
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I. BOMHEOHKHR

(1) RIEMOERE AT

A0081107 FRERICI T DIEIFA 2T OR—RA T A b OB (DAAC) D/ F )
X, 77 BREE1L.07, LAY VEE-1.66 THY, 7T BRI LAY REOE
fEENRKRE L, MEICHERZEZN RIS (p=0.0032) .
1008-125 FRERIZIS T DI A AT DR—R2 T A )b O b (DAAC) D/ 3y
X, 77 BREE0.39, LAY UEE-L.5L THY, 7T BREHIHART LH N REOE
fEENRKE L, MEICHERZEN RIS (p<0.0001) .

BEHICETAERBEAATOR—RASA UMD EILE
A0081107 5XB& (mITT) . 1008-125 FXE& (ITT)
N=Z2F A NbHD

B No. NR—R T A R SR Y 772 REE L DL
R - — -
N REE D) N R/ IR (SE) 7= (SE) 95 % 5 HH X [H] p fE
A0081107
7R 106 6.5(1.41) 106 —1.07(0. 149) — —

FULHARY L 105 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) - - -
FUHANY > 69 6.540(1.253) 69  -1.51(0.165) —1.12(0.222)  (-1.56, —0.68) <0.0001
a) B HRER OB Z R T, N—AT A VOERAT L OYREHAIET 2 EEOFMOR A 27 (40081107
WBEOH) BIER LT DGO L D,
b) B OEACITIETRIEIR S S L= 2 & 2T,

(2) EAEFHIFREOE R A 27

A0081107 FRERIZEBIT DIEKIFEA AT D= T A )5 DY BED /N T FHT, 75
TAREE-1.25, TV ANRNY URE2.02 THY ., TTBRBIHRT VI N UEEOBLENRK
=<, WEHUICEBEREN RSN (p=0.0028)

1008-125 FRERIZIS T DIEIEA T DR—RA T A U b OB EOR/N _FTET, 77
TARRE-0.433, LA NY UREE1.967T THY ., T T BRBCHRT VIR UEEOELEN
R&EL, FERIIZHRERZN RSV (p<0.001)

BEFMBEOERBAATOR—IASA UHNLDFEHEILLE
A0081107 EXB& (mITT) . 1008-125 EXE& (ITT)
NR—=ZT A NED

Bk No. NATA LB ol g o 7T RREE D
B - — =
N FHCF D) N R FREE(SE)  FE(SE) 95% {5 5 X ] p fiE
A0081107
AN 106 6.5(1.41) 106 -1.25(0.193) — -

FLHANY Y 105 6.5(1.45) 105 -2.02(0.203) -0.78(0.256)  (-1.28, -0.27)  0.0028
1008-125
77K 67 6.727(1.446) 67 -0.433(0.235) - - -
TLHNY Y 69 6.540(1.253) 69  -1.967(0.231) ~-1.533(0.312) (-2.150, -0.916) <0.001
a) FHMER UM Z N T N—2 T A U OERRA 2T LOTRAZHET 2 BEOFHiOR A =27 (40081107
RO 7)) 2R E LT LI L D,
b) ADZALIIFEAEIR A S LTz 2 & &R d,
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(3) BaHHREAIZE T 2 Z & DK A 27 OHER

A0081107 7R (EREILFEIRER) B 2E I EOEFATIX, 1BV 77 2R
LT LAY UETERS, WTNORRIZBW TR FENICHEBRRZDRD biv:
(p<0. 05)

BSEDOEFAI7 OHR: mITT

s o FSuAE (n=106)
—— FLAHNY VB (=105)
& 6
]
A
3
Z s
&
N
]
T 4
5
ERORELNEE T I KB
31 *: p<0.05 (475 tAR)

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

<BE>HARALRPHRANLDSOFER (B3 IR R CTOBE I & DERAaT)
e DERAATIZEB T, HARAN, BARANDSNE B2, VAR BRITT T ®
AR UTH 1B L V8RR A~ L, RKEFHmRE (55 16 B) FTlihr 7€
REEE TV UBEOBEMZITNE L 2D Z L id7e <. RO RSB ST,

BTEDOEFAIT DB mITT

oBxA —o— TS5t (n=106)
71 == L AN B (n=105)

(TP | 1=-30) SIL N @R
(6]

8 9 10 11 12 13 14 15 16GA)

@BX AL

—o—  JS54RE (=106
== FLH/NY E (n=105)

(S 1>50) LN
(6]

N=2Z34»1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16(GA)
RS HAE
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(4) R (HEHOFE)
A0081107 3XBx . 1008-125 FRER LT I FIIE DIELIE A 2 T N_R— 25 4 v 30% K 1V 50%
PLEWD L2 BE (30% L AR X — KN 50% VAR —) OFEIGIE, 77 BRI
THUHNY UEETEL, MEPFICHERENED b,
LARA—DEIE
A0081107 5XBR (mITT) . 1008-125 FXE& (ITT)

LR No. N LR (%) T TERREL O
Eaoritd 4w Xk 95 %15 HH X [#] p &
A0081107
A N 105 33 (31.4) — —
30% FLHNRY v 105 48 (45.7) 1.85 (1. 032, 3. 328) 0. 0390
VAR F— 1008-125
77 'R 67 11 (16.4) 0.235 (0. 098, 0. 563) 0. 001
FLHNT v 69 29 (42.0) — —
A0081107
77 'R 105 16 (15.2) — -
50% FUHANY > 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
FLHNT 69 15 (21.7) — —

A B EHEORERTE L, R—ATAVOERAIT ROFAICET 2 EEOFMORA 2T
(A0081107 RERDA) HIHAEBELTHO VAT 4 v 7 BIFETINVIZ LD, A0081107 FRERCIXF LAY
VDT TR REHCRT B A4 v XA, 1008-125 REBR TIE T T v AREEDO T L AR UREICHT B A4 v Rtk
R LTz,

I. Z2M0BR

A0081107 FBRIZ 31T 2 ZAMEREAT T S B v O RIEHFEBLRIZ T 7 B AR BE T 46. 7% (50/107 1)
TVUANRY URET67.0% (75/112 61) Th o7z, ERmIERIL, IR (33.0%) | FEko E
W (19.6%) « KRIEPEERE (183.4%) Thotz, LAY COEERBIEMIL, KIMFEE 1
BIAEE S, BIE L,

1008-125 FRERICH T HENWEARRRITT T B REET 49.3% (33/67 fl) . F LAY VBT
82.9% (68/70 ) T o7z, E/REIWEAIL, GIR, ZEWED E W, H97, DN TH T2,
FUHNY o OEERBEWERIT, BEDUEGERE, Mg B IE/ O 2 4] 3 AR E S, v
NWHEIE L,
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2) REMRER
OEREHEERR (FRESKREFE) (A0081121 KEx) ™ - '©
H ST 9 28 AR (A0081120 #RER) (2B W T 13 BREIORMAZ 58 T L= #IRIEE ik
FREEZNRIC, 1 B2 EEEGICED 7L A3 2 600mg/ H £ TORMF 50440 &

OFEE T 5,
T A1 | FEERENER SR
x5 HRRIE B R B 126 6 (B 5-61)
TGN | RIS R R B A k5 & LT A0081120 BRBRICEWVT, 13 EH DR
AT LIzEE

AHRT D AHENVED B 5 LMEIC W TR, LR OB OFT X C &= HBE
a. IERIUIRILF TlT Vv &

b, WEHTEU > 7B D WIFRNE AEEE L HIECHEYNCRHITE AT 2 &
BHEDOYERE CILEFEE T DT FEEZH#HTLZ &
JRBROFNEEZ PR L, ) T IRRBIANCCEIC LA RIENMS b BE &
TR | - S T 5 A0081120 BRERICHBWTHREL L - EERAEFSLN, IBREML (5H)
ERfi & D VMTTRBRIKFEE 2 L 0 7L AN v L ORERRAH D LS
7o

- JeAT9 5 A0081120 FBRIZ IS THRFEAREST O B

cJBEBREAE () ERNC K VIBBROSINAAREY TH D LM S BE &
BTk e VAN A1 HEOXIZ Tomg Z#RA L, 2 HEMMS Tomgl H
2[Al (150mg/H) OHEZ 1 BERA Lz, 0%, e HElE 150mgl H 2
[a] (300mg/ H : 30<CLcr<60mL/min) & %\ X 300mgl H 2 [A] (600mg/H :
CLer>60mL/min) & LC, 52 @WMIRM L=, BRI, 2otk & Jm Ikt
THMREEEE L, HEL | BFE (150mg/H) T OZBRICTHE L, 1A
BRI G- o EZ oW CiE, 150mgl H 2 (8] (300mg/H) LLEOHEZRAL
7TCBFE, 1 EMOMEM 2R TIRAZX T L, 75mgl H 2 [F (150mg/H) @
HAEZIRA LEBF X, BEETICKR T TEsZ L L L, BBREMT (40i)
R, o792 ENEIFERERIZB O CTRE & & HICRO AR DR SR
O TEp HH 0T TR%) ) 2AEETIC 52 lH 503 63 BERMT
LHEHITHRE L,

e 5 HAM] ;- 53 W

PR IE B HIWE  EHEIR McGi 1l Jm A R (SF-MPQ) : VAS fiii, BI{EDIE A DFREE (PPI
2a7y) *

e HERRE

¥ VAS{H & PPI 2 a7
A OFREEIL 100mm VAS [Omm (A IE72vY) ~100mm (Z LA EDFRAILZRN K HWFRYY) 1 12Xk 0 3l L
7=

EAUEL DRAITRW] 25 T2 EDERIR N B VIRV FTD S 6, AN EIR A D08
ZEEBWLET, ZoEBREIC, BEIEBMOLLRTDRADMESEXTHE (/) TRALTFEW,

Jo AL 72 0 ZNLL LD AT B NRLY

PPI 130 (<A L) ~5 (M HEEWFEA) O 6 BT L 7=,
0: &AL 1: T h7adm A
3 oMW T 72\ i A 4 B LR A

Do

T Hh LW
2 T 2 B IR A

(S}
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I. BOMHEOHKHR

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

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

FEAMRE N JaAHORE (VASfE) ¥ BEOWRAOEE (PPI A7) Y
N2 A 126 62.0 (19.0) 2.8 (1.0)
Fof&REAM IRF 126 33.7 (25.6) 1.7 (1.1)
NR—=RAF A BRI 126 -28.3 (23.8) -1.1 (1.1)
N 3 545 S (SD)

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

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

c) ADOEILITERIERN G E LI & 2T,

d) “EHERRBRICTT LAY URBREINHEREII ZEERRABRON—X T4 VE, 7T BRREE
SNTWREIIARIBRONR—R T A EE W=,

BEERICSHITDEHDEE (VASH VE) DR

(mm)
100

80+

60

VAS

40+

204

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

#1)VAS : Visual Analog Scale

pIEl N AV 4 8 12 | 16 | 20 | 24 | 28 | 32 | 36 | 40 | 44 | 48 | 52
ST 10451 %5 126 126 | 118 | 116 | 109 | 105 | 105 | 103 | 102 | 100 | 99 | 105 | 98 | 94
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REDREHDEE (PPI*2 2 17) DR
501

4.0+

3.01

2.0

PPIAO7

1.0

0
R=2F1Y 4 12 20 28 36 44 52 ()
#3)
REHAE

#2)PPI : Present Pain Intensity
W) TEERRBICHVNT. TLANY VHBREENLBERFITEERBRON—RAT1 VA, TS5 uRPIEESNBEEARRBROD
N—2SA % BU=,

pIEl NSV 4 8 12 | 16 | 20 | 24 | 28 | 32 | 36 | 40 | 44 | 48 | 52
ST 1515 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) “EERRBRICBONT, LN URBESNERET CHERRBROR—ZT 1 Ul TR
PIE INTZBEIIRRBROR—R T A4 MEE V=,

I ZEMHOFER

AFERIZIBN T, LRMFHlx G5 OREIWERIL 78. 6% (99/126 f5l) (258D b7z,
F7REWERITFEED F 0 (28.6%) | REEMETEIE (16. 7%) | IR (15. 1%)  (AREIEIN (13.5%)
ThHoT,
AEFRICLVIERZFIELZ0F 17 41T, 205 H 13 FICRERZGETE 20 &l
Entz, FIEOFR L2 ZREBEBRERETERVWAEFRERD ) LEEOEHRE 1RO LR
O, FHEREQED (4 f) | FEMED OV, IR (% 2 ) Thoto, KEBEKRESET
XPWEEOAEEST, M & REIED UV DF 1 HITERD BV, MR TS k%,
FEMED VIR G O—kReh IEZICEE Le, RRBEREZSECERVWEEBLRGEERIL,
. B/ AR, EfEED E o, BEIED VIR O 5 N4 Bl L v s Sz, b
DERIFIZHONWT, H+ IEBEEZ I Lz 1 B3, ftho 3 fliXEE SR Sz,

BlERADEL
RN RRAT K15 126
BITERRBGIER (%) 99 (78.6)
A B S 261
ERE 22 EIE R BB 4
HEORIERARIESIE (%) 2 (1.6)
BIERIZ L 2 H k6% (%) 13 (10.3)
BIVEFNC X DB fi% (%) 28 (22.2)
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QEANEHFRERAE HRABEREABEZ(CHESEMRE) (A0081164 5XE&)
HEY : 6474 2B IFEEER (A0081163 3BR) 103\ T 13 MBI ORI A2 52T L= IR ARG
BREEICEYERFRE LG, LAY 2 600mg/ H F TCORMB SO REOE

vtz Rl %,
BT YA HEREBRGRR
BIES Bl PRIPIPEARAS PPARE IR T L1 O SR /B 123 B (e 5-51)
AR * BEPRIFVEARM AR IR (2 0E 9 I &2 /5 & L 72 A0081163 FRERIZ ISV T, 13 TR
MR Z5ET LIc B

AR D ATREVED B D LPEIC oW TIE, BLFOIERB OF T AT B

a. MR IR TIE RN &

b. ALY 7B D WIIARNE EEE T FIE CHEUNCEEITE AT S 2 &

- BHEOWERE CIIEFHIEE X DT TFERAH# T L %

FAeRal A < AT D A0081163 FBRICK W TR L= ISR EEFLN, 1B E () ERiH
HUVNTIEBRIKEEIC L LAY v & ORBEEMEN S 5 LW Sh- B

- JATT D A0081163 FRBRICI W THARMEAESF DB

JRBAEE (O0HH) ERIC L VIRBROSIINREYTH 5 L S BE &

AR TE B HE - FHE1HBOYFITTLHNY g ZIRA L. &2 B2 5 150mg/ H (75mgl
H2[EHS) OfEZ 1 EBRA Lk, meH&EiE 300mg/H (160mgl H 2 [FI] 47
30<CLcr<60mL/min D) & 5\ ML 600mg/ H (300mgl H 2 [AFH4, CLer>60mL/min
DEFE) L LT, 52 BERM L7z, BB P, Zat Bt 520142 EE
L. HE%x 1 B (150mg/ H) T oZ 2k & - &) L, £7-. 300mg/
BULOAEZRA LZEE T, 1 #EEOBENZBECRAZKT L, 2L, F
EFNzBWT, 22t Eofil 2 & CREHORENRE LGS, HDWVIEH IR
kbt B CORMBEHRA 1 BB 556, KA L OREMEZRIKTTD
ZLE L7, 150mg/ HOMBARMA L TCW-EEIT, BEETICKTTS22& L
T2o IR (OR) EffiE, it (0081163 3BR) ICBWTAE & &bk
DIAFIORREER ( TRAT &%) ) ZBEELC 52 @H 5\ % 53 MERMAT
X oiciRE LR,

e 540 - 53 W

FHmIE A HRME RN McGill JFAERIFE (SF-MPQ) : VAS i, HIEDWRADELE (PPI A
a7 R

el FEELE

=)

¥ : VASfi & PPI 227
A OFREE L 100mm VAS [Omm (A IE72VY) ~100mm (Z LA EOFRAIZZRN WAV 1 (I K W RHME L
72

TOERRET AT 25 T2 EORAITRN BV £TO S, HHNE ERADTR
ZEEBWRLET, ZoEBRLEIC, BEIEBOLLRTZDRAOMSEZTHE (/) TRALTFEW,

Rz E AR THELEDF TR HVFRVY

PPI X0 (&<FAHMRL) ~5 (M2 EIEA) O 6 BERE TR L7=,
0: &AL 1 I h7edm A 2: DT b LUVEA
31 RO NN TIF T 22V Vi A 4 LR A 5 ¢ ik Z B Vi A
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1

S VAS : Visual Analog Sca

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 En,

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

FFA I AR N JRAOE (VASfE) ¥ BEOWRAOERE PPI A=) Y
N—RF A 123 52.8 (21.7) 1.9 (1.0)
T ST 123 27.4 (22.7) 1.2 (0.9)
R—=2F A UNEDIEAR O D 123 -25.4 (26.4) -0.7 (1.1)
N : BFA % G451 ¥ (SD)

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

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

¢) FATT HADOELITERIERS L EFE LTI Z & E2RT,

d) “EHERRBRICTT LAY URBREINHEREII ZEERRABRON—X T4 VE, 7T BRREE
ENT-WRE IIARIBRONR—R T A EE VT,

- HH DB (VAS* {B) DS
604

50
40 |

304

VAS

204
10

O b T T T T T T T T T T T T T
N=2747 4 12 20 28 36 A1 52 (&)

’ 12 SRS

. B 0 ~ 100mm(HESBNEEEASBROZEETT)

@

iE N =R 4 8 12 16 | 20 | 24 | 28 32 36 | 40 | 44 | 48 52

ST 151 £ 123 123 | 120 | 119 | 115 | 115 | 112 | 108 | 105 | 103 | 102 | 98 | 97 | 97

V.
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X2

%3

IREDFEH DIEE (PPI*2Z 17) DS

3_
2.5+
2_
~
M
X 15
o
o
1 4
1.5-
0+ . . . ; . . . .
RN=A51Y 4 12 20 28 36 44 52 ()
il
5 HARE
PPI : Present Pain Intensity . 6B : 0 ~ 5(AOA7HPE VI EBADEEEHI S\ EERT)
ZEERERICBEVT. U HIDPREINEBEEZEERABRON—AT1 ME. 75 RPREINEBEEIARBON—
A4 EZRV .
pIEl N AV 4 8 12 | 16 | 20 | 24 | 28 36 | 40 | 44 | 48 | 52
ST 451 %5 123 123 1120 | 119 | 115 | 115 | 112 | 108 | 105 | 103 | 102 | 98 | 97 | 97

0. ZeHOHERE
AR W T, ZaMiMixtS2eh ORIERIL 70. 7% (87/123 f5]) 12RO LT,

FREIERZ, IR (22.8%) . {KEHEI (22.0%) .

ZEIMED FV (20.3%) Thol,

HEFRICLVIERZFIELZOIZ 19 61T, 2055 12 Bl TRIEBHR 2 5 E T 220 &k
ENTz, FIEOKKN L Ao KRR E B DR WEERRD ) bEEOWRE B LR
X, BEEEDEN QB OATHoT, RERBFREZGE CERVEEOFFEFZIL, BHE 1
BIRED DT, BHHILZICHE LTz, REBEGREZEE TERWEE A ERRIL, N
FER OVEEESEA | BN ERE 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
HEORIEMARBLIE (%) 1 (0.8)
BIERIZ L A9 IEpE (%) 12 (9.8)
BIVERIC £ 2 0E T — R ki (%) 34 (27.6)
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CEANERMAKREREE (RMMMBIE) (A0081209 (5 ¥
H T3 28 AR (A0081208 #ER) (23T 16 RO A 58 T L 7= Sk e B

ZXRGIT, TV AR v 450mg/ H £ TO RGO 2 2V K O %2 4 5,
w7 HERE I 535

x5 HRHE AR E R 106 5] (B 5-1)
TGRS  BHERE R 2 k5 & L7= A0081208 ERICEB W T, 16 WRIDIRA A58 T LA
e

RS D ATREME D B D KMEIC OV TIE, LT OHEB O R C AT B

a. SRR TIRILR TR N &

b. BHEV > 7% D WIEARNVE AEE G HIE CHYNSEHTE 2T ) 2 &

- BYEOYBRE CIIEFRICEE TE 2EFEAH T L &

BEVAN /52 SRl - JATT % A0081208 FRBRICIH N CIHL LI EE A EHSRN, JRBREE (OH) Efid
DUNTTRBRIRIEE 1C L 0 IB5EE & OREBIEN S 5 LM S - BE

- ST 5 0081208 FBRIZ U TARERAEST D B

- JRBRE(T (rfH) BERIC XV IRBROSIMMB REY)Ch 5 Ll S BE %

bR FIE BeE 7 VN v oBE 1T 150mg/ H XV BIsE L, #5138 (%72 2) 12 300mg/
HiZHRE L=, Z0%, ZefE% 450mg/H (225mg | H 2 [mE]4) & LT, 528
BE LT, B, 2t LA 5008 2 ZE L, HE (MR & 300mg/
H i 450mg/ H) %52 WRpoiitE 0= - &) $02 & &Lk,

ek, JVvTF=r27U T Z A (Cler) fEA 60mL/min LLF &880, H
73 450mg/ H DB L 225mg/H (1 H 2 [8], & 75mg, % 150mg) (2. HHEAY 300mg/
AOEEIE 150mg/H (T5mg 1 H 2 BIFAS) (&S5 & & L, IR hIEE e
P LB ACKTT DR A2 BB L CHE (30 < CLer <60 mL/min DA : #EHFH & 150mg/
H XX 225mg/ H) %% 2RRCHR%E (W& - &) L7z, 728, Cler flA% 30mL/min LA
ToHGETEGEERIET L L L,

FAED 225mg/ HLL EOEF L, 1 BHOBEM R CREELRTToZ L, &
L. FIEFlic T, 22t EoBm R ECHEM OB ESEERGE. D0
HERESREE B £ CORMRIEWIM A 1 HE 282 2548, JFRlE UOREN 28T
WZA&ET Uiz, FI&EEAS 150mg/ A O BE L, HEE IS T Lic, 1RBRE(E (440) [ERf
X VR P OARSIIREERSA ( TRAET XX TR ) 2EFITHEELE,
5 ;53 I R

FEAmTE H Bk B O Visual Analog Scale (VAS) fE™ 4%

el HEELRS

X : VAS fH
S DIREE T 100mm VAS [Omm G IE72VY) ~100mm (ZHLLL EOJEIITRNE HWGRYY) 1 12 Xk 03l L
77

TOERET AT 5 T2 EORAITRN BV £TO I B, HHNE ERADTR
TEEBWLEY, ZoOEMBEIC, BEIEBOLRTZDFADORESEZTE (/) TRALTEFSWN,

R aEeAN T EDFEAIT RN HUVFRN

V.
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I. BEOHER
FEA 51 106 B DI A D VAS . CEMIME) 13— 2T A LAl 4 BIy, 28 @B, 52 Wi,
HEFHAMI T 61, Smm, 48, 5mm, 48. 3mm, 47. Imm, 48. Tmm TV . EHEEICBITH T 1L
H XY v OEEFFNF L N OFFHE N RE ST,

FEAHD VAS B

AT PR AL N Y E (SD)
A 2 8% 106 61.8 (23.5)
w4 106 48.5 (24.2)
% 28 1 101 48.3 (23.8)
# 52 38 87 47.1 (24.8)
TR Am R 106 48.7 (25.3)
R—=2 5 A kDI 106 -13.1 (25.3)

N o RFAfie B0, SD : AR HE(R &

70 1 JRAHDVASXE (FHME) DHEFE
60 4
50 -

40
30 T T T T T T T T T
N—RZA4> 4 8 12 20 28 36 44 52 GB) =&

15 4ARS B
31 :VAS : Visual Analog Scale . %GB : 0~100mm (BIEAEWEEFBHNBRN EETY)

IE N 2HY 1 2 4 8 12 | 20 | 28 | 36 | 44 | 52
ST 4t 151 25 106 105 | 106 | 106 | 105 | 104 | 104 | 101 | 98 | 92 | 87

I. ZEMOER
ARHERC BN T, RVl R I GIVEA L 84. 0% (89/106 i) 127D HivTz,
F2RRWERNTEEIR (26.4%) . EMED EV (24.5%) . REHMN (18.9%) . fHf# (16.0%)
Tholz, BIEHOEEEIZ, <P RETHY, BEEORIERAITRO N7,

N (%)
L2 VEREAT R 52451 106
BIVEHFBSIE (%) 89 (84.0)
fERER 28 (26.4)
FEhED 26 (24.5)
REHE N 20 (18.9)
15K 17 (16.0)

N - Rl ek 52451

V. IGRRICEEY 5T A 70



G@EANRHRERE (SHEGHRER. WEDRER. SHRMUELERLRE) (A0081252 HER) ¥
B : BARANO PR EEMALN (FRERERIEN. M2 %REm., SR MEMAIERR) &
FaRIBRIZ, LAY L 600mg/ HE TOEMRG O LM, MR O % 2 5

‘j—éo
ABRTA | EEmRERIR SRR
PSS JeAT 2 ERR I A IARRER (A0081107 3RBR) 7> & ARFRBRIZ AT LI TR % 0T
MR PR PRI SR S OATR IR > O BRI SN 2 i 25 % 7R . 6 FEMEREALE

YR D H AR N 103 41 ($5-451)

TR GRIEE - JeAT9 % A0081107 RN HBATT 5 AL, A0081107 FERDIEEHE TR E TD
AMEIZBET 2 EME B O T X COFEMMRE T LI-BE

C FHUCATIBBRICBINT 5 B 1L, MY 18 ML LD BT, BMA 1% PR MR
PR MR . ST L IEMEREAIE IS O PAXIERRIR RS MR 2 A L TR v . Blsgs
B AR K OB B AAHR I 20D VAS fE 7S 40mm BA L THh % 8B %

FAeBRAI « JEAT9 % A0081107 FRBRICH WV CORBL L BERAETSN, RREE () Efid
DUTTRBRKIEE 12 L 0 TRBER & OIRRBIRN B B LW S B

« JEAT9 % A0081107 FRBRIC W THRSEAESFOBE

« M/HER 100X 10°/m® A5, FHLERERL 2500/m’ A, 4 HEREK 1500/m’® A5, CLer A3
60mL/min A D A

JRBREL () [ERIC X VIBEBROBMBREY CH D L Shi-BE %

AR TE BEHEEIABDY FICTVHNY o Iong %5 L. 82 H B2 5 150mg/ A (75mgl
H2Es4) OofEr | BEHE Lz, To%, AEFEICE. feM s macst
THREEE L, FAE GHERFHAE 150mg/H. 300mg/H. 450mg/H Xi% 600mg/H)
% 1 P (150mg/ H O AT L2 enTEH L L,

HMEFEHTICIE, JRAIE L CREIIMERT 20, AR OZEMEERB %2 4 UKD
BZDWETIT 1 BefE (150mg/ B 08980 ORBEHEEZTL LT TEH Lk,
TBFM% I, HEDS 300mg/ AL Eo B L, 1 M OBENZRZ, 72720, ik
Bl T, Zatk LoME R & CREHORENRERIGE . B D WVITHILRRBE
A ¥ CORMIEHMA | BEEZBZ D56, KA UQREM AR’ T Lie, £,
FHED 150mg/ HDEE S, BETTITKT L,

B 5 ;52 W [

FHmE BEPE JERER MG 11 I3 A B3R (SF-MPQ) S OME IERK i 5 & s i 2 10 THH (mBPI1-10)
LM FEELRE

I. BOHOHER

(1) HEMERR McGill J A BRI (SF-MPQ)

FEAMEF B 103 5D SF-MPQ DI A DFRE  (VAS E) M OHEDHADFLE (PPI A2 7) O
P2 FRITR LTz, =R T A MBI VAS fE728 67. Inm )2 OV PPL 23 7 A3 2.5 Th o 7273, fhk
FHIFETIZZ NI 47. 0mm XN 1.8 ETHWA L, "= T A U EDOUGENRD LI, M
PR MR BB (k9D 7 L AN Y RIS O8RS B O RS RIS KTz,
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SF-MPQ fE#H D5 = (VAS ) RUREDEAHNDIEE (PPI 22 7)

ST N JRAORE (VASfE) ¥ BEOWRHOREE (PPI A=) Y
N5 A 103 67.1 (16.6) 2.5 (1.0)
S ST R @ 103 47.0 (26.9) 1.8 (1.1)
R—=ZF A U E DI 103 -20.1 (25.2) -0.7 (1.1)
N+ FAfh ek 2451 ¥ (SD)

a) #iPH 0 0~100mm (FUENEUVIE ERH AN D L 27T)
b) #iH : 0~5 (AT REWIEERADOEIELNE N & 277)
c) ATRBRO 1 R B LRI OB O3 20

0) AR R - M350 2 AT 0

e) AOELITERERNEELIZZ L 2T,

(m7rr(1)) fEdH DIEE (VAS E) DTIEDER
14103)

507 () rafi

504

L
40- (98) (95) 62 @1 @7 (85) 103)

VAS

304

204

10+

N=A717 4 8 12 16 20 24 28 32 36 40 44 48 52(E) ¥
ST
S HARS e

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

REDREHFDEZE(PPI22 17 ) DFHIEDHTS

3.0+

2.5 ( YWEI

2.0 & - .
|P-|\ o @n 85) (103)
X 1.54 (95)
&

1.04

0.54

0 S S .

=271 4 8 12 16 20 24 28 32 36 40 44 48 52(A) %{£§§

ST

R5HR

32 : PPI : Present Pain Intensity, #ifl : 0~5 (A a7 RNEWEERADEFEENENZ & 2mT)

(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 FhER7.N & BAEFE ANEAL U728 D W AT BR AR TP (3 72 (23 B L 7= BIE
1. 87.4% (90/103 fll) 28R HNT=,

ERRIERIL, BER (50 fl, 48.5%) . (REHIIN (29 f, 28.2%) . ZEWEDE LV (23 Hi,
22.3%) . RAMEVREE (18 B, 17.5%) T o7,

HERERZOL I IHKGZ2FIE L7201 16 #] (15.5%) T, TD 955 134 (12.6%) THIEEZ
ERETE RV EHE S,

BELAEREST 196 (18.4%) T, TD I LMAEFHEFOBRE 14 (1.0%) ([ZiRH LN
MR & O RRERE S ETE RV ST S, RREETH -T2,
HFEOAEFZIT 126] (11.7%) T, TDOHH 46 (3.9%) (XTIRBRIEK L ORERERE G ET

XTI,
BlERDER
22 AT X5 103
RIERFEBAE (%) 90 (87.4)
w1 B S 229
EERRIEARELIE (%) 1 (1.0)
HEORIEARBELIE (%) 4 (3.9)
BIERIZ L 2 H k6% (%) 13 (12.6)
BIVEFNC X DB - Fi% (%) 41 (39.8)
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ONERPIZERER (FRAESEZBERE) (1008-061 £E&. 1008-198 HER) (WEAT—%)
HEY : Jelcdz L7 —EEMREER (1008-045 3ABR. 1008-196 ER) (2L, HERABR~DOB
1TH AL LI RIEB %R B ICx LT, 7L AN > 600mg/ H & TO M &% FHi#
5 UT-BE O NE R VRV EE R 5,
BT YA FEE MR EIR 53R

PO BRI 5 2 A BB 1008-061 3R5BR « 154 1 (ITT) . 1008-198 2Bk : 275 4 (ITT)
EAAGIILYE s SEICERE L “ESHERER (1008-061 3B TIX 1008-045 #BR. 1008-198 #ER T

1% 1008-196 7RER) DFMAANIEMEZ - L, “EER FTALIANY 6 LI
TR0 EZI T 2B
< WERT 5 FIREME D & B I DWW TR, YDA BERE IR A ke UL TR BR S M ET
THUE LR Clatt 2 8
- [ BERE S 2500/mm’ B, AFHEREDS 1500/mm’ LL_E 3> 2 VN L MEERAS 100x10%/mm?
D)4
CJBBREIE (1) EMOTRICHE) 2N TE, IBRERFEETHREL-EY
WRBETTRE T, MORRBROBIMC DWW T LEIC LARENE LN BH %
BRI FNENFATT 2 _HEMBER (1008-045 3B, 1008-196 #ER) T. WBBEE (&
18) ERSUIIEBRKIEE I L > TR L O RER 2 G E TE 22Wn Sl S
HERAEFLNRO G BE R OIRERNET Ch > - BH %
RBRET 1008-061 #Bx
BhEHE . VAN OB R 150mg/H (50mg 2 1 H 31[8) & L., D%
ITAEFEDER/DRNOER T br— AR HERR L7225 K5 75mg/H (25mg % 1
H3[E) ~600mg/H (200mg % 1 H 3[E) O#FMHCTHIETLZ &L Lz,
Fe AR - HIBRZR L
1008-198 3B
5L LAY OB EIL 150mg/H (Thmg 2 1 H 2[\) L L, 0%
I EEENE/NENER I b — AR R KRR E 725 L5 150mg/H (75mg %
1 H2[E) ~600mg/H (300mg % 1 H 2 [A) OMPETHEST L& &L,
e 5 T - IR Ze L
FHmE A BEHE  FEHERR McGill JEAER (SF-MPQ) : VAS fi, BFEDJR A DFRE (PPI X
a7) e
et AEERE
) AAORARTEBSN TS AL A 2HTH D,
¥ VASHEE PPL 2T

A OFREEIL 100mm VAS [Omm (A IE720Y) ~100mm (Z LA EDFRAILZRN VRV 1 12Xk 0 FFf L
7=

TOEMBRIL DaHRTR W] 25 T2 EOREHAIIRNL HWVGRVY | FTO O B, AANE ETRA D8R
EEBWLET, ZoEBREIC, BEIEBMOLLRTDRHADMESEXTHE (/) TRALTFEW,

Jo AL 720 Z L EDOTEAT TN < B WDERVY

PPT 30 (&<MWARL) ~5 (MXHEEVA) O 6 BT L 7=,
0: &AL 1 I 7w 2: DT b LUVEA
3 R0 N T 22V Vg A 4 WLV A 5 ¢ ifit 2 EEV VR A

ARBRZERUAZE

(HREEEMER)

WL RACITHAREE LT LAY 1 H 150mg & 1 A 2 BT TRA®KS L, F0% 1 EEL
E2F T 1 BHEE LT 300mg £ CTHEET 5, Zds, Fiin, ERICE D EEHEET 223, 1 BimHER
600mg X RN L L, WG 1 H 2ENC0T TRAKET 5,
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I. BOMHEOHKHR

HREZBH MR EE 2 x4 L Lo EW&R G35 1 (1008-061 38R 154 i, & 312 & 5)
J ¥ 2 (1008-198 3k 275 f5il, fcfE 172 W G) (2B 5, WAORE (VAS ) KOBIED
JADOFEE (PPI 2 a7) OfERER Uiz, BHHIRORIULIZHE > TEAGRI B R 2 1235
HLIZb DD, B ROMENN—R T A VREOEE EBD Z L ix e o7,

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

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

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

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

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

25 4

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

& N IHY 4 8 12 | 24 | 52 | 104 | 156 | 169
STt 151 %5 428 406 | 348 | 325 | 264 | 182 | 110 | 46 | 30
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I. ZEMHOFER
1008-061 ZkER
LM S5 OREIVERIL, 75.3% (116/154 #i) (2§D b, E7RBEWERIZFEINED F
V(32 Bl 20.8%) | MREEHEAN (23 B, 14.9%) . AR (21 B, 13.6%) . FHC L HHME
(1561, 9.7%) . HNEEE (1361, 8.4%) . RIEVEFHEEORH (& 1161, 7.1%) . M)
FE K& O (4% 10 i, 6.5%) ETh 7%, HEERBWEMIT, Fic X 29ME 3 fil, R4
AR, EEIEE, K Y v AMAE,  EEMEEISMIGH /ORI AMIGHE . Jorh/ il L B AME/
FIUZ L DHME 5 61 8 s S, Wi bIEIE LT,
1008-198 FBR
2R e R B R OREIWER X, 65.1% (179/275 B]) (238D Hiv, ERBEWERIZEFEINED £
VN (44 B, 16.0%) . RRYMETRIE (35 4], 12.7%) . fEHE (29 . 10.5%) . HESE. 5.
(REHIN L OEYE (% 16 fiil, 5.8%) . .l (15 i, 5.5%) HETho7™, EEZFEIERIL,
FERMARLRR 5 | IR BRI/ Rt D 2 ) 3 R S, = DRI E N E U REIE, BIE Th -7z,
ALNE B

RABRZRUVAE

(REE &R

WL AR E LT LAY 1 H 150mg 2 1 B 2 B4 TRa#& 5 L, Z0% 1 EFELL
2T T 1 BAHEE LT 300mg £ CTHIET 5, i, s, ERICE D EEHEET 28, 1 BRmHEX
600mg X RN L L, WG 1 H 2 [ENCHT TRAKET 5,
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ONERHRERE (BHEG®RER) GWWEAT—4S) (1008-202 5XE&)
HEY : JElc i L7z —EEHRAR (1008-125 RER) (L. HEERABR~OBITE2HE LK
FaRBLE LT, L HAY L 600mg/HETL H 2 EEEMKE Lot am sk

OB %,
R T YA FEEREI G-
ES RGN 103 B (B 5-61)

TR GIENE e TR (1008-125 #ABR) (THWT 1 H 2 [R5 5217 7o Fr R 15 o i bt
PR IR B E A ERIERRBRISIHAAND Z L & L,

TR EE FATRER (1008-125 FER) ICHRW TS AR TH - 72 BE SUTTREREE & ORIREIR
ERETERVEERAFEEZIRD SN BHITMAANSTE L,

B 75 JeATRER (1008-125 3BR) D TRZZ O, BAFICEEMNREE LTT LAY
> 150mg/ H (75mg %2 1 H 2 [A]) O 5.2 B4k L7z,

%1 BBIE, ATRBROBBRIEOSKEE 5% 1 BN E L, RSB
RIETHRRODREELT2D, REZSCTCTVLVANY OHE%S 150mg/H D
600mg/ H (300mg % 1 A 2 [\]) OFPANTHE Lz, 7 LA »OIEEHRZE LI
Hid, 3 A Z & ITRIEMIR (R 3 B, &R 28 HIHD) ##%0E L7, IREHIM O
BRIRIZ, LAY COREEFEEIZHIELZRERE L, RO LR
U< i3 28 BARGEMEE S TR T Lic, REEHIRIHRICHERENRD bR BEITIT T LA
UG EHBL, 5123 s HEEGE TED b0 L Lz, (REHMFIZH
FEMRED SR o T BENC DOV TIEHIE L, ARSI B AA R0 L85 Tk e
1~2 HZ L2 100~150mg/ H 3 2@ L7e N SH&E 7 HEMNT TT LAY o
R a1 S R Y

FEHIH 9 » B (RBRFUEEMA 224 &I L7258 ISR 2 LI 1 FERRR
biG ek cEoboE L, )

MG IE H Ak EHEIR McGill FaAERIZ (SF-MPQ) : VAS fl, BIEDTADEE (PPI A
a7)

watt  AEELSE

X VASfE L PPI X2y
A OTREIE 100mm VAS [Omm CGRAIE7Z2Y) ~100mm (2L EDOFE AT RN HWERVY) ] I L 0 FEHl L
7o

TOEHIL DRARTR W] 225 T2 EORAIIZRNL S VIRV FTD O B, AANE EJRAD Y
:k%%%TiTo:®E%LK\@flﬁ%@%ﬁt@ﬁ&@%é%ﬁ?%(/)Tﬁﬂbf?éwo

o AL 72 TR EDFEAIT RN SR

PPI 130 (<A L) ~5 (MxEEWEA) O 6 BME TR L 7=,
0: &AL 1: T 7Rdm A 2 T B LUVVREA
31 o MWTIE I 72V R A 4 B LRI 5 ¢ ik % #E R A

V.

BHEIC B9 5 TEH 77



I. BOMHEOHKHR

B EEAMIFIZ 331F 5 SF-MPQ DI D FRBIEZEORE A a7 | [FE A a7 | AR a7 o~_—
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
L) (43.2%) . TELLELE) (@27.3%) XiT IRk LZ) (23.9%) Th
STERENPRZHTHY  TOTMIEL LT (B.4%) iETF -7 < HEAL L TW e (2. 3%)
ERHN L7 BE I o T,

SF-MPQ E#A DR s (VAS fE) RUBRAEDNEANIEE (PPI Xa7)

VAS fi PPI 2= 7P

S S FEA 1155 102 102
SEEE (R 22) 61.2 (23.7) 2.2 (1.1)

i 6~98 0~5

SRR AR RAfiTaE 102 102
R E (YR 22) 53.3 (25.0) 1.9 (1.0)

bl 0~99 0~5

S G/ -3 S A A T 102 102
il QYN | R B (R 22) -7.9 (25.2) -0.3 (1.2)
i -89~68 —4~3

a) 0~100 TEEAM

b) 0~5 T

C) N— R T A THATRER (1008-125 3RER) DI &SI O % v =,
VAS i OV PPT A 2 T AN B ME ETR AR T & & oRd

I. REMOBER

BIERIX, 78.6% (81/103 ) 2R HAL, E/FRIIMABED FL CHEIR (18.4%) |
FEPED EV (16.5%) . RIRAE (10.7%) OFBNE N7, ZOM, FIEN 10%LL ET
bolobold, EE (12.6%) . Hl (11.7%) | B (10. 7%) Tho7o, EERENEH
IEANEREE, O O MERL, FRERRTUEE, BRSO 4 FINHE 4, WIS [EIE D A
wEhi,

RERERVHE

(HREEEER)
WE . ORI HEE LT LAY 1 H 150mg 2 1 H 2 BEIZH T TRAJZE L, F0% 1 EFL
BT T 1 HHEE LT 300mg £ THIET 5, 7ol Fln, ERICK O EEHEKT 22, 1 BHE&mHEIR
600mg X RN L L, WG 1 H 2ENCHT TRAKET 5,

V. IGRRICEEY 5T A 8




(5) #BE - FRAERIGER
ORI, E&A. AER. BHEHMEA. RA—XS54 VEFERAATHNGZEICE T HERABRAMES
HRAET R R
AHNOHEARITIS e IR 12T D A IR B A KT T ATREE D H 5 -1z 2T, EANSEIIH
RER (A0081120 FER) 128IT B AEFHIREOE TR A 27 K ONVE OZ b & BEYE ZH [ (5B
PEo ZebE) | AEERB] (18~64 i, 65~T74 5%, 75 LA ) | IKER (57keg A, 5Tkg LA L) | R
SRR (18.7 » ARG, 18.7 # AL L) | "= T A4 LEIFA a7 R (6 mAkw., 6 L0 E) ]
DOFFFTOFEF, BRI ERD & 2 203580 b lc B K30 o 72,

HERAREREHEETICAESER

AN O BEIRIFMER R AR (A D IR I3t 2 AR EIC 8 A AT e & 2 R 1220
T, ENEBIAERE (00081163 3R) 12317 D R ALFHmRFOER A 27 KON D2 L ED BEY
BRI TR (BE, etE) | AFin (18~64 %, 656~T4 1%, 75 kLl k) | IRERI (64. 65kg AT,
64. 65kg DL E) | BEIRIEOFEFHIRD] (12, 03 4RI, 12. 03 FELLE) | BEFRIEMERRS e E 12
£E D FIE OFERHIRIS (3. 19 AR, 3. 194ELLE) | RN—AT A IR A TR (6 SR, 6 4
LI E) TN OFER ARFI OB IEIC K & 72 B % AT RO & 5 R -13780 Hie o7z,

RUERRREICES &R

ARFN D RHEFIRIE N 5 IR 2 AR 2 JATT AR & 2 R -FI2 oW T, ENE
MAEERER (A0081208 XER) 12331 2 Fr S ST R R0 A 2 7 D FR 3y 201 [1ER] (BE, &) |
BRI (18~64 7%, 65 HEBAE) | IRTRI (54 20kg A, 54.20kg LA L) | RSB (36. 32
ARG, 36.32 % ALLE) | AiVAEER] (A, #E) | NSAIDs fFHRI (A, #) [ 77/ 7
= VBB (. ) | R—RT A IERA TR (6,43 SA, 6.43 ALLE) [ R—R T A
FIQ# A = 7Bl (52.29 miANM ., 52.29 mLA L) 1 OFFTORER, AHIOFRMEICKE 22585 K
FETRFITERD b o T,

BHEEICHES PREARESEER NNBEAT—228T)

AFNOF ARG LE D PRI B E LR 26 2 A IS B % IE T e B B IR 112
DN, [EFRILE S AR (A0081107 3UBR) S ONEAL b FHEAER  (1008-125 #lER) (2d51F %
VA a7 OWEEEOREE R (MR (BE, Zeth) | Fleil (45 A, 45 sl ) |
{REERI] (70. 15kg A, 70. 15kg LA E) | FHEREORIKR] (BB, Fik, Zofth) . ASIA FaE
fEE R — B (5E2, A5Ed) . BESME (C4-10, C2/C3/T11/T12, ZDfth) | HhEHEED
FEEERI CorBREE, DUMZBRED) | IR ORI (Rt A4, R & B A ikd) | Fhis
St ORI HIER] (60.0 5 ARG, 60.0 » HELE) | RX—=RAF A @A T H] (6.4 5FK
i, 6.4 JRLLE) | FREEAIDERR] (B, ) ] OMFTORER. ARIOEMEIC K& R EEEE K
FTHERAERD 5o Tz,

MALPNEE B

V. IGRRICEEY 5T A (&



OB s

B AE

EEZERIZHITDHER
RNk L

EEOREICLIAERFLRARL O T RFERESL (FEMEO 0,
KW ORBERIITROLBY THY,

RABRAAE (REH) *

B, RAHVETRIE,

NT Y XD D b OOUEFEE FIFEE DL TIIA

FHERRBREIRICRNE 2ERT 0 FREB RN O BE 2§ & U7 E NG IR

(A0081120 #ER) M UMESMEIIARRER (1008-196 3ER) & &

FTHEOHIIAHE > TRIARDH R IBEREICH T,

12, BHEREOREOFIEI)

ERNEIHERRICE TS BEHREDEENDAEERRARX

/Ry ol

EPN AR (A0081120 7RHR) A B MARER  (1008-196 7#5R)
7R | 150/ AEEY | 300me/ BEEY | 600me/ HEEY | 7T AR | 150me/ FEEY | 300me/ FEEY | 600mg/ FAEY
ST 15 3k
FEYE Cler 8 67 59 64 66 62 61 65 64
& CLer & 31 28 25 31 31 26 33 26
HFEZZREEE (%)

FEYE CLer 8 59. 7 74.6 87.5 92.4 58. 1 67.2 66. 2 85.9
& CLer J& 71.0 75.0 88.0 93.5 58. 1 73.1 81.8 80. 8
FEMEOHEL (%)

FEYE Cler 8 6.0 8.5 26.6 51.5 9.7 13.1 29. 2 43.8
I CLer & 9.7 17.9 40.0 45.2 9.7 30. 8 48.5 23.1
EER (%)

FEYE CLer 8 10. 4 15.3 25.0 42.4 4.8 8.2 9.2 25.0
f CLer & 6.5 5.7 24.0 29.0 3.2 7.7 12.1 23.1
FEMEZE (%)

FEYE Cler 8 0 1.7 12.5 18.2 9.7 11.5 6.2 10.9
& CLer J= 3.2 10.7 16.0 19.4 9.7 11.5 27.3 11.5
AEEM (%)

FEYE CLer 8 0 1.7 17.2 15.2 o 4.9 9.2 9.4
ﬁECLcrE% 0 0 24.0 12.9 0 6.1 7.7

: R CLer JB @ 300mg/ H i & RIFRE QR R L 2 58H, ! Wﬁaq@®&mwakﬂﬁf®@g§

k@é%l
a) FEERIC

G Eni

1 CLer JE OHEBRE 1213 300mg/ H 2% 5- L 7=

BETLIRLE, LAY 2 600mg/ HEETI

IIAEHE Cler 8 DO #EERE 121 600mg/ H |

V.

1BRICEI S A
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HERAREREHRESTICHSER

PERIGPEARTEARRBEF I D M2 xR & L7z ENEIEFRR (40081163 3ER) (Zd51) 2 EinE
DOREEROFEFZHBEROERAEERG (FEMED V0, IR, RRERIE & O EIEIN)
DOFBRIIFTERDELBY THY | K CLer JEDIEFIED D 72T DFHIIXREEToH 5 25, SHIIZ
K CLer & CHEYE Cler B XV b A EFHRBRNEME TR L TN &, L LAaND, EiEE
[ZONWTIE, BHREDORE R OHEICEDL LT, 12 A EPBEIFEETH Y, BEMICH
ERDEDOTIERNWEEZEZ N2 LD, WRIEBHMRR AR & FRRICBHEL BE L T
E SN AR (B REREE A (30<CLer<60mL/min) (2% L., BHEEREIEH B (CLer>60mL/min)
DOFEE L) \ZONTIRFICKRE RBEIT VW EB 2 b,

MEPRRIMEREAEES CHESIERENRE LE-ERFEMARER (A0081163 5 ISHETHAFEERERE

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

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

ARRAERVAE

(PiREEEER)

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

(FRIEFTRIEICHE S &R

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

1) ERARERE (—RHARBERE. FEFARERE. FARBLEERAR) . RERTERT—42
R—AE. UERFTRERABROANE
U U 7 VO BRI GBI - 2011 451 H~2016 47 A) *
TR PR E M R 2 RIS, EAEE T ICRB T 2 REMR A E BT 2 2 HE L
T, AEHAREREZ M L2 (BEWIR : 13 ) |
2011 4E 1 A5 2017 4F 4 H £ TITIHENSE T Lz,
L VEREAT R SEG] 3613 BT 2 RIEHFE BT 16. 03% (543 ) ToH YV | FEREIERILE
FPED FEU6.50% (235 1)) . AR 3.68% (133 f1]) . RAYPEERE 0.83% (30 #5) TH-o7=, &
DL, FEWED F O L ORI, HEBAE 4 BUNTORANZ B LN, BWERRE
B E 5 2 28 R ARG LR, MR, k., BEREEORE, ZJvrF=22707
T U AME, BOHEOHEE, OFHEEAIOR M, FeRIEOAE, IR (5565 . 1 B
Hi& (R 2B\ T, RIERRBLRICHERENE D b,
ANERRATRIGIER D 5 B BRRZVROFAM (2 USRS 285 5T\ 5 3350 BllZEiT 56
ZhERIL 84. 1% (2816 f5) Th -7z, £i=. BE DO XL 2K A a3 7ITBW T, KA G-H1 &
i L CHBERUGENRD DLz, ARICHELY 52 555K T2t LR, Bl AE
(Zehh) . 2 vT7F=2 7 07 7 Al RREEOR M, KRS (B 5N | 1 BE
& (BlERE) KON 1 B E (K 2B\ T, AEENRD LT,

U U B 57 )V O e R R A GBI - 2011 45 4 H~2016 48 ) »

FRR R PN R &t R, T REE T IS BT 2 BRI 022 2M K OE M2 e 5 2
EHRBME LT, KRB S AREREZ 30 U-, AHE Tl SBT3 2 6 AR A o Bl g
i 13 2Dk LT, R T 104 8 (B GBS 728 H) ETHEBIEHIME Lz, 72720,
e 55-BA%A 104 BAGE CTHREGH& T XTH I LIZIEFNIZ SV T, Z ORI E CEBIZEIR & LT,

LR VEMEAT R SIEF] 800 BINZ 35T B BIMERZEBLRIL 12. 5% (102 ) TH v . E7eBHEM IEHR
4.50% (36 f31]) . VFEIED E N 4.25% (34 B) | RAEHERE 1.13% O fi) THH, ZANET
D ENI O R AL 0T LI ARG & RO FRTh -7, & GBE 13 BHENS
52 WLINIZ R T D W13 DRIWER I B A 5.2 5 R NFE2RaT LR, 2v7F=r2

77 AME, BFREAOAREE, AEREOAEE, 1 HERRKGEICEWT, BIEARARICAER
ZENFRO BT,

A RWERFNT S RIEG D 5 6 ARG TR UL IERFCERR D R OFHm AT b TR Y . 22D
HIERREZ RN 769 BlIZIRIT 2 HHRIL 9. 0% Th o7, £/, BEOFHMIC K DK A2 T
[ZBWNT, AAIFGRTE i L THEREEPRBD b, ARICHELHALDERATF &M

LR, BEEOFE, AHEOH R, MGRIKOH S, PHKOA BT, AR
BEEDBD B,

2) RBEMHELTERFEONERIIEE L-RE - HBROME
AR
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() =0t
1) ENERKRRER
OEATSARxfEHE? 122
TR AR B E et & Lic 13 G 0 —HEMREGBRIZB VT, ZEFHMEEE TH
B IAEFHIRF O A 2 T IX F RO EFB Y THY . 7L H /3T 2 300mg/ HEEKL TN 600mg/ H #E Tl
77w AR R L CREFENICE B R ERRD b,

&R DL A 27 =P
o gy | TR 77 e D= b i
T REAERR [95% 15 #E X ]
A 97 5.12+0.19 - -
CFUHAY 2 150mg/H | 86 | - 4.8140.20 | -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) BERE D H LT 2 A0 AN SR L7z 1 EMOYEH A 27 [0 (FAeL) 7256 10 (ZHl
LR VER) O 11 BPE TRl S AL, 22T RREVIEERVEAREZ AT,

b) BGRER N CLer AZ R T, N— AT A DR A 2T & 458 &+ 2 0BT

) 7 VT F=r 7 0T 5 AHEEM (Cler) 12 & - T, 30<CLer<60mL/min DHERH 1% 300mg/ H ., >60mL/min
DYEERFE1ZI1E 600mg/ H BN 5 STz,

BRI E AR RS RS = T S R B E xR L L= 13 HEE-0 “HEEREESERIC BV C, =5
FHIIE H T D IR HIRF O A a TIX FRO LY THY, 7 LAY 2 300mg/ HEETIE T 7 &
AREE L ol U CREEH P B s 031 BT,

T
: . NR—=RAT A DO bE N
R P o o | e |
Y —_ - o/ f=
R . [95% {E i1 1]
IR 135 4.83=x0.21 -1.20=%=0.21 - -
A% AV N N e “0.63 |
+ ~1.82+
s0omg/H__ | PR Aot ke -1.09,-0.171 | *%°
T HNRY v -0.74
45 4.08=+0. 32 -1.94=+0. 32 -
600mg/ H © [-1.39, -0.09]

a) WEBRE ME AT DA HRENLEE L 1 EFOEEm A a7 [0 GaAaL) 75 10 (Zhll ki
VWRA) O 11 BEECRE S, A a7 BDREWVIFE ERVIEAZRT, ]

b) FHREE O Cler JBER T, N—A T A L OEFA T ZHEE L T 25O GEGHERFOKEFEA 27
DR—RAF A NSO RIZBIT A AL H AN 2 300mg/ BEEL 75 B ARBEL Ok Z FEAME L, )

) ZVvTF=r 7 V7T U AREEM (Cler) 12X 5T, 30<CLer<60mL/min OHERFIZIX 300mg/ H, >60mL/min
DREERF 1L 600mg/ H 35 S 7=,
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PRHETRIE R A )t & L7z 16 G- o “HEREGRBRICIS W T, TEFHMEEE Th 5 ik
SIFE DI A I TIXI FERO LBV THY . FLH AT UEE (300~450mg/ H) T T BREEL
U CHERH IS B dEN il b,

BT O A 2 7 )

Be iR — YNt ST REDE "
+E iR [95% {2 46X ]
77 tR 248 5.45+0. 12 - -
A% YA N T -0.44 |
300-450mg/ H 250 5.01%0.12 [-0.78,-0. 11] 0. 0046

a) PR ME BRI A AO BEENDEH Uiz 1 HOFEER A =27 [0 (A L) 725 10 (bl k
IRVEA) D11 BB TR S AL, A3 T BRI WVIEETEVREAEZ TR, ]
b) HBEHEART, N—RTA L OEFA 2T LR LT 55 HSHT

QERNEBZESAER D 19111,
RIS S A ERA 126 91, BE IR AR i

19)

TN D P B 123 1, BRHERTAE B 106

Bl S AR MEf R B R GBS, MR %K. R MEMLIE I RE © &%) B
103l Zxt5 & LB 53R (O3 52 8) 1281 29 A D58 (0~100mm @ Visual Analog
Scale TIENKEWIFERVEAEZRT) OFEBHEITTEROLEEBY ThoT-,

FEADIRE  (m) *
&} RIS R AR %fiﬁlﬁfﬁ%&ﬁ TRAE 7 i FRRE P f R B PR TR
e BEEICLE S M
A SEPE £ FFAm SERME £ FFAM A £ FFAm SERME £
%k FEHEAR 7 S FEYE(R 2= %k FEHEAR 7 %k PR 7
| B 126 __|f 62.0£19.0 | 123 52.8F2L.T | 106 | 61.8%23.5 | 103 | 67.1%16.6 |
128 | 116 __|: 35.3%t22.3 | 119 30.0£23.0 | 104 ] 48.9%23.3 | 98 L 44.3126.9 |
|24y 105 _|: 34.0%£23.0 | 112 21.7+22.0) 101 | 48.3%23.8 | 92 | 46.3+27. 1 |
52 1 94 28.3£22.9 97 24.8+20.8 87 47.1%+24.8 85 44.9+27.0
a) 0~100mm @ Visual Analog Scale TEN K Z VM EFRV VR A2 R7T,
b) ARHEFRAE, PR EEE R A2 SR e LB T 24 BOT —Z 2 EL T Rho e 28 OT— 4 %
Y,

V. eRICEd 5 HA
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2) ERAREGKRAR (BHEGEERER) GEAT—2ZET) W
FRRERIEFERZT 28 L L= 16 MRG0 “HmEMREERRICHBW T, FEIMEE Th 5
BIEHIOEIFAaTIITROLBY THY, F LAY B (150~600mg/ H) T T REEE b
L CHEHFIICE B R UERRD b,

P A =T )
B 5 BRI ONR—2F A o e
FEBIH I DAL B 77D p fif
L~ S (959015 FIX[H] ]
. >) T hoRIETY

7R 106 -1.07=%=0. 149 - -
---O----:‘--\:l--: _______________________________________________________________________________________________
17’5()1/—23)(/)mg)/g 105 -1.66=*0. 157 -0.59 [-0.98,-0.20] 0. 0032

a) VRBRIEOL L1, 150mg/ AN HEIRA L, 25 2 X 0 BEHIAI T, 2 4 B TRICRE L7 B AR T
FBOWEMNOHE 16 HETHERFI 222 2 LT,

b) WA T DIMADOERE [0 ORAZe L) 25 10 (IR ERWRA) O 11 BECiifish, =
T RREVZEROEAEZ/RT, ] DOEH LR (16 #E) OEEAITOR—RAT A4 UInbO
SR A B G W CRRE LT,

REMOR—2 T U b O E= HEY (16 J8H) OFEEHA T — X—R T A LV OFLPE
AT ] X [(FEERE OB 5HR BSE (16 ) ]

c) BERER OWERR Z K, N—AT A O AT L ORAICET D BEOFOMA a7 2158 ET5

oo
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3) SEERKREER MEAT—42)
O NET>tRABRE (HFRAES®RERE W
R HMRREE 2 5 L LI ZEEREGRBRICR N T, FEFHMEE R Th 2 Gk i iRy
DERAATIITRDOLEEBY THY ., WTFRORBRICBWNTH AL AN > 300mg/ H KO
600mg/ A BETIZ 7 7 B ARRE & it U CREFHERICHE BRI ENRD bz,

e B AT O A a7 &Y
i PR AR \ == ——
= e 50 O /N FEY) TIRREDE
(FFAR) T B i p I
+ fEAERA S [95% 12 4HE X [ ]
A1 B 8 S kR
A S 2 N 6.14+0.23 | - SO N T
. ~0.88
LAY 2 150 87 5.2640. 24 0. 0077
1 O I I -1.58,-0.23) | * %77
107
13 8 LAY L300 98 5.07+0. 23 : 0.0016
SR [TV t) S0/ | 98| 80708 1.70,-0,45) | "0
FLHRY > 600mg/H ©| 88 4.35-0. 24 L7 0. 0003
[-2.43,-1. 15]
S ES T/ AR RAER
ZzeA 8T 5.59+0.21 | - SO R T
. 0. 14
2 FLAHAY > T5mg/ H 83 5.4640. 21 0. 7999
. [-0.71, 0. 43]
(5]@'353) 1 """_____"_'_____"'________;6_6:7 _________________
FLAHARY > 150 82 5.5240. 22 ) 0. 7999
A3y mg/ H [-0. 64, 0. 50]
=2 )V - S S 6.3310.22 | - SO R T
. 1,20
3 L H Y > 150mg/ H 81 5. 1440, 22 0. 0002
. [-1.81,-0. 58]
(8]@&8) 1 """_____"_'_____"'___________1__5;% _________________
LAY L 300 76 4.76+0. 23 : 0. 0002
LAY mg/ H [-2.20.-0. 95]
4 A= N NN S A 5.29+0.24 | - SO N T
} 1. 69
8 LAY L 600 9| g8 3.6040. 24 : 0. 0001
(8 JEfH)) TLINY mg/ H [-2.33 1. 05]

a) WERENE AT AR AORZENSEH L 1 HOEEEE A7 [0 JFAR L) 726 10 (Zh
PLEZRWRA) O 11 BERECTRMIi S L, A7 BN REWIZEBOEAZRT, ]

b) RER 1 KON4 : B ERE. Wi RO Cler BARTF. _N—RAT A L OENGA T &8 L4 2 A5
AR 2 ROV BERER O AR T, N—R T A O R 27 &35 8 &9 5308

) VT F =7 )T T AHEEM (Cler) 12 X - T, 30<CLer<60mL/min O#ERE 121 300mg/ B . >60mL/min
DYEERE1Z1E 600mg/ A 3 L- ST,
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@ SNE TSt AxtiERER (FHEEG®RER)
FRREREFRZT 2t L L2 12 B G50 " HmEMREERRICHBW T, FEIMEE Th 5
BASTHRF LA aTII FEOEBY THY, LAY UfE (150~600mg/ H) T7' 7 v AREE
& H U TR RIS B R E N RO b T,

G OE R A a7 9 Y
TR ST
" _ e TIRREDE
Y BN T LA + /a:rzy E/Ei . il
S 1 o/ AR S AR ERR R [059% 1 H 1< [l p il
7T R 67 6.199=+0. 235 - -
% Y N R e R
4 _ _ _
150-600mg/ A 69 4.66510. 231 1.533 [-2. 150, -0.916] <0.001

a) WERE DM H TR 294D HEEDBRM L7 LIMOFEEEA 2T [0 A7 L) 226 10 (Z4aBlk
IRUNERA) O 11 BE TR S 4L, A 7RI VI EMU R Z RS, ]
b) FERRONEHRZ R, =R T A LV OEFA T B3R L35 5T

Q@ SERMERSHRER (FRASRBRE. THEGRER © Y

WIRE L BARIRRE 2R LRI GRER 1 (154 #, & 312 #5H) | 2 (275 #i, &
F 172 8% 5) MOEHHEEREREIS L L-EPRGRR 3 (102§, &FK 167 #ikE) 128
T ARADBEDFEMEIXTRD LB ThoTo,

B DOFRE  (mm) @
HORIEIZ 14 AR TR FHEHREZ AT
FFAG R A EMR GRS 1 ER 53k 2 R 55 3
- . RS T " I fE+ . " Y fE+
R 512k e AT 51 % T AT 512k e
L BEGET | 164 ] 69.4F18.7 | 275 | 67.3+£17.9 | 102 | 61.2£23.7
oo lewd ] 114 | 42.8426.1 | 211 | 40.3+25.4 | 89 | 51.9£23.6
%2 N 91 ] 40.5%25.1 | 17 1 41.4%£24.9 | 77 | 48.8+23.8
.. bz#@ | 63 | 38.3%£24.6 | 122 | 35.7%£24.2 | 58 | 51.0%22.7
104 1A 32 36.8%23.2 78 32.5x24.1 38 49.4=%23.0

a) 0~100mm ® Visual Analog Scale TIEHAN KX WIE EiRVVEAZ T,
b) AAEREWIE SRR 3 1IC oW T 52 RN 104 BOT —Z ZIUEL TRV, 60 LD 108 HOT
— & i,
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VI. RHZFEEICEII HIRE

1. FEZHMICEEHDHILEMRILILEME
S HNRY ROV TR F
R - B H 5B ORREUTNREF L, BFORMNLELZSZRT L L,

2. EBEA

(1) VEFRERMSL - VEFRMERE 2 - 20 . 2D . 28 . 29
FUHNY L, R T OB 2 I L. S0 IR & 5T 5.

BERTF TR : ~— e
) WEEYF TR .7 IJ7J \U> .
e
a;.;~
. o69T1=uwh
L]

Ca®*FvRIL »

- » Ca2t

WEEEYE L

WE®YT TR
RREIEETLDIRE
MBI F TR
BfE © BARZFAEERRIRZE /NI JiERSeE
OISR A & TV IREE

TN T BA T (Ca*T) FrRAMBIHA L CaIC kD RN BE L, 7 2% 2P, 7L
B3I TV b = B E T EEA T T R (CGRP) 72 & O =Y E DS EN i S Tn 5,
Q7 VAN R EREIERZ 5 L T Dk

TLUHNRY L Ca¥TF ¥ R Da,d VT 2=y b EDFEEEIN LT, DAL T LF ¥ 3O
T CTORBLER ) Ca® OMAZIKT S, MREEDE O 283 %,

TUANRY L, CYTTFr XN Da, 6 7 2=y hAOEWEEBRAMEICLY, I T AF v X%
OB E TORBEKL N Ca> DT 7 2K ~OFAZ KT S, BRI E O R ik
HAREIT A2 L0k by, WREEE L L/-=o—n 28, BRERAERETS, 512, LA
U > OEFRERIIT FTITHERAES RO /L7 R URBEEOE e F= RIS 21EH b
B LTWDZ EREBIINTND,
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VEFIRSFr % S0 2 5Bk i

1) Ca?*FRAMNFIER (/n vitro) *©
FVANY COEFICES T2 a, 0 Y7 2=y M, BAKRIFIEI VY T AT v RV
T OBV T 2=y R THY, DV T A F L ORIE~DWAZ P LT D 2 & DR X
NTW5, £ZT, ZLHRNY URHRERIZBW TRl I LoD A A R E ([Ca*t] 1)
EFICRI L CRBE G250 E ) vk, b MRIMFTREN O L) 7 by — A THRE LT,
TUHNY) ALERED V7 LA A4 (30mmol/L) THEIR LA T LA F AR L Tl
JERAFH 72 MEIE R 278 U, e R =R1% 35%., ICs i 16.8 umol/L (2. 7ug/mL) THho1=,

Caz*AlCK 9 % 1EA (in vitro)

100 —
IS
e
T o
TR
on
{m| -
i(zg 80
IF
+ O sksk
N4
B
o N0
{u@ﬂ
60- | ® HIRVFY
O 7LANY Y
T T T T
0 10 100 1000 (mmol/L)
YRR

T—HIET LN A RERMEOMBAN LU AA A RE ([Ca*t] 1) ER%Z = br—/UEicxt
TOENECTRLEE, BPOERIT, 1IRESHZY 2 IR CEME L7z 5~23 OEROVHME, =T — —%
PR 2R T,

#P<0. 05, **P<0.01, =¥ b —/LRE L OER, —JLEE S BT O% Dunnett O 5k,

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) *V

TRV DTy MBI R NS D 7 I Uk A1EM % invitro THRET L7, HE
£ Hooded Lister 7 v " BLiBIL7=W 4 PHl FVZ IR TT LA FaX—ML, HiE
FEH YV DAL AY (30mmol /L) CTiE% SN HEER O &2 JE L (n=3~7) , B
MESTF R THHY T AL AP (1pmol/L) OFAEFTIE, [PH] 7% 2 U EEO R %
WRE (RIREE U U LA A BINEM) O 150%FREICE T EF Les, LAY & [ 5
SYRIE VEA, 30umol/L (4.8ug/ml) 1 X, Y7 AX A2 P (1umol/L) &@EEED Y 7 LA
> (30mmol/L) PFAIC LD 7V I VM ZERED Y 7 AA A VB TO LUAFTE T
il L 7=,
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3) VLT KL URHBIZHT 2R (in vitro) *
7 v MRBGH A EAZ PH) T FLF U U e B 0RER T LA v Fax— L, &
WREEA U 7 SA A 25mmol /L % 120 BRI L Tl A sl &k L, [PH] 27 Ru U v
BHEZRIE Uiz, £, ERED U 7 LA TIN5 SENCF LAY > 1, 3, 10, 30, 100,
300, 1000 umol/L Z¥AN L CRIERIZHIE L7z,
LR T VAN AT VT BT U o f % i BEARAFAZH0H] L e R ENHI R 13 100 1 mol/L
THI40% T > 7=,

4) EREEEOHBRTF FOBRBIZXT 2%E (/n vitro) *
TVHNY) DY TAE AP RN b =B FBETF R (CGRP) DR HIZx3 5 1E
RERFT D701, TYa Ny MEGICIOVREZER ST v b bHEHZ B L CTER
L7 RO EEARZ R L. LN » 10 umol /L ZWINL721%. B 7% A 2> 500nmol/L %
WIN LT, BEVRIRT O 7 A% o Z P KRN CGRP D& Sl T oy I E B L 0 E L7,
T ORER, RIEZFH LT FHEAR T, A7 A I K D7 A% 2 P KT CGRP D%
H 2K 50% 4] L7223, RE & 20 L T2 WA T L e o 72,
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(2) EMEZENTHHEBRBIE
1) HEEEMHERBETIVICEITSTLAN) D OAEDMT
OISR HIRIBE (CC) ETNIZEITAIM7ATA 7R (Tv k)
W CITEE ARk LR C DT A2 e T a7 ¢ =7 LR, E (28 28 < muikic
E+T 52 THELD) MOEIH) (BE~OHMWIETHELD) TaF 4 =7 IC0EEN5,
TVUANRYNE, Ty b CCL BT IS K DEMMET 0T ¢ =72t L, 097 27 4 =7 1% 3mg/kg

LLE,

BT 27 ¢ =713 10mg/kg UL O AETHEKRFEMICIEI L-, —. ERHED0ELE

R, BT BT 4 =73 L2 b oo, FAETEHNT 07 =712 LTI ES TH - 72,

CCIEFIVICBIIZMr 07 « =7 1R

(8)

BHT7OTZT x1)

(8)

BEY 7 OF =7 %2)

BH7OFIZ7 %D

324 ()
154
6] b
o= K 101
M s I
fi& 7
BF
4- / .................................... Lol °
2 T T 1 r ".' I:. 4 T T T T T 1 Ll T T
%581 0051 2 3 4 5 (B§fH) 581 O 1 2 (B5E)
WAV AUNZ 5 TUAN) 2 51585
FRRERIBLRAME - RISEBEF ¢ JAHE, ZLA/)>3meg/kg. —e— FLH/NJ10me/kg. —a— FLA/3)>30me/kg
REHABLRAME - RISHEE - B, =& 7LAH/NU>30me/ke

B 7O7(Z7 %2

32+ * *k ()
15 O— —0O ! 0
16+
& 10
® g i
& ]
B
4 5
2_ T 1 I T T T T 1 T T T
5/ O 0.5 1 2 (B¥FE) 58 O 1 2 (FERS)
BIVERBEEREFE B EXBSEEERE

SRAEAIRRRME - RICERF ¢ B, —e— TIlbXRImg/kg. —a— EIER3mg/ke
RIMABKRRAME - RISEE O A, -2 EIbXx3me/ks

FBI7O74=7  Mann-WhitneyQUIRTE. BIM7OT+ =7 | —TEEBSHAHHE. Dunnetti&E

% p<0.05. 3% :p<0.01. sk p<0.001 G:HAIEES) %2) TR EERE

1) RRELDIR (256%0r75%)

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

ik

Fripl oM ik e fe < D Z 212k CCL BEF NZ/ERL L7-, von Frey hair Z#MURBEIH LY T,
B DHBATE 2 R+ R/ N DIE SR ZRE L, 3.63g L FTOEATRIGELERE, #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, 7L AN iF 3, 10, 30mg/kg AR OEE BE/L BRI 1, 3mg/kg
R THRE LT,
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QEHMEESE SNL) ETNICHET 7T 7R (Sy )
TUHNRYE, SNL ET VLY Ty MIRASEREFHFOERCEBN T e =7 %, &HiZ
10mg/kg LA LD & THEKAFICHH Lz, KET BN TH, e RTFHFNT BT 4 =7
THHTHST-HET, BT uTs =712 L UEE Th - 72,

SNLEFIVICSIFRH707 +« =7 R

() TP OTFTA=T %1) A = F7 %D
- BH7OTZ7 x ) BT OT7 427 %2
154 O——  —{ {1 T} 0
& 10+
53] B ity
@ ° #
BF
5_
2_ T 1 T T T T T T T O T 1 T T T T
581 005 1 2 3 4 5 (B5[)) 58 O 1 2 3 (BfE)
TUHNI iR 514050 A IAUNZ =5
FRRE IR E - ISR ¢ AR, TLAHN)>3mg/kg. —e— TLAH/NU10mg/kg. —a— TLH/NJ>30mg/ke
RHRAIRRREE - RSB - B, = 7LA/\J>30meg/ks
(8) BHT7OFTAZ7 1) B 7TOF1Z7 %2
324 #)
154 O— —O {1 |
16+
& 10
B g It
& B
BF
44 1
.—-ﬂﬁ
2_ O T 1T T T
(B§fE) #58 O 1 2 (RER)
ENERIESEERE BRI GE0ERE

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

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

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

ik O 5 L OGE 6 B2 ML T2 812X 0 SNLET VEERI LT, CCIET /L% N
TR ERERO FIETHHN T e T =T c@8M 7T aT =T 2HW Lz, LAY 03 3, 10,
30mg/kg RO G, BB RIT 1, 3mg/kg R TFHE Lz,
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@R LT YLy (ST2) ERBETIIZETAHT7OTA=7ER (S k) @
STZ BERIFET MAZBNT, T LAY 0 3mg/kg UL EORAFGICLY, BT 074 =T %
FERFHICE LTz, B e XOR TGS, AREFNHOGERMEWER 2R Lz, £72.
FVUANY ATET BT 0 =71k LT H, 10mg/kg L EORR A G THHWEH 27 L7y, A
FWHEOE /L E XL, BINT 0T « =73 2MEERIZRD STz,

STZHERRETIVICBIF D707 « Z71ER
®) BEFOTAZT 51 ‘ BT OF 1 =7 52)
16+ () s
154
8 -
& 101
Eiﬁ 4 iCs
& 7
B
2 5
1 T T 1 ) T T T T O T 1 T T T
25 1 2 3 4 (RERS) 58 O 1 2 ()
TULAN) iR 5 TUAN) 5155
O 3358, ¢ AR, TLANI>3mg/kg. —e— TLAH/NU10mg/kg.  —a— FLH/\)>30mg/kg
(8) BH7OT7 127 x1) BRI 7 OT 127 %2)
16 ()
15 00— /o
*k kg
8 .
& 10
M 4 In
& ]
B
2 =1
1 T T 1 T T T T T O T 1 T T T
2540 1 2 3 4 (BEE) #5851 O 1 P (:=5))
B X EEIFRE BRI S EEERE
= SR, e AR Tlex1mg/kg., —a— T ER3ME/KE
B7O7« =7  Mann-WhitneyDURRTE. BIM7O7+=7 | —TTECED DML, DunnettidE ¥ 1) RREED IR (25%0r75%)
% p<0.05. k% :p<0.01CHAEEE %2) TEHIREERE

XI5 WM Sprague—Dawley 27 v k
1BEn=8~10 (87 a5 +=7) . n=6~8 (@7 s 1=7)

Ik gD B RIIBIR T2 H T 5 A L7 Y v (STZ, 50mg/ke) % HEIEIENE G452 Lick
ST, A VRV ARIFIEREIRIGE T VAR LT,
von Frey hair Z & BRBICH LY T, BEOLBITEINZ R R/ OE /A RE L, 3.63g LTFD
FEATRISE LT=3a, 87 es =7 Ll Lz, L8 2433, 10, 30mg/kg, PD 0144550 (%
10, 30, 100mg/kg Z##EMAFeH., E/L b RIL 1, 3mg/kg 2R TG LTz,
—J7, IR A RER TR HETT & 2 IR TEN 2 /R T CORMZJIE L, B 8 LI T O%A .
7T a7 =T LHW Lz, LAY T3, 10, 30mg/kg R AEE, BB RIT 1, 3mg/kg &
ETF#E L=,

F v hCCLEF /L, SNL BTV KN STZ BERIFET LICHB W T, $mAEOELE RE, BT as
S =T IEFMH L2b oo, RAETEHNT T 4 =TI LB Tho7Tz, —FH, LN Y v
IEER R OB 7 0 7 ¢ =7 T S IHIE DR ST 2 LD BV B R & Bl U CRME A
PREFEEMEIIEIZRT L L0 AR @V Z ERRIE S LD,
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DERBERERETNICEITAM7OTA TR (X9X) P
REH 72 PHAMEM R R B MR Ch 2 FHEE (SCI) BEmDO~ U 2% AWT-ET /VIZEB T,
T UA R 0 10 8 30mg/kg DIEVERNR G LV BT 0T 4 =7 & ABKEISHH S5
Z EDFERHEIC bR E T,

TORSCl EFIICBIFAIRT7TOT« =T EH

—Oo— 4 BRIEH
1 AR

0.8 —A— 10 mg/kg *

—m— 30 mg/kg *-h-.__ *

0.6 *
1l
® |0 = g
BQ 0.4 1 * é
S 1 ///éﬁ““§-~l*
* L

0.2—- /l

B—g P 0—O0—0O0—0

T Ll Ll )

$€;ﬁﬁﬁ - :IE{} 0 30 60 90 12IO
BrfE (%)
T Yy fiE + R UERA S
Kruskal-Wallis #E
% : P<0. 05 ABREIEIR L Gk & D Lo

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

51k BRERE T CH 8 HE (T8) LA OMES ZUIBR L, A& L CEH L7-BBEIC 2. 5g O8EE ¥ T S+ SCI
ZAERLU 7, BEROURMLIC )T MR L, ~ U AR BEBEIC von Frey 7 4 7 AV R EMILY T
KR TEN A BIZRT 5 2 L CHIE L, KB TE O 50%BEERD =, 2B, MEIIEAmEZETITV,
EONWE AT — 5 & LTz, SCI 1% 4 81 50%fEA3 0. 1g LT T o 7B K% FhHmIC vy, A8
WL VA3 o (10, 30mg/kg) wNENERNEEL L=,
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OBREFERRERBETIICETAM7ATA=THERAGY M)
FHetE D IR EL & L OV ERIBIC X T2 7 0T 0 =7 (7 a7 4 =7) ZFIAE L, BRHERRIE
WRED ML LB ET L B2 N TS T v MBS EKRERET LIZBWT, 7L
HARY UEFZOKS (3, 10, 30mg/kg. 1 # n=4~6) L7=HF, 10mg/kg LA ECTHEH% 2 RT3 K
MIZBWTHEHFEIICHEERT 0T « =7 OISWER RO iz,

Sv MEMBBRRERBETIVICBIIM707 « =7{ER
() FLAHNU>3me/ke* (8) ZL#75U>10me/keg*
307 . 307 *
254 25
\ £
20 20
i B 4z

10 104

5- " ! 5-

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

WEY RS 1 2 3 (m5R9) WE 15 1 2 3 (85R9)
TUAN) 545 TULAHN) 5514850
(8) ZL#/N1)>30me/ke* —o— AR
307 JLHINY>3me/ke
251 * N —— L3> 10me/ke
—e 7L H/N) > 30mg/Kg
20
B 4z
10- ~TREA UM%, TukeyDIRTE
*p<0.05. &R 5HIEE DL
54 ¥ EHYEHEAERE
o T T T T T
WER RS 1 2 3 (85R)
TUAHN) 5405

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

FE - A RS 5 Lo BetE (pHA) BRI 1004 L % 2 [E (Day 1 UM Day 5) fBANHRET B Z ik - T,
FHlEOFT 07 ¢ =7 % £ U 2 BYEM BRI ET VA2 ER L7, von Frey hair Z## /2 HHIC
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,
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2) TOMOBEEBRBBETIVIZEITZTLAN) D OEDE (Sv )

ORI Y TR MIBITZEBREICHT DERBERS Y
Z v MEPEASOFRNL Y T RGICE VAT D 2 AEORIERETE (B%W) ISkl 7L
TRY DR TFHREITE 1AL 5 2 2o 208, THRYEEIENBE 545 L SNDE 2 4
FERAFHNZHENEI L, B/ MAZVH &I 10mg/kg Th o7z,

RILR U VTR MMESITBERETRICHT SHMFER (B T8S)
%148 F2H
5 ()
(#) 4004 T
-
2 100 % |
F T E3
7= 7= 3004 *x
3 =3
T 50+ 7 2%
?J) % A3k s
& & 100
B B
M o B o
LS 1 10 30 100 P LS 1 10 30 100
TUAN) AR5 E (mg/ke) TUANYViREE (me/ke)
Y EHIRAERRE — TR BB AME. Dunnetti&E
*% : p<0.01 Cel7A%%EE)
XI5 o WM Sprague-Dawley 527 v ~ (1 B n=8~10)

Tk

R, 7"v 3D > (1, 10, 30, 100mg/kg) % R TG 1 Wefilth, ZEBEEBIC 5% B~ &
TG Lz Gopl) , Z20%k, 5 EERDZVIEATE D T HITEIORE 2 B 5% 45 /3 THIE L
77

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-,

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

#% 200- #K 600+

2 1 3

2 T 2 500+ T

& |$ 400+

) ] %

£ 107 300+

# 5 H
200+

=t £ 100+

B¥ B

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

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

POE-3N
Hik

HEME Wistar 27 > b (1 #En=8)
WL, v 8y > (3, 10, 30mg/kg) AFROFEG 2 KEh, ARIERIIC 2. 5% R/~ Y &R T
HL72 GOoul) ., 0%, HERLERDZVEATZ Y T HITENORERN 2 B 514 45 /0 £ THIE L 7=,
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Q3 v rRENS T UFRBEABETIVICE TS TLANY >OFEME ™
i) EVEE R EE ) S P ER
NTr =27y MEBICEE T2 2 LI X0 EER L BVRIC kT il st L, e
NY v (BTG ITHEERENZIHEERZ R L, R/ NEH R 3mg/kg TH -T2,

ASTZUFRBRBRET IVICSIT B HMERBHICK T SIMHER

—O— BHE
TLHANIY 1mg/kg
() ZLANYY 3mg/kg
10.0 —o— 7L AH/NU>10mg/kg
: —o— 7L 4/\)>30mg/ks

| TigEEEE

7
=

1 r T T

= 2 4 3 4 (B

p
‘5 TLANI (R THRE)
) o g ' =% 3 |

BN B A, Dunnetti®E
% p<0.05. x3k :p<0.01 CehA5EEE)

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

Fik HRERENC A 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

TVHNRY N T = RS 3.5 BRI 1T T RS- L, Randall and Selitto 5% W T,
7 v MEICIR 2 ICE & A LT, B TE 2 n T RIE A JE Lz (1 #f n=8~10) , LA
AU (1,3, 10, 30, 100mg/kg) DR TFEEITRY | FEMAFAINC L BOREETE) O BIE A 1 5-
L. /AR EN Smg/kg TH -7,

ZNEDRERING T LT ATFEPERIEIC LV 5% LIOMRIREB A SET 2 2 L RSz,
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QT v FAHFEHMEBERBETIVIZCEITSTLANY D OFEDME ©
7 v MEBEAZ YIRS T 5 2 LI X0 A U BV R s Ol (B T e T 4 =7 ek L
T, LAY 2 (3, 10, 30mg/kg. 1 BEn=8~10) % FH7 | BrIRMICHE R TR Lz &, H
EIRFHZIHEERZ R L, B/ NEHERZENZEN 3mg/kg LN 10mg/kg TH o7,
werE S (30mg/kg) Tik. itk 3 H IO MU L 2 522 L7z,

T&mES IVICHIT B HNHEIER (TR TR S)

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

REAIRR —o— A

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

PR

EMEEEIBE . Dunnetti& e

B 7O77=7 : Mann-Whitney DUIRTE

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

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

Jiik R T CA TR IBR ISR 0D SRS

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

B PIRRIERE T V2 ERL L7, PITRIR ORI, BV R & FEM6 3 2 72 O RSN BRI I L B 1K
WBETEN E COEREZRIE LTz, #5705 0 =7 OMFHTIE, von Frey hair Z W CTHH T 05 ¢
=T EFM LT, VBN 3, 10, 30mg/kg & T 1 B ETIC BB R TG L,
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FIRRIC . i 1 BB TS (30mg/kg, 1 B n=6) L7t &, MEBBELOTOT 4 =T %
SERITHNH U723, (EHFHRe 1340 3 el T o 72,

—J7, E/ER (1, 3, 6mg/kg, 1 B n=8~10) OIFAl 30 /Al F& 5 CTiE, Bvbim i s H
BIRFENCHH LIZb 00, 7uF 4 =712 LIk AR (6ng/kg) T—@EIHmH L7z D2

ThoT,
M@ ETIVICHIF ZIMHEIER (IR TIRS)
HMEREBE e (B8m9) 707127
() TR (8) HRR B R (25%0r75%)
10+ 10" T K gex
kk
kg skek
& ok sk
It ok £l *
& 5 ok &
B
1 OO_
BTHRS BTiRE
O _| 1 |+ T T T T T ‘_I + T T T T
el 1 2 3 4 5 6 (BER) Foog:n) 1 2 3 4 5 (BFRE)
FATEEFE FATEEERE
—Oo-BR RILERIB | HSOROHEE
—— JL73/\)>30me/keg 7071 =7 . Mann-Whitney DUIRTE
% p<0.05. %% : p<0.01 HAEEE)

XI5 WM Sprague—Dawley 27 v b (1 #n=6)
J7lE AR RN RIER T T V2 ERL L, TR S & AR BWER e, ST v =7 2 L7z, L
H XY 1% 30mg/kg & FAiIT 1 R Z ICHEI R TR LT,

RETVZEBIT DI HRER T 07 ¢ =7 IXRMHRREFIC L DR 72— okl = 2 — 0
YINHDAITNZEY | FHICB O TRE LR EESEOTENEE I N TND b0 EEZX LT
2
@Y ITRA VAP BRUN-AFIL-D-7 RIS X B (NWDA) SFREEBBETIVIZETSTLANY
> DEME
YT 2H AP HTy MIBVERNEET 52 L IC k> TAEUZBWEREBREUL., LAY 2T
v FORERERN (1, 3, 10, 30, 100mg/kg, 1 BEn=4~6) & L < IZ@hFEAN (1. 3. 10, 30, 100z g/rat.
1 B n=4~6) [Z&E545Z Lk HEEFENICIE &z, £/, 7L U oEENE S
(30mg/kg, 1 #En="6) I% NMDA BEVEPN G Cap%e L7 i iama b sl L7z,

ZORERP D IR M= 22— 1 b OWBFIIR AN K - TRAET 2 HHE CORZMILELZ 7
VANY UNREST D ERIF S, TLANY) O REPITHNICS 2 Z LR Einsd,

(3) 1ERRIREFRA - FighFm
MY ER R L
<H#E> TV-5. (4) 1) DA0081120 X5k
2 a7 O B

L. AEORER (2) FFHlR USRI D8 Z & DK
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VII. EYRREICET 5HE

1. ImAREOHRE

(1) AREADLE Db RE
LR L

(2) BRRAEBRCHRBIN-OFRE
1) BEEHRE
HANEER AL, L3 2 50, 100, 200, 250 KR 300mg (#5355 6 f5]) A #a ez HiA]
RO%E LR, B E%K 1 T Con \IE L, Tip 1359 6 FEFI T o 720 Coe KTV AUCy o013, 300mg
FCOHERMET, HEIZHH L TNl 7z,

Behii (mg) Cuw (pg/ml)  Taw () AUCow (pg-h/mb)  Tip () CL/F (L/h)  VA/F (L) Ae (%)

50 2.03 (0.40) 0.67 (0.26) 10.7 (1.1) 5.98 (0.65) 4.72 (0.44) 40.6 (4.9) 83.9 (5.4)
100 3.56 (0.67) 0.75 (0.27) 20.4 (1.3) 5.66 (0.59) 4.93 (0.35) 40.3 (6.4) 95.0 (2.7)
200 6.35 (0.73) 1.00 (0.32) 43.2 (3.0) 5.93 (0.32) 4.64 (0.32) 39.7 (2.7) 91.8 (2.6)
250 7.18 (1.43) 1.17 (0.52) 49.2 (6.1) 5.57 (0.72) 5.15 (0.61) 41.0 (3.8) 95.6 (4.4)
300 8.25 (1.36) 1.08 (0.38) 61.7 (6.3) 5.80 (0.62) 4.91 (0.52) 40.9 (4.3) 97.7 (7.3)
MR G, 4 6 4, FHE (EHEFE)
Conax © B e LS PR BE
AUCq oo = IfIIFE HP R P — IR ] A A
Tiye o MR I BE SR
CL/F: R™FT 27 )7 Z A
VA/F @ BT O
Ae (%) : Hi[EI#% 5% 60 Kff#] £ TOREAEO R PR
MAEFR 7 L HANY REORIE - @Rk a~ 777 ¢ —
10 4
. O :50mg
— A 2100 m
?ED [} 1200m:
3 ® 250 mg
A :300mg
ﬁ TASfE IR
A
S
A
QI\
+
o,
g
T )
48 60

5 %EE (h)

ABRAERUVAE

(HREEEMER)

WEL. RACIIVIEAEE LT LAY 1 A 150mg & 1 A 2EICHOT TRAFE L, Z20% LEBILL BT
T1HMH&EE LT300mg & Tl 92, 7Z2ds, v, SERICK D ETIRT 223, 1 Bk HEIL 600mg 248 %
RNz EEL, Wb 1 H 2B TROEET S,

(ISMRRIEICE S &B)

W AT HEL LT LAY > 1 B 150mg 2 1 H 2 \ENS/T TRAOKS L, 201% 1 EFELLED T
T1HM&EE LT 300mg £ Cillitl L=, 300~450mg THERFT 5, 7235, 4Fln, ERICK D EEIET 523, 1
AEmAEIT 450mg 2222t L, Wb 1 B 2B T TROEBET 5,
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2) Rigks "
AAR AR IS 7 L A8 Y o 1 [E 150 o Of 300mg (#6587 ) % 1 A 28 7 A RIRCE R A #
U7z, #5454 24~48 B TEFRBEICE L, %5 7 HAD T, 13 2h 5.95 K6, 31 I
MThote, 5 THADAC X, H5H1LARD L4FETHoT,

Cmax Tmax AUCO*IZ TI/Z
(ug/mL) (h) (pg-h/mL) (h)
¥ 1H ®ET7H ¥F1H ¥F7H % 1H %7 H % 1H ¥7H

1 [@] 150mg
(1 H2[A)
1 [@] 300mg
(1 H 2[A)

4.36 (0.68)[6.24 (0.79)|0.9 (0.4) (0.9 (0.5) |21.8 (1.7) [30.7 (2.9) [5. 11 (0. 75)[5. 95 (0. 46)

8.73 (2.52)[10.5 (2.4) |1.6 (1.1) (1.6 (0.8) [41.9 (7.4) [58.7 (11.4)[5. 40 (0.94)(6. 31 (0. 58)

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

MEIRRTL AN VREDHR (RIEWRSE)

#1H8H #2~6HE s7HH

—
[\

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

—
o

T R A R =

(o]

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

4
2
0 g I I I I I O
0 0 4 8 12 16 20 24 28 32 36 40 44 48 52
(B5F8)

]
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3) EMEMRFHE Y
HA AR A 24 B, 7 0 A4 — _R—{EIZ X0 7L ANY 20D §E 150mg UL LAY b~
Tl 150mg & Z N ENZERERFHEERR O &5 Lz & & LAY o fsEhRE &K QS ERE X Z
A—HIFIUTOEEBY ThHoTz,

AT Je Y Crax AUC, Thax Ti2

B (pg/mL) (u 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 TR (1. 421) (4. 560) (0. 333-1.50) (0. 698)

AT

;7lj“‘72‘7/11;0;g 5. 787 31.690 0.875 6. 036
1. 231 4.477 0. 500-2. 00 0. 698
Ok 02 o b0y

FTEEIE (EYERZS) | Taold PRl G/ ME - BRE) o 2445
AUC, @ F#& V2 77U o Z IR © & C oo e v i B — BER RS R T oA
MAEF T VTR AREORE : LC/MS/MS ¥E

FL AN 20D g 150mg (K7 LRISATHRA) RUT LAY >Hh Tt 150ng (kTHRA)
iq&%ﬁwjbﬁﬁupm$mmﬁ¢%gﬁg

@ TLAHNY L HTEIIE0mE
6 Hi —o— OD$E150mg (K% L THRA)
—B— OD$E150 mg (K CHRA)

B LR RE

MEER 7L AN VEE (ug/mL)

w5 %EERE (h)
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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,

INTRA—H Cuax (1 g/mL) AUC, (ug+h/mL)
0D $ 150mg
OK7e LGl 5. 683 30. 810
s OD $E 150mg
H 3 al% 734 ﬁ a) . .
A s Tr B (TS i K CRR ) 5. 627 31.100
FLINY
7 & 150mg 5. 669 31. 400
KR
0D & 150mg 100. 25 98. 12
FLHNRY v FEIL 150mg I (K72 L CARA) (93. 77-107. 19) (95. 87-100. 43)
K92 T T EE O Y
(90% (& #H X [H) 0D #& 150mg 99. 27 99. 03
(K TARH) (92. 85-106. 14) (96. 75-101. 36)

a) RENRTET V2T L7z ii T i 2 -2l
b) TG REEEO K & L TR

F72, VAR 0D EE 25mg TN OD £E Tomg 1E,  [E &SRR B O E R RE O A i R
RERTA RTA4 ) (FRk 24 42 A 29 HATHRERATS 0229 25 10 BHIHk 2) 1CHEI3%, LA
U 0D $E 150mg ZAEvERIAI L Uiz & &, IWHEFEINRETHY . EWFRIICFELSE & A7 ST,

DI ANANAy

(3)
AR L

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

(ug/mL)
7 -

6 O: #E&E (N=19)
1 ®: SHEFRER®E (N=19)
54 (FioMEHERERE)

PEET AN AN 1=

L]

0 12 24 36 48 (h)
BE %R

2) {#m%w?z% 44) | 45) | 46) | 47) | 48) . 49) . 50)

(in vitro)

EMZBWTT L HNY T 1FEAERBEZT T, invitroiBRIZBW T, LAY > 159
w g/mL (1Immol/L. 600mg/ A ¥ 5B D EHAREED C,, DFI 10 f5) TF k7 1 L P450 4y F-Fif (CYP1A2,
CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1 M (N CYP3A4) Z[HE L7phn-o7z, $£72. B bl
JEHIR 2 23R 2BV T, 3~300 pmol /L D F LA XY L EE T CYPIA2 } O CYP3A4 DI
HIIRD Loz, EHIC, VN NIEAKERLIKLS . TRy EIEREL Y . Y
FAERZB & & T ReEIRnEE 2 b b,

TLANY UL GREROEMEREICRIZTEZE GEAT—42)

FRRRBRICBNT, LAY U N Fafg, IR~y FERNI X, Jo= A,
TR F o ROBHER* 0T B RA, AF v a RO ) — )LD IRYENREIZ M 1T 8
ERRET LIRSS, LAY AT 2D OIS OB REIC R RIS Ierofe, AL, B T8
NA, AFxva RoRRd ) — I VAN e OPFRIIZ XD | FRAERERE T & OV R B
RERE K U CARIDMEIMMICER T 282y d 5 ( IVI-7. HEERH) 28) .

TLANY UAGRAEFIOEMEEICRETEZE GEHR)

Ol/ VAV N oo | L > ./
Wl R ggﬁ %) 7 BESREA  SE M BVE = 1

A =17 1 [F] 200mg ) PR, b7 7B EL L
Ty LR 3 TADABRE
HNR<EE 1 [5] 200mg P BER%. AR BEC RO (10, 11-=R %
HERFEE - 1 H3H - VR) OFTTREICEL
TZENIF 1 [5] 200mg BERR. b7 7RECEARL

SUER
(RS 1A 3 CADARE
Txz= bV 1 [1] 200mg PERA®%. b7 7BEICELRR L

UER
(EEsE G L A 3 CADARE
BN F 1 [A] 100mg . BRI L0 Coax STV AUC) o078 0. 916 & T 0. 900 {32
300mg H[A] A ]| BERRALA
HIRR o F o | 100m PEFIZ D Coax LTV AUC 5 28 0. 952 K TR 0. 964 3
1 [5] 400mg B & fRERE R
1 H3[H
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TF=NTZANTIOF— b PEHIZEY Cu K

1 [A] 200mg AUCq04 75 1. 05 L TN 1. 14 fi%

B HEER 1 H3IE B A Lt SN FrRuy s FHIZEY G KOV AUCy 2 23
1.00 UM 1. 16 i

izn;;élm 1 El zol%mg B PEAIZ E D Coay LTV AUCo03 1. 06 K TN 1. 08 fi%

ig;%Fy ?;i?g R A BEAIZ LY Coax BTN AUCGw73 0. 989 R TX 0. 905 £

;%;g;@ T;i?g R A BEAIZ LY Coax BTN AUCw2S 0. 911 TR 0. 904 5

%) BEfR / V=T Fuy img KT F =LA h 74—/ 0.035mg DEH] 18E% 1 B 1 EHERS

HRERNTLANY DOEMSEICRIFTHZE GEAT—4)

FERABRICBWT, A7 afg, I i<~PBer, JERNIXY, Tz b2, IRIRUF U &
MR 0T B RA, X a KR H ) — RN T LAY OEYENEEIC M IE T2
FFLTEAER. T OIFNLT LAY OSRY BRI B LY KT S /ehoTz, AL, BT B4,
xR a RUROxTY ) —Ux 7 LAY ORI K0 | GRABEREREE & O K IE BN RERE 12
X UCTABIDRINMICER T 282 hnd 5 ( IVI-7. MR EAER] &) |

BERAZERATLANY D OENBEICRFTEZE GEHER)

—
AR tﬂggéh/ il T VAN v OFEMBEI R IE TR
A 1 [a] 200mg R DO FYBREL, ORI s R LR

HEFF G- 1 H 31 Thh B
(7'711//\‘7#2‘ (=2 1 [5] 200mg B BEEE I ENRE T . JEGEIE 9 s B LKL
HEFF 5 - 1 H 3
?:E U F 1 [A] 200mg P OEFIIE DS Bh e 1. JEOERIIE @ OREE LKAl
HERFRE 1 H 30
Trz= AV 1 [=] 200mg . GEFR ORI, JEOHRIE © Ok Sl
HERF£C 5 1 A 3[a ThniBE
TR~ F 1 [A] 100mg . BEFATS . Coax OV AUC) &, 0. 734 TR 0. 949 {35
300mg BA.[A] Hi[a| TEFERZA
BN F o 1 [A] 100mg . PEFTE, o LUV AUC) 5 1F, 0. 824 J2 TR 0. 922 %
108 400mgl H 3@ 1 H 3] frEFR A

T T
RT3 LET2000G gy g ey D0 7 7RI
SR A ZANA 1 [5] 300mg . PR, Coox KOV AUC)-1 1, 1. 02 K TR 0. 982 fi%
Img H[H] 1 H 2 A
F¥a Ry 1 [8] 300mg . BEF% . Coux L OV AUC)_ 12 1. 0. 955 JZ (X 1. 00 fi%
10mg Hi[m] 1 H 2 BERERA
X ) =) 1 [#] 300mg 5 DFFI#%. Co L ONAUCY 1 1. 1. 21 KON 1. 01 3%
0. 70g/kg HilF] 1A 2 BTN

a) SMES T HERBROR R
) it/ V= F o Ry lmg KO F =)L A hF VA —/10.036mg DEH 154 1 B 1 [EHERE

RBRERUVAZE

(HREEEER

BE L. BANCITAEL LTF LA NY 1 H 150mg 2 1 H 2[NSO TRAKE L, £0% 1 EELL BT
T1HAHELLT300mg £ CHIET B, 7ok, Ffn, ERICEVEEEET 525, 1 Hixm &L 600mg 2 %
RWZ L, WY 1 H 2B T TREZREST 5,

R EIEICE S BB

WE. RAMIIVAEL LTHA LAY 1 H 150mg 2 1 B 2[EISHT TRAEE L, 0% LEBILL ET
T 1 BH&EE LT 300mg £ THEE L7-1%. 300~450mg THERFT 2, 7235, &, ERIC X D #EEHEHT 28, 1
e &L 450mg 2222 L, Wb 1 B 2ENCHT CTRAKET D,
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2. RYMEERI/NT A—4
(1) fEFrAE

2 — kA hETILD

B 72 R M VB RERESE R 193 5l (HA N 1 70 ) | HRRIES AR 2 9 5 B 267 4l
(AARN : 26 ) | BERIFHERRARIEEICCE O M EBE 154 61 (AARN : 154 ) K ORRMERRIE
B 224 6] (HARN : 224 ) OMAFRERET — & ZUEE L, —KWIRZET -2 /3—Kh Ak
EFILEAE L, NONEM™ Y 7 k7 = 7 Z W THEMT L 7=,

(2) RILEREE B
Ka=14.6 (h™)

(3) HEERETEH Y
HARNERERR A 24 Bl L N o H 7)1 150mg & 7 L A7 /3 Y > 0D $E 150mg % 22 IEHRELZ B AR 0
Beh Lol EER (kel) 1%, 0.116h" (I 7 &/) | 0.117h! (0D $EKkH Y THEE) KO
0.118h™ (0D fE/Kk72 L CTHE) Th-oT,

4) YYVF7SoRY
HARNEERAIC, 7L H N0 250, 100, 200, 250 KT8 300mg (£ 5-8 6 f5]) Z ARz BEERR
A5 Lo ENToeEd 7 U7 5 (CL/F) 1% 4.64~5.15L/h Th o7,

(5) HWBEEY
HANRERER A, L0 250, 100, 200, 250 & TR 300mg (£ 5-8: 6 f5]) ZHaA iz BEER
A3 H LI2RED BT oA FE (Vd/F) 1389 40L Th o7z,

6) Zoft
R L

3. B&H (REaL—>av) @

(1) A
KR L

(2) IS A—FEHER

BEMN (R b—3a ) HTIC L 0 e L 7Rk N B Re 28 B 2 A °Y
B ERE . AR BEPEE B HRIRIE IS 5 AR O A K OV TR M R Y AR b o | R 5 IR R
BUFLTLHNRY vEERe A R T 5 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 rrgRIEMRER, S5 4
AR, SMETHENE LA A xR & LR (5 T AR, B ERE 2 045 Lzili)
53R, EWNTHEN L2 AIREZ % ms B 25 & Uil 1 3R, AME I L 7o w izt
PRI B A kI L7 3BR 3 BB K ONEIN C N L 7 RIS M AR RS AP e 5 L 2R O TR AR 2 %
Gl L7 1 SR K OE N T U 7o fMER TR E 2 5t 5 & U 7238k 1| SR 2 T st s L7,
ZORER, G EOREHINLEL RAMRMICARERIELREL LT, ADTO2E7 VT T A
(CL/F) (o, Z7v7F=>27 V7 Z A (CLer) DRI NTZ,
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4_ [&”X 52) . 53)
WU ERSL - IR URAERE
In situlBRER UM/ MEz2 W= RO R L0 . DBIZRBIT B 7 VY IR ITHEE
DT 2 BREEER OG- R S ., m B TSR a0 5 Al REE A RIR -8, EEEEER A
ZxtGe b LR BRICI W T, LAY VIRINORFIT A DR N5 T,

0D £ % 5 p5 D OREFGIE A S DIRUN
U U 0D $EIX A ENAREERICTH D, U U A 0D BE 150mg /K72 LXIIAKH Y TIRALESEEL Y UL
71 7L 150mg WNAERFNCRIZETHL 2 EnG P | U U H 0D EERARHC Z LAY 2 id D ks
MBI ENRNEEZ BN,

NAFTTRASEY T4 9P
HSINAFTT_RAFTEY T ¢ 83.9~97. 7%

HAR NGRS A B 7 L)Y % 50, 100, 200, 250 & TN 300mg HE[EIFE &G Lz & & 5%
60 IRFfH] £ TORELGHED VPR BFEIR TARZ(LAPRIE SR, £ Z4 83. 9%, 95.0%. 91.8%. 95.6%
R 9. 7% CTh o1, BEERAICEK T D7 LAY voRBERIIZ O BICEEI N ho T
ZEMD, MRIANAFT R TE VT IR GEOEIMNC X > THEEEZ T 202 EAURE ST,

<SHEANT—F >

SMENBERER A BRI MC-T L TR Y v (U AR IR) % 100mg HEIRR OG- L7z & & | JRE O
FEZZ N ZIRIEED 92% & TN 0. 1% AN 23BN X dv7z, B & O R, RHPICHEE S iz hk
BEEDK) 99%I1%, L AHNY v ERESNEZZ END, RIPHEHRNHG AL AT XA T Y T 4
ERTEEZLND,

5.

(1) Mk — xR @E@ s
bt NOBRYER e L
<BE T A, Ty b, PL>H 0050
MCAVANRY v~ A Ty b PSR OFEE LT L& BERENPIKTISRD N2 &b,
T VHNY 2 BHWIEE ORBIWIIME-IMBEP 2 F T 5 2 L RBR S T,

(2) ik —RREEREFT @B

b FOEERR L

<HE Ty h>W

R > M2 D MC T L AN AR O GHOBETBEDOMM~ DAL, FETIRT v b L [R%
Thoto, HHHRIIEEAEE L, BIEHEENICEED Dz, IBR TR T v F TA LIRS
OB REIRE ERITRD ST, $5 1 Re% LR TR IR O U REIRE S e b R o 72, FE
DOKEEETHHITRENFRD BT, EDOREIIME -7, FRIHRRN O RRILE G 24 K& I
LR S,

VII. @pihaelc B 5 H 107



(3) ZiF~DIBITHE
<HENT —H >
%%1%@ﬁui@§%%(wWDK\fVﬁNJylwménzﬁW’t’&ﬁ(%myﬁ)Lk
g, 7L ANY AIRAICBAT L. BT OEEIREICK T 2 PR E L, BHERMET O 76% T
botz, 3 @Iﬁﬁﬂﬁﬁ%%lwm&yﬁkﬁmTék\7VﬁA)/®%EA@IH%tD®
EEMEEE R 0. 31mg/kg/ H (REHEMFE T2 L RHAR G EOK %) LH#EsNns, ( IVI-6. (6)
FHIF ] OEBR)

TLANY Z1TA2ERARELI-LZDIBEICEITEEDBE/ T A—4"

UuC T (,LL g'h/l'ﬂL) Cmax (H g/mL) Tmax (h) TI/Z (h)
BRI 4 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, : EHIRREIZI T B 0 KE[E D> %&“5?& 12 R & T TR R — R dhAR T i A
KAUC. | Cpay : SEFEME (CV%) |\ Toey : HIRAE (FEFR) | Ty 0 B FHME SRR

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

(5) ZHDMB~DBITHE

mERRFT °Y

<HEANT—H >

A1 E N AEREREERE 6 112 100mg (107.9uCi) OF L HANY A HEEE L, #514% 60 Frfiich- -
M R OVILIE 2 RO CER I L 72, ARIMER (4217 &) R OMmSE i fe gk »F 1L — 3
YH B ERWCTHE LT,

Z DGR ARIMER/ MAE P BRI O SEEIL 0. 76 T 0 . B KL ONEEEITHEAE LW 2 & 2VRIER X
nic,

<BEB >k (T by o) VW

Ty NEOW U UC T LAY U EZNEI 10mg/kg, 24. 5mg/kg # 5 L7- & & HtEIEE G 1

RF R I BRI 0A0 L, 5 1 REE# O K0 DAL NIR EE I XL PR E L RIRE CTh o7z, 7 v MC
BT 2 WENE P O e R (i N BRI LV w7 o T, LIZB W TR, T v FOo i L IR R Y |

TREMRR 0D A St TR FE (i P g P & I [RIFREE C BB e b OV BUHREBR B (iR DFY 2 fi5) 3%

b 4 RRIZRO bilz, 7 v MTRBW T, &5 24 FFRIRIIZRER ) O CHRIREITMIT S

T REENTIC T VIR ORESTFRG% 24 FRILINICHRIE S D 2 L AVRIR ST,
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HILIZE T B85 H
BE (ug eq /g

HLE /g (WBA) i3 i
FHHIEER 4h 10h 4h 10h
Elk=s 11.7 5.83 18.8 3.74
11IR73 12.6 6. 48 18.2 3.49
Jivd 3.49 1.41 4,07 1. 44
/NI 3.51 1.65 4,19 1.32
JKEAE 3.8 1.41 4.52 1.69
HE 2.47 0.86 2.45 1.24
FEE K 21 10. 1 NA NA
1Ll 13.2 6.61 18.5 4.12
B ik 26. 4 16.9 36 11
INIEEES 1.61 0.82 0.91 2.01
JHF i 13 6.93 19.3 3.79
fi 12.7 5.8 13.7 3.42
I 13 6.85 16.6 3.76
Bl 10. 6 4.15 10 2.99
i 13.9 7.24 16. 2 3.84
ik 11.7 5.15 14.7 3.38
T A 6.63 5.42 10. 1 3.01
WEETR I 10.9 5.16 13.2 3.23
i 6. 39 2.94 8.3 2.39
JIE Nk 14.8 7.27 20 3.99
THE 16.9 10.1 NA NA
Ja Ji 13 6.58 17.8 3.75
FIR iR 4.01 1.98 3.93 1.43

AR = AV PERI (HE/ME) /ENER < 1/ PRI/ R
FREESRM: - Ma R TRBE/ R GIURE - K/IRIR B 5ORTE  sREED
LN e ERE (ng/kg) . (uCi/kg) : 24.5mg/kg. 82.5uCi/kg
TSR « MC LRJRSRE ¢ 3.4 1 Ci/mg
WBA=2H A — T VAT T 7 41— NA=#E%7 L

(6) MFEAFEE
<in vitro>%"
MmAEIZ 0. 1~20u g/mL DT LAY U E2FIML, L HART o De b, YLK ORT v MIUEEEA~D
A, RAASEEZHWTRE LIRS, 7V 3, 7y b A de MEEEIZIE S
o EFER Lisoro T,

6. fti ™

(1) RBIERAEL R O R R
<HNEANT—H >
EMZEWTTVIANY AT EAERBEZIT T, BICREBLOFE ERPA~HEt SN 5,
TVLHNY D 9I0%LL EAFRH, 0. 1% AR AN FE FICEIY S 7z, FRIICEIN S V72 BERRE DK 99%
DREETH Y, FTERBIMTH D N-AFILFEERIL 0. 9% DB TH -7,
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(2) RHI“EA5T HEHR CPF) OHFE. F5F
UERR L

) PEBBHROERRVTOHE
R L

(4) REYOFHEOEBERWEMSL., FELE
EMZBNWTTULAIANY EFEE A ERBEZIT T, FICREOEERP~PRE SN D,
<HBE.~URX Ty b, H>*

TUHNY L EROABRG LU A, Ty B RO N T, KEDBARZEAR S L TRPICHER
SN, v AT v hORFPIZITADE RPBEHEDOENEN 2 LD 3%) ORI B S
e N-ATF IR ERIE SN2, 20 N-AFUIRIE, PVRFICIIHBE ST, iz vy
RFEAERB EINT, IRPITHEERMORFN 1FE ((1%) BiEhiz, ~7 A, 7y FEWY
PO MBEHFIIT BICREED B &, N-A FURIIRR S e o7z,
—F. A RCBOTIEHEGEDOR 37% (RFHBHEEDK) 45%) 23 N-A F LR E L TRHICHRI S
7oo F£7o. SHOIEMMEORE RN B IRFICVE (TN HER) B s,

ALNE B

1. Heit

(1) Bt SR R U428
TR

(2) HEz®
HARNEERAIC, 7L H N0 250, 100, 200, 250 TR 300mg (F535-8 6 f5]) Z AR BEERR
A5 U7-HED CL/F 13X 4. 64~5. 15L/h Tho7-. T OBEO R FHEM 1T 83. 9~97. T% Tdh - 7,

(3) it
U L

8. FIUAR—E—IZEAT B1EHR
< 7n vitro>
VN ATV AT ALT I BN TV AR—F—DIHEETH 5,
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9. ENFIZLDBER
<HEANT—H >V
MIREHT 252 T TV D EERE 12 B 7 L AN Y v 50mg Z BRI O35 L=, 4 B o MigE T IC
XV IMBFER TV A NY PREEITK 50% F T Lz, TOREOSENTZ VT 7 2 A1 192nL/min T, 4
B O MIEEHTIC K > TIRNED 58. 1% M BrESNTZ, TNDDORERENL, LAY T kST
THSCNZMIENSBRESND Z L aRmENTz, Lo T MEENT 2% 17 TV 5 BEICE LT,
MEENT 2% F 5 Z L ICMEENTIC L > THRESNEZTLIANY V2T ILNERS D EEZ LR
%o (IVI-10. @EHG ) OEHZW)
T LAY OB REREERF I T A HIELOHE, MRETZOFREARICOVTIE, V-4,
FEROHEICEET HER] OHET.2 53,

10. HEDEREHIHEE

(1) =EE
WS 67T~T8 1D H AR N FEE S 6 Bl 7 L A3 > 100mg % B[R 4% 5- U 7=, T, 0% 1.4 BF
M, Tyold 6.32 BRI CTH 572, AUCe SO Ty 1T, BEREFERIIREIZ 7 L AT/ Y > 100mg Z HiRIRE 1 #¢
B U= & B L CTh TR R OE R 3 2 m A3 ER8 S 4z,

Cox (12 g/mL) T (h) AUCo-o (2 g=h/ml) Ty (h) CL/F (L/h)
S 3.24 (0.55) 1.4 (0.5) 26.6 (4.3) 6.32 (0.82) 3.82 (0.65)
fEFEIEE R E  3.56 (0.67) 0.75 (0.27) 20.4 (1.3) 5.66 (0. 59) 4.93 (0. 35)

MR G 456 B, THME (BEHER )
M3 VTR AREORE - mEEk s v~ T T —

(2) FFHEREfEEESE
In vitro B RN MC-T L AN Y U & WA BT DR EERE TRENTZ L D2 Y |
g CTOTLHRY ORBHIUFEAERBD N7 2 END JFRERED 7" L TN U D 3
REIC KT T B2 it 238 A 540 L TR0y, AR

(3) BHuEERE
N AEAT—452Y
RXFERE D B2 DIRBRA 26 B2t IC, LAY v 50mg A BAEIRE 0BG L7, BHREREDIR T IS
P T Ty DIER L, AUC, o3I L7z, CL/F ROEZ U T Z A (Clr) X7 V7 F=22707

TR LT,
LT F=o Conn Toon AUCo oo CL/F CLr
JIVT TR (ug/mL) (h) (1 g-h/mL) (h) (mL/min) (mL/min)
>60nL/min 1.86 1.00 15.9 9.11 56. 5 44.9
(h=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)

P& bomg (H[E) | VHE (EAEREZE)
CLr : 27 V77 A&
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2) BRAANT—42 (BEEEMEIEEREN)

838 il DHIRE (HAN AT4 Bl & Eide « fEFEHERTE 70 . WGBS H AR B 26 I, FERRIIE
KRR E I O IR 2 A9 5 B 164 Bl OSRHERRIE B 224 B]) x5 & L CRHEEFZEY
BB 2 95 L 7= fE 5. — RN A ST 1-a L /8— M AV REFANRRE S, E&E LT
CL/FIZH LTI VT F=27 T T A (Cler) ROBREATE, Vd/F 2% LC BMI, HARKRE,
PER K ORI RIE STz, LAY v OSBRI 8% 5 % IR+ & LTIk CL/F 12k
% Cler NEHETHDH LB X BN, B¥EEREEEEIZBWT, Cler DIRFIZEY, LAY
O CLF KT T 5728, Cler 5% L LIZAELOCHEORTENALETH D,

F7o. HARANDFERIFVEARE R F L O B A 1BV T, Cler 23 30mL/min BA E 60mL/min
KR TF L TCWDEEIZT LAY > 150mg 2 1 H 2 BIKERO&KESE (300mg/H) LizE ZDE
FARBBIZRIT D AUC), (AUCyyss) DET MZ K DHEEMIX, Cler 23 60mL/min L EDOBHFIZT L
HoNY 2 300mg & 1 H 2 BIKERAO#KS (600mg/H) L& & ERUTHo7, Cler A3 30mL/min
LI E 60mL/min KD BEFICBITFT AT LI Y 07 )T 5 AL, Cler 7Y 60ml/min LL_ED BRE
ORI ThoTe,  (TV-4, AEROCHEICEETLERE] . V-6, (2) BHERE LR )
KO TVI-6.  (8) mEilinsr] OIESM)

BAARRFEEREAZESEECE T LBERENRSELBRENHR

. _. ~ AUCy 12, s CL/F
IJVTF= YT TR w5 (1g+h/nl) (nl./min)
>60mL/min 1 [A] 300mg 86. 1 63.6
(n=31) (1 | 21a) (27.8) (18.5)
>30-<60mL/min 1 [A] 150mg 85. 7 31.1
(n=14) (1 H21=) (22.6) (8.11)

TR (el )

4) BEWEE NNEAT—2)
VI-9. Bk A%ER) 2R

1. Z0ih
MER e L
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VIII. 2t (FRLOIEF) ICEI HIEH

ERNBEZTNDER
RE STV

o g

1

=

N
L

ERRBREEDER

%

2. B (ROBHEICEFEE LAV L)
AFN D BS3xE UBUE OREERE O & % 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. MEXIIMRICEEST H IR LTNDER
(V-2. ZhEESUIZNRICHIE ST DER ) OHEZZRTDHZ &,

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

5. EELGEFRMIE L ZDER

8. EELEKXRNMIE

(ZheEHE)

8.1 AAID#EEIZL VO F W, IR, EHHAENRS LD, ABERERICESEALHLDOT, A
A G OBEIL, ABEOEEEGRZ MO BROBEICER S TR WL FEET L2 L,
[11.1. 1 BH]]

8.2 ARAlOZW A G HIEIZ LY | RIR, Bl B, TR, ALEROSITHESEOBENIER D & 5 b
NHZENHLHDT, HEZPILTHEEICIE, P b LEMMU ENT ThRAICHET 5 2
L. (1.1 8]

8.3 AHNDOEEIC L VIKEMMA KT ZENH LD T, IEMICHEE L., IEHOBIERS &b -%he
X, BERE, EERESOBEYRAELZITY 2L, B, BEBOBN, H5WITELFREIC
PEVVAERMARD HbNDZENDH -0, EHRNCAEFZFEET5 2 &,

8.4 AAIOFEIZL Y, F9tH, HRET, FH., BHEOIREENEL D RetkEn b 5 DT, BN
W2, IREFIZOVWTRHRZZITOHER L, BEXRD ONIGAIITEY RAEEZITH 2 L,
[15.2.2 BH]

(HEEEEER

8.5 AKX 2B R OWRRITRNRE Tl S SHERIETH D 2 s EIROEIK & 7
HIRBOBW K OVEEZ O TITV, AR ZEBREREG LW &,
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<fRRL >

8.1 AFNTTARMERIIEMNT 2 HAITH Y | FEWED FVOMHIREFEZ SIS TR H 5, BHE)
HLOOJERF R 2 P O B OB F SE RV KO EETOMERH L Z LI ORE LT,
HORTTIB AR . BEPRIRVE AR PR IR (2 F 5 PO & /5 & U 72 [P B8 AR AR M OV 1 e -k
(ZBT MR OFFENED FVORBEFRDUITERDO LB TH Y, MRA L ICHEDOEINIME S %
BLROHEMPRBO LN TEY , £OLITREXITEE TH 72,

TRESRMER. BREEREMEESCHESIRBENRELE
ERNERRRRICE T HIEREVFHEH TV DRRIKR

7T & R R ER E 55
g g B RIS P R e ot o o w2 &
WIS e AR P D 2N ’:@ % ¥ ;E jig
7% TUHNY R Fo5v | FUHNY R %25 %@é%
;» Ny \ Ny PR, % E lﬁ
AEE [ 150mg/ B [300me/ A | 600mg/H| T [300mg/H]| 600mg/ 0| & =
A 5115 98 87 120 66 135 139 40 126 123
N . 7.1 11.5 34.2 51.5 6.7 20. 1 40. 0 29. 4 23.6
FOEDEC o) | q | wn | e | @ | e | ae | 6n | @9
P 9.2 21.8 25. 8 42. 4 8.9 20.9 42.5 17.5 24. 4
) (9) (19) (31) (28) (12) (29) (17) (22) (30)
FHBE (%)  GEBLHIED

TP (RRRIR SO, A, BRI IS FE 5 FE) At e LToHg
PRARIR, O HHERRFAEIC £ 5 FE 2 505 & L= ENBRRRIRIC 551 5 B R OB 3\ 0 %6
BRI TERO LBY Th 5,

hRERRESEAR (BRIBGRAR. MEDRERE, SRUELECHSIER %
HEELEBRARICE T HERRVZHMEDH TV ORBFIKR

[EBR LR 7 7 2 R ] TR Bk s
5 & R B S UHNY B [ N & 4 53R
FEAT 155 107 112 103
FEh D F 13.1(14) 33.0(37) 48. 5(50)
fEAR 5.6(6) 17.9(20) 22.3(23)
FHL (%) (B

REBBECHESIERENRE LEERBERHARICE T ERRVCZESHEOE L ORFKR

7" 7 B AR —
7T iR FLHAY R F W 53005k
RAlTES 248 950 06
FEED E 1 18. 1 (45) 46.4(116) 29.2(31)
fEEAR 6.0(15) 29.6(74) 26. 4(28)
B (%) GEBBIED

7o, W RMRR. BERIPTIEAR TSR T ISR 5 JR M OWRHERAE IS F O IR O BB x5 &
LZEWNSEIARERICBN T, T 46 (1.5%) . 361 (0.99%) . 161 (0.3%) DR - Hadk,
FRERGRIIE 25 & U ERR R ISR SISV T 16 (0.9%) DEEIDRD SN TN D,
HRZIZ, OFEV, IR, EHaHEEZ4 S ABHEERFROMERH o1, £ THFEWV, B,
EEES] CRVEBEICEoTmlE b H D, Ledo TRAR G R OBEITIEL, BB EOEIREAR
EEO B OBEICIER S TRV SO ERET 2 2 &, Fomlnd Tid, BRI 00 L5 TFII L
LM BT 5 A EFR LD T OOMEICE L TEEWRENLE TH D, milid Tk
0 FCHHIRTE DAERIC L0 BT 20 D AIREMEN H D720, HICiER T2 2 &

VIII.

Zatt A EoRES) 3 5EH 114



3 AR AR B E AR & LI T R A REERIC

<BE SR M QS HESIERE . MRIR M OVH BB O IEE) I M4 5

S E RN 24 6] 25651 A (450mg/ H. 1 H 3 [BIF%5) 235850 KOG HIEEIEARE . FEIR M )
H B EOIERRIZ KT %@%%@%&NV797€HV%$ﬂT%éYW77/7A(myﬁ\lﬁB
F$5) ZxER3E s UCRMm L7,

AR T, PR L OEMEBIERE, MEIR, FE 727 F 777, 7 L —FUGK R ORBR % Fhi L 7=,
ZDOREF, RBIERE K OREHEEN~ KT T AR OB, TAT TV T AL DENRD LIV, T
T TANEHB LT VAN BB LD EROEGE ) O FITBRRPOBETH D Z LRI
Too FNTEENERE, REEI L, WITEB~ORE LT VT T T ALV Do, TL—F K
JNEFRNIAR E 77 B R TIRERI L THY . T L HIRNY U FLEIC L HEEREEIIRD bR o T,
MEIRICRE 325 /3T A —XIZOWTIE, 7V HANY OMEIRME IR R S8, EIRVER I N L
o Tz, SAENE

2 AR OB oG PIEIC XD Tﬁ\MD\EE‘Tﬂ\K?&U%ﬁﬁ%@%%ﬁ%ﬁ%%bﬂ

HIENRHDZ N FHEEFIETIEEICIE. A< &b 1TEBLU ENT THhAITEET D Z &,
ﬁwﬁFV4.m&&mﬁi_%$¢6&51@@11§%0

BT HEEBEMOBH T, ENREBRTIX

7T RREE0% (0/98 B) . AFIFGHEE 10.6% (29/273 f51]) . AMERERTIXT 7 BAREE0. 7% (3/415
) . AFEGEE 5. 1% (47/924 1)) &, ENRBROAFE GRS T D2 EEEINORBERIL, SME
R AR TEWERATRD bz,

B, BERAERSLE L CHRE SR EREME ORERINC X 585 IGIXEN, S ERER &
HIZHE ST,

Fo, BHIERGRBRICK T 2 REEMOFBBRITE R TIL 13.5% (17/126 1) | FAERER TIX
10.3% (44/429 f5]) T o7, HKEHIZ XL 285 P IEEXENZRER T 1 6], SMNERET6e i Th-o
77

ERNRGERGRBRICEBIT 2= T A b OEKREOE LR Z L FIIRT, il (EANBITHHE
7 T AN REAER) TZIKﬁ' ERG LTREE, £ OSATHRBROR G HH 25 o o5 (N—2 7 A
V) MHDOKREDOEESE L,

N—ZAFA Do DHREDEILE (kg) : ERRHARSHER

s2 |33 36 37 [ 40|41 | 44] 4548|2052 |55]57]61]6s

i |1l a s lefnlw|m]olaluls]s]n

FATRROBe 537 LR v

N 93|93 |93 —|93|—|9%]|—[88|—|84|—|m9|—|m9|—|7|—-|7|—-|B|-|5B|-|B|B|12|n
e | L21|1.24|2.06] — [1.79] — [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
TEEEE 1,02 L2871 — [1.88| — |1.87] — |2.11| — |2.30] — |2.52| — |2.60| — |2.59| — |2.64| — |2.68| — [2.88] — |2.77|2.88]3.24[3.41
TR 0.11] 0,13 0. 18] — [0.20] — [0.20] — 0.22| — |0.25| — |0.28| — |0.29| — [0.20| — [0.30] — [0.31] — [0.33] — |0.32]0.34|0.38|0.40
HoE [1.00[1,00(1.90| — [1.70| — |2.00] — |2.00] — |2.15| — |2.10| — [3.00| — [2.90| — [2.80] — [3.00] — [2.90] — [2.90(3.00|3.25|2.50
ByME |-0.8|-L4|-15| — |-2.4] — [-1.7] — |-2.2| — |-L9| — |-22] — |-L8] — |-L.8| — |-L9| — |-2.0] — |-22| — |-1.8|-2.0|-2.0|-3.8
ki | 44| 45(61| — |62 — |66 — |65 — |83 — |85 —|9.6] —|9.7] —|9.6] — [1L1| — |1L6| — |11.4[11.1|12.9|11.4
SATHBROBEINT T/

N — |31 |20 |29 —|26|—|26|—|26|—|26|—-|25|—-|5|—-|5|—-|24|-|24|-|2

RS | — | 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

fErelEsE — [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

fEnenzEl — 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

BoME | — |-18|-17]-1.5| — |-L4] — |-1.0o| — |-1.3] — |-2.0] — |[-1.2| — |-0.7] — |-0.8] — [-0.4| — |-L.0] — |-1.1

BHME | — | 30]50|70| —|68] —|72| —|62] —|67| —|60| —|70]| —|45] —|61| —|70] — 8.0

K FeATERBR O 511
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2B, WIS BRI ERE 2 L L7 7 Rt IR BR O AR R BU T, 7% 0L E DR E N
DIBO LNTIER O 2 BIFEOR EES CRIEMERIEOE) ., E, HrniE, 2 mEe2Ete) 2
PO BT WERE L, EPNEER T 31 BT 10 B, SMERRER LT 68 BT 17 Bl CTH o 7=,

PLE X OARBOFE I L VIRERENZ KT ERnHHDT, AFOREIZBOTCIERICESE L, E
T DN B & DN a1, BRE, EIRIESEOREY)LEEZITY 2 L, RS, &5 20N,
B D WVIT R G MRERINAZBD D Z LN 5720, CHIRNICERENZFE 52 &,

A KK OREIT LY 58, SRR, Bl SHEOIRBENEC LR H L 2 Lb, AH

RIE LT,
GABA 7 X HHRB IR EK CHURBIEO BTN MY VOHIC L 1 RZEDREN D -T2 & %
ZF . A EAERESR (HPB : Canadian Health Protection Branch) X EH /X KU O FEFERER
FICOWTHHEPREOLE(EZE=HX ) 7T HL5BEN RSN TEY, LAY X GABA 7
J BRI ER TIIR N OD, HRE~OEEZRFIT 572012, ENT 7 2 RRREBRLOE
MR G RERCIL, HEmE GIEEE) ROIREMAE %2 3506 L 7=,

HRAESEHEE

7T v AR ERHBRIZB T, RREBREMDRVIRICET2AEFRD ) HLEZBO LN FRITHE
i, BHEOHNME T ThH-oT-,

FOUX, ENRBR T 78 AREE 1.0% (1/98 f5l) M OARHIE 57 3. 3% (9/273 f5i]) 12, SMERERT
X7 EAREE2.8% (11/398 fl) M OARHKIE 51 5.8% (49/852 f4i]) 1238 b7, #HIEL, EANR
BRORANBEGHE 2. 9% (8/273 f5]) K OFMEFABR D AFNE -7 2. 0% (17/852 f5i]) IZFRD HITZ3, W
TNL T T EREETITIRD b Lo iz,

F7-. SERMEERBRICEB T ABEHOKEEIT 5.4% (23/429 i) TH Y . SET T & R HERER
DOARFNFGRETOIBIFE 5.8% (49/852 fl) LRIRETH -7,

ERAEEREEEETICHESER

FERIFTERTEARRIEF IO A AT BT 23R & Lo 7 7 At RN T, KRR E
MR WIRICETAAEERD S HEED ONT-FHRITER., B, HAOETTh-o7=,

T, ENRBRTIX T 7 2ARE 2.2% (3/135 fil) KOARFIFEGE 1.1% (2/179 #) 12, SERER
TIEZ 7 BREE1.0% (8/830 f5]) M OAAIBEEGRE 3. 2% (53/1637 #) (2RO Hiviz, HERIX, EHN
HEROARFNEGHE 0.6% (1/179 f) J OSMERER OAHFIE 58E 0. 9% (14/1637 i) 1Z7BDH HAv, W
THNHE T 7 BRHETIIERD b T-,

F7-. SEEMHEERBRICB T HBHEORBERIL 2.2% (16/738 ffl) THV . 4 ET T &Rt kbR
DOAFN GRETOFREBLF 3. 2% (53/1637 f5]) L[RFEETH T,

BEHEGEER. NEFTEERRUZSEMBEILEICHES KR

FREBERIER & x5 L Uo7 7 v IRERER (EFERLR S MAHRER & A E 77 & AR B O OF5)
IZBWT, REFEICOEINTCAEEEZD ) LWTNOOEKGEETRIIEN 5. 0%LL EICEO iz
FRIITER (FHEGHERAR: 77 A1 1%, 7LV IR UEE6.6%) DA TH-oT-, BRO
FEREEIL, 7RO LHIE FLHNY VRO 2 il (P 2BEx. WTFNbRETH-T-, &
Iz kv eIk L7955 & 2 WIXEE L HIE SN HBRF IR b n o7z,
EHHRGEHRBRICBOWTCHRENDETCIREEICOBEIN-AERZORIR L, ENRERTIX 15.5%
(16/103 i) Tho7tz, HWBENE D - A EFFGIL, ENRER TIIHIMET 6.8% (7/103 #) |
L 2. 9% (3/103 f51l) T - 7=, ENFRER CREMAESEIEN RS Sz 1 HITEE &)@ Sz,
FEAEOFRZIIRE ThH o7, IRICBEETIAFEFRICIVEG LRI LIcgREH 5 W IXEE L
HIE SNT-HREIIRD SN o7,

7RE, FPARPEARRR I E MR A et & U BB TIE, [ENE G RBRICBW CIHEE L R
B RHERE) IZBWT, X=X T A VinbOELRRD LN BREITEO LR - T,

RHERBEICHESER

FAHERDRIEICE Y RKIB A AT HBEEZRR L L7 T R BRIV T, KRR A D2 WIR
WCHETAIHEEFELRD ) bE<BOONT-FLRIIFER., Rz, HOUKTFThHo7-,

T, ENRBRTIIT 7 8 1.2% (3/248 i) R OAAIEG-HE 5. 2% (13/250 #) 12, AhEEER
TIET 7 BARBEL 0% (7/689 f5]) M OARAIEGHE 7. 3% (152/2069 i) (238 HiLiz,
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FRESRARERUHERFERHEMEES CHESIEREFERNRE LTS ERARBHRICE TS
HRERZEHLGVRICET ZEEZTROREER

= NS

HERITIS o ek - TLUHNYU > (ng/ AR N TV HAN) v (ng/ HE
MBI AT 77 150 300 <6g00 B &t 77ER 150 300) (6g()/0 ) At
2 AR A 545 98 87 89 97 273 398 302 312 154 852
A 1 (1.o) 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
L R 0 0 0 2 (2.1) 2 (0.7) 0 2 (0.7) 0 4 (2.6) 6 (0.7)
HIETF 3 (3.1) 4 (4.6 10.1) 2 (@1 7 (2.6) 0 1(0.3) 2 (0.6) 3 (1.9 6 (0.7)
EojEeai) 0 0 0 0 0 0 0 0 0 0
JEAE 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
eS| 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 — - —
N o N U HNRY > (mg/H o . LAY (mg/H
IS R 7R T 600( - mﬁ% 7 7R 300 <6(§qo/ : GEr Y
AR A 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
FREF K48 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/HLSDOMAE (I : 7T5mg/H) ZEite
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HRBGRER. MEPRER, SREBLERRBENRE LEBRRKRARICE TS
HREREBDOGLVRICET SAEEROFEERE

FHEEEER HRETA G2, M %yEds, 2%
(E B[R 5 AR R & A1 E 7T 2 R IR ER) (ke (EANRER SRR
7T RR TVUHNY 689
(N=174) (N=182)

R P 6 (3.4) 20 (11.0) 16 (15.5)
GEE) 0 1 (0.5) 0
AR AR 2% 0 0 0
FENE S 0 1 (0.5) 2 (1.9)
T LV —PERER S 0 1 (0.5) 1 (1.0)
EoE) 1 (0.6) 3 (1.6) 0
ARG 1 (0.6) 0 0
A HH 1. 0 0 0
AR ER V7 i 0 0 0
AR 1 (0.6) 0 0
AR 5 1. 0 1 (0.5) 0
&M 1 (0.6) 1 (0.5) 0
B 2 (1.1) 12 (6.6) 3 (2.9)
Lol 0 1 (0.5) 0
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% (%)
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BRHEBREICHESIBREEENRE LTS RMBHRICE TS
RICEHET SRRBREMODLGEVEEZTROREER

MedDRA #5'E Bl K 5348

HAE =P SHE

\ o e [TV s e FLHNY v (mg/ HEE)
BB TIERNT g T TER 300 150 600 aEf
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 (.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 T T 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)
BHR 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
Bl (%)

UEXY, AFREGIZELDER, OETRHEOND ZENHDLD T, AF LT3 HBED
EE L. BEPEOONIGEITITEY R L E %

2B\, IREEIZD
Eo

8.5 NSAIDs < DA & [RIEEIZ,

WTHRIZ 2T %

—IRA R ER B B DR A R Lo,

Flo. A2l FCARIDNER L RGP S e K O EEFHRARH L,

aul

1

T
SO

|
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6. BENEREHIHBEICEHT IR
(1) &EHHE - BIEEZFOH L EE

9.1 GHHE - BMERZEOHLEE
9.1.1 EEDS ~-MELAENESE
DIEFEEZFTHRFICBNT, I MELARERHLEDONEZ EnH D, [11. 1. 28]
9.1.2 MEFBOBRENHZEE

[11.1.5%MH]
9.1.3 EMREFOERDHLEEXIRETEOHLEE. FHESOHLIEH

KAFDOIRER e E Bl L, HEICEREGT 528, [16. 1.2 H]

< i >

9. 1.1 AAEOTIREZ OMEIZIB T, Dl EREDHEE AT 5 @l EE ~OARF B G- 12 9 - fifER
PEORAPRESINTNDE, T2, BRNAEKGREBRIZBW T 1 6], S DARBRIZBNT 1 Hlo
5 S MMEDAREDIEBFIRNERE S TWD, AHIE OREBRIZIAR TIZRWA, BED S -l oR
BREA~OEEREBRDN DN ENSEEICRET 52 &,

9.1. 2 PRI SR O M GEAGRRE F C o E N ERARRER & OE RS R AR GRREHRE#ZILH)
IZB W TIE RO RWERIZRD LT, AAEOTIREZICE W T, AFNC X 2 HIEEER X
FEHERICB O TS IS OBBUER RO SN & ORENRH D, FrRAER & LT, #im,
0 GE, ABROWE) KOS (EEER OWHER) OERZRENS 5, £z, MERIGSIEOIK T L7
HBEICBWT, BRRMENVLE L SNZEMIIPPDOIMERELHE I TWD,

PLbE XY mEREOBED S 5 BE AR 2 F 5T 2ICIXEEICER G T2 &,

(2) BHaEEEERSE

9.2 BHEfEE RS
JVTF= I VT T AERBE L L TAKIORGE K ORGSR EZ RSG5 2 L, KFNTEE
U CHREMED RFICHRE S o720 EHIRENE < 2V RIEADR I LT < kD BENN
b5, [7.2,9.8.1, 16.6.2 ]

< i >

XSRS R it G & U T2 A EIER IR SRR 2 3\ T BEERE DR ISR Ty DIER: 2 OV AUC, o D AN
NROOLNT- Y, Fl2, CL/F KO 27 V7 F & (CLr) 1 Z2 V7 F=2 7 U T T AT EZ L
MO LT, Lieo T, BHEREDH 2 BEICAKNEZRGT 581, 7V T F=2 20T 7
A% BE L L TCRAOERG ER O EHREEZ AT 5%, EEICKET5 2L, BHEREOH LR
FA~ORELOHEOHMZT, V-4, AELKOHAEICEET 2ER] OHET.2 3,

(3) FFeEfEE RS
RESH TV

(4) EFEREXHET 5 HE
BEEN TV
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(5) 4Ei&

9.5 bEiF
YA SO FAEYR L T2 WTREME D & 2 PRI, e EOF RIS a2 EF S Ll Sh o 56
COHEETH L, BFEBRT, IRIEE (REE, REMZEOR AR B, BHRAER, 1
BIES) | HAER~ORE (KREIET, AFROET, BERESSOSOER T, BHEEE, AjHaE
(TR D RBE) RS TTND P,

<fRRL >

PR D2 MRS 2 ARF DR BVEIMENL L TV W2 8| G TR L T2 FTREMED & 5 Zetk1c
L IR EORRMENERMEZ BRI D S HE SN D 5B ORRETH L,

g, IR - MR AT BT 2 3B B OV AR AT S QN AR 7% D 38R 10 DN REBNA O B REIC BT 2 3Bk 2 ik
RIFLLTO@Y TH S,

(25 I8 - JRIRRAEICET 28 (7 A, Ty b, 7HF) ]
< T ATV H N % 500~2, 500mg/kg DAETIENE 6 H~15 HIZHE L2 2 A, HEM, Kk
VIR~ TRD b o7,

Z v MZF VA RY % 500~2, 500mg/kg D FHE TR 6 H~17 BIZHEE Lz & 2 A, BEWM~DF
B OME IR OBLEBIEDNNTHOHETH Ao, BIbOETA 1, 250mg/kg LA £ T, MBIAE O
25 2, 500mg/kg Tid® HiL7=,

TY RN T VAT N % 250~1, 250mg/kg D E TR 6 H~20 BIZEG LIz 2 A, BEW~DE
EBRNTHOHETHA LI, £72, JirE, I R & UG E & O e W ONTEEInH] 23 1, 250mg/kg
TRDONI=N, EGICET 2 MAREILRD b o7z,

(2% . WAL OHAEROREW OISR OBEICET 231 8 (T v ) ]

AR T v M7 VAN % 50~2,500mg/kg D E TR 6 H~WiE 20 HE TG LA, E
BT, AREBK TR ONROEEER EO TR S —BIERP VT Lo &0 TL AL
72o 250mg/kg LA ECIIMBI L OB AR O A 7R, MARKE, BEMHEESRIGET L, 1, 250mg/kg
TIXRERILE, ATEREICKT 2 BN BT, 2,500mg/kg TIEAMRICE 57220 TR TR
JEDRARN B L, HAE% 3 HEBEOAFIRITERD biviehro T,

(25 RN, AR R O AS ORI ORI 28182098 (v K) ]

TUw—J, T4 VTR, INTz— AV x—T VOTENERT 5 B EIICIE SR ERT
—HR= RIS TV HNY THREEE LT 2, 700 BILL O 2 x5 & UT-BIERFZEIicBs W T, it
KU, HAERFOAE2E)R, HAER ORISR T OKIE2 U A7 IR S iehoTz, i
PR 1 W COEERR A Z T TV L RZBNT, LAY L HBIRIERER L HL T AN ASKIERE
FEOFEA TR (aPR) BION 95% @XM (CI) 1%, 1.14 (0.96-1.35) Tdh-o7=, F7-. FEFE.
AT, B, FENREERIER, 777 —2a 7IE, NEEITEEICHnE., BT
LTS TR ST/ NIRRT W T, EEXMZEMMERTE (ADHD) | BPEREA 2 kT AREH

(ASD) . FNEYFEZED Y 27 FRITRB SN o7,
SN E R
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9.6 RZLIE
AFBEPIIRA LB T SEL 2, AFlITe N T ~OBITRRD LN TS 0 [16.6.4
2]

<fifgn >

SN DREIRERBR 7 (B W T, AFIN e MERLFICBITT 2 Z e ShTwd,  (IVI-5. (3) it
~OBATIE] ZH)

(N MR

9.7 NR

INREE RS L LT B R OV a2 R & U7 BRI SE M L T2, S35 7 » R TIiER
SEDRZMNE < . ERBR AR (600mg/H) & RS OB T, PRUHEIR (1458581
HEROEELY) RORE~OKE (@O RESIMHE) A5 S T0D, i, RAHRE
FRIEO 2 1 8 2 5 WRHE CHOLMEREIEBUS OIE F 4%, 49 5 (5 OUREE CRAFIRIE IO ER 1 S
QAYS 63) .

<t >

ENERRBRIZ W TR AR IR, BB, FLIR, SR SUINRITR 20 HRER I <. Z2atklX
FEST X AL TUVRUD,

B, AHONR~OREGEEBR LT v M a0 dm R e £ L T\ 5,

TOREE, T v P TEAREOEZERE <, KK HE (600mg/H) & [AFEORERIZIBVT,
HX AR (B ZEBTER R E LY ) KO E~ORE (kO REEINIE) 278D b,
Fo. BARERHAED 2 (548 2 50 CIREMEEBISROSOIRT A, K 5 (5 ORE TRIGIRIEH OIER
NENENRE S TND 9

(2% 58z AV EmrERBR (B35 7 » b) ]

THEODNAE T v M LAY 250,100, 250,500mg/kg Z 7 38 [H] S AE#% A G- U 725808 T3, 50mg/kg
PETHE LY, BIREROTUHER CIRER NG A8 I,

7T HEOSFET » MITT LAY 250, 100, 250, 500mg/keg % 7 WEAERE 0 #5 L7230 ER Tld.
HED 250mg/kg LA L CRER MBS SIS DK TR A BT,

HEIET » b DR A TR T, o 500mg/kg 2B\ T, WH BIAER, K EEhRE Mk OUE
TERENE T OEIG O BRI RO MM ST,

F7-. MED 250 KON 500meg/kg TREIBERIEIADNIER U, ZHRRMET Lz, MRHHEEE, ERE, B
F o RREREICA TR LR o T,
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(8) &tnE

9.8 SE

9.8.1 7 VvT7F=0 7 )T 7 AERSEICEREGE, KEMRERE T8 BEEICERET D Z L,
BHEEEDNE T LTWA Z &30, [7.2, 9.2, 16.6.2 B ]

9.8.2 HFE VN, fHIR, EFMHASICL VIR UERSEAREZ LN s S, [11.1.1 58]

<SR >
9.8.1 AFNITITENEZ N L CHREIt S, Sl X RAICBEEME T L TWA Z ENZNnzn, 7
VY F=r 2 VT T U AMEESE IR, ERREME T 0L EEICRS5 T 528 ([VI-10.
(1) m#E) 28 .
<BE > EIRE BT 5 3 pEhRe ©)
H AR ARERE S lin 6 Bl ANK] 100mg 2 BRIER O 5 U720, T 13 1. 4 BERETL Ty 13 6. 32 BRI CTH o 72,
AUCy oo JL TR Ty 1, EBEIEE MR E I 7 L AN Y o 100mg Z HEEIRR A% G- L7 & eilils L T mic kR
K OGRS DA D3 HEsE S 7,

Cuax (u g/mL) Tuax_(h) AUCy o (u g-h/mL) Ty (h) CL/F (L/h)
o 3.24 (0.55) 1.4 (0.5) 26.6 (4.3) 6.32 (0.82) 3.82 (0.65)
LR IE i 3.56 (0.67) 0.75 (0.27) 20.4 (1.3) 5.66 (0.59) 4.93 (0.35)

MR G, 45 6 B, FE (FEERE)

9.8.2 MRZRIZENT, OFEWV, BR, EMERECIVEE UETELEZ Lflnd o720, +50
CHEETDZ L,

1. HHEERA

(1) HREZEEEZFNDER
BIE TV

(2) pFRFE L ZDER

10.2 tREE (BRISEE IS L)

A4 E R AEAR - HE D51k B - fEBRIK T
FRRC AR S A1 PR A4, FHERA DI L OWENRD D, P A
FeAA NRESHA
FHFafy RN B RE PR 5 K OVHL BB REIRE T 120 L CAH | ARINEY 72 1R IS
S PRV DSANENZAER T 2 82N 5 5, &5

Tra—u (8KiE)

I AR A 5] & B 29 KA | EEE L OBEME IR STV S A2 IR L | T A
(T oA T B | TS BB T, MERE (BE, O, SEOE
FHPLEHEE) MR72 L) ZRIET DV A7 NEELIBENNH D,

KMEREZ S &R o33 | 70 DU RIEH EARF OO I L 0 Rt | #ERH
Fl (FT7TVYOURENE) | MERIET DV A BEELBENRH D, Fiz,
FT Y DR EEAN TN ST AT % 5
TR L, DARERREIET L2 E8b 5T
W, RAL AT 2HEICTHEICERG T2 L,
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<fiFin >

(1) AR IS (A e4 1 R RETRAD)
SMNEID T IRZ I IV T, A& WD < OO I Al 2 O 5 L2566, MR 4, BE
MABLNTZEDRENRDH D Z Enn, RAEOHITEET D2 &, 7l A& PR H]
& O AAER OB 2 BEFIIRHTH D,

2) Ax>akrky, v A, Ta—L (BKH)

AA & 243 L OFBERRBROER S, ZNHOEK LR L25GE, FRAEERERE &K O
KIEBEWEREREE 23 L CARBIDFHEMBIIER T 282 b 5720, IPHEEREE Lz, i, Of
I L 2 3EEhRE D 2L} OGIR ERTE & 70 5 MBS RE ~ D2 B TR O H AL TR,

X aREDBA

HRE R 12 61 2 5605212 AH 300mg UL 7T R & 22 iR 12 BERIERE ¢ 3 IR ERR D
5L, 3RIHOEERHICA X 2 Ky 10mg LT 78R EHAEZRE Lz L &, AFloMmiERR
BACRIREE D Cprop e TN AUCy 19, DEATEBMEDE (A a RUOFHE/ HME5R) X, =%
A0.96 LV 1.00 THY, ¥ a FroffHIcL2BIIRO b Rhote, o, AF =
R D Cpoy LY AUCy o DS O b CRFIOF R/ BEAEE 5-RF) 1%, 4240 0.99 V0. 91
THYH, AFOPEHIC L DEEIIFRO N -T2, T, AFlE AT a FRroffAHIcL Y,
FRINFERE M OV IEBIREAE 1 J5 1T 5 R B R0 TE 287 SR 468 78 B A% G- B | HE N CHRE NI IR R %
B 255880 BTz,

OSE/NLEDHR

SRE R 12 61 2605212 . AF 300mg UL 77 R & 22 iR 12 BRI C 3 [ & G-
L. 3EEOHELGHICE TESRA Ing XITT T EREZHMELE L& X, KHIOMmEFRREE
TREED Cpoe TN AUCy 0, DEMTELE DL (1 7 B R AP/ BB 5 1%, 220 1.02 &
0.98 THY, BT B RLAOHHICLAHELZITT. 7T E/NAD Cy LT AUC) o D)
O CRAIOFHE/ M) 12, ThEN1.06 LN1.08 TH Y . KFOPHIC L 2 5%
S ehots, £, AFEa T B RAOMRICE Y FRAEEE K OHLGEBEEE ISR T 5 MG
W CIEA RGN, WA G- LA TRINTIE T 9 223580 bz,

IA/—)LEDHEEER

AME MR 13 61 2 560512, AA 300mg XL 7 7 R & 22T 12 BERERE < 3 [ ERR 0
BhH L, SEIEO®&EGH%ICT Y ) —10.70g/kg XILT 7R EEHES Lz L & AF Mg
RIACARIRE D Cpo B OV AUCy 1y, DRMERIEDOLE (=& 7 — VORI B G0 L 2 O35
KX, £ 1.21 [1.07, 1.37] KOV 1.01 [0.97, 1.06] T&H Y . Coy (ZOWTITAEWFEH
[FSEPE D FENE (0. 8~1.25) MO TMNITHEILL TND B DD, AUC, 1o 1 THBEEZ T 2o T2, 72
By TH =D Cpoy KON AUC) o DT ERE O L CRANOF I/ B B-HF) X, 2424 0. 91
KV0.90 TH Y . KFOUHIC L DHEBIIRD bNRhoTz, £io. AL =% ) —LOPEHIC
£V FRABERE K O R IEBIERE IZ 35 1T D S i B R0 IR 22 3R 4 S B AN B - IR L2 He A~ TR I AR
TT DHENFED BT,
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(3) MAEFTFIEZ | & 23 HKHA] (7 o DFT v o A SR E AR

SEOHIRZ IRV T, RANC L 2 WIEREHR UL E AR IZBS WO TS TRENSTRD bl & O
HENRD D, FEROER E LT, i, 0 (&, DBELXOWE) KO (WK ONHSE) o
fEIR7e EMHE I TWD, T2, MRGIEOIK T L-EBFICBWT, BRELENLE L I
T AEMIT DD B MEFE S @5 ST 5,

1A IRV 5> & AR~ DK 5y & BEME O WA O HIHIBERE 2 HE L, MRRICIRH L=k o
HIRREIBR CORTRRIC L 2 b DT, FAMED MAEFEIX, A3 2 RATBBKGETH D & S
TWD, AEROFIIZIE, eAX I nfa by /MUSHEER TR ORT 7 V=
ENEE L TWAHAEEMENE 2 H AL, ACE FAEAITIEF = — BRI S 5%, mE
PEFRREAMEE SIS 5 &\ ) SEEL2AB S HE S v Tn g o0

ACE PHEESKS:  METHIE L OBEMINRENTWAMAI L OPFHIC L Y, MEFEOREY 27
DEEDIBENALRS D=0, FHICITEETDZ L,

(4) RIEMEFELZ S Z 33K (F7 VU ¥ REHE)
SMENZ I8 1T D ARFN OBERIFMEREMHREE IS DR E R E LR BRIZBW T, AFlETFT Y
U OV RBERIFIERE E A L QO BE TR, Eh00— LMERA L T m I

ey RN R ORI PEEEIE S S AR ICR8 0 H AL TV D%,
F 72 WS DLRMET — F _X— R TBGR S TN D AH O FRIF A RY AR R B R 5 I8 &5
R LERRIZBWT, 77V U O UREAZ O L TR T D AR HEZIE OB 1T,
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B (23.4%) . HAR 267 B (15.9%) KOVERE 179 4] (10.7%) ToHhotr, EFBEFE TOMH
EOHEED)

HERARMEREGHEESTICES ER

FEIN e, ENER G RBRICB VT, AH| 150~600mg/H % 1 H 2 [A] TR 5 X
AT 2 R VERHAT RS 302 419 199 B (65.9%) ([CREWER GRS iz, ERIERIL, iR
74 5] (24.5%) | FEMED E U 68 fil (22.5%) M ONEIE 52 5] (17.2%) Th-o7z, (KR
Kk CoOFMEDLEERD)

ZHiaGERER. REPFEREERUSHEEBEILEICESER

F RGBT 238 & U7z ERE R 5 S kR e OV BER SRR . IMAs TR %K
. ZRVEMALIEICPE D IR 2 xR & L7 ENEER GBIV T, AH 150~600mg/ H %
1 H 2 BTG S 2l G4 215 il 165 6l (76. 7%) ICRIERAZRBO b, &
PRBIERE. AR 87 B (40.5%) . VREMMED E 43 6 (20.0%) K OVEAE 40 41 (18.6%)
Thot, CKBEFE TOREDES)

R TIRAE

EN HE MR, ERNRERGRBRICEBVL T, AK 300~450mg/ H % 1 H 2 [ THRE-&
AT 2 NERTAM 6 G451 356 Bl 295 ] (82.9%) \ZRIEFINGRO b, FemWERIZ, IR
141 ] (39.6%) . VFEhED E V> 98 il (27.5%) M OMAHEIEIN 56 5] (15.7%) Th o7z, Ok
R E TOREDOER)

<fiF7n >

HIRAD % HIEE

FER OHEOREMRI L 72> 7o TRIEZ MR EE 2 x5 & L ENHERICE R, ENES
e 5B, AMER I TAHRER, A1 E 55 TAH AR & O E R W8 53R & OF ST L 72/ . A
75~600mg/ H % 1 H 2[81& 2 M 1 H 3[BT G S v 2 aEmx 451 1, 680 417 1, 084 151 (64. 5%)
IZRWERDFRO b7,

FRRWERIZ, ZEMED E 393 f] (23.4%) . fHAR 267 5] (15.9%) K OVEME 179 6 (10.7%) T
HoT,
ZOMORENWERIZOWTIX, V-8, @B HBIRIEHBETSEE R ORKREERT & 2) | 8K,

HERAEERESERES IS ER

FER O HEORERIL L 72> 7o | BERIFIERMEAREE ML) R 2 AT 2 BF x5 L LIZEN
TEHEREEER, ENER SRR RS ENT LR R K] 150~600mg/ H & 1 H 2 A TR -
AT 22 A VERHN R85 302 %l 199 51 (65.9%) IZRITEF RS Hiviz,

FARRIWERIL, IR 74 61 (24.5%) . FEED £V 68 1] (22.5%) K OVEE 52 4l (17.2%) ThH-7=,
ZOMOBEWERIZ OV TIE,  [VI-8. @IH B BIENERRBUSEE & OFARRAE R —E 3) | M,

VIII. 24 (FHEoEEE) (T 5EA 134



a)

a)

ERiEEERER. WETEREBERUSEMELLEICHES ER

FER OCHEORERIL L 72> 7 FHBREZREREE 2545 & U EBRILE 5 55 L O
FREBEHAETR, AP IRER . 2R M IR © R 2 x5 & UTc BN R #5300 & OF 5 T
L7-Ab S, Al 150~600mg/ H % 1 H 2 BTG S L7 2R x84 215 #4165 #1 (76.7%)
WCRIERERD bivle, EREIERIZ. BIIR 87 1] (40.5%) . ZEWED F 43 1] (20.0%) KOV
fiE 40 #1 (18.6%) ToH -7,
Z OMMORIWERIZ OV TIE,

VI-8. @I HBIRIVER RS N OR A ERE 5 4) | 2K,

R

FHER OHEOREMRIE 7o~ 7 BHEFRIEICE ) BRE2 AT 2BE x4 L LI-EN _EERIL
HEBR, ENE B G RER 2 OF ST L7 sk e, K 300~450mg/ H % 1 H 2 [ TRG- S =24tk
STAM et G451 356 511H 295 4] (82.9%) IZEIERAERD v,

FARWEAI, HEIR 141 ] (39.6%) . {FEhED E V98 il (27.5%) K OYKERIIN 56 ] (15.7%)
ThoT,

ZOMOBWERIZOWTIX,  (VI-8. @IHBBIEERABBSEE K R REMRE T —&5) | B,
<H#E>

FEENE D F W R OYEIR

TIREDRAERE L AR L L ENERER GBI 228D £ 0 R OIR O JE B OV
KEFERIDBIEL 2 UL TSR T, WS8R & bARBR O 2 WMEA 25380 b, AR oL o Rk
RN O BRI HBANTFRD bR T,

ERERARSHBRICETLFHEOFVOERKARUVEEE

FEHLRF ] BRI ]
S48 | S8 | <128 | <2438 | <363 | <523 | >52 @ EXIN
FVUHNY | B 126 122 117 115 105 100 90 126
FEELBIEL 20 6 5 11 3 0 37
i i 19 5 4 10 4 3 0 32
R 2 1 2 1 0 2 0 4
T 0 0 0 1 0 0 0 1
BRI T 14l e LA EFLOEFRR CRBRIROEE HiE L 138 D)
ERNEHIREHARICE T HMEROFRRFHR VEEE
B ] R R
S48 | <8 | <12 | <2438 | <363 | <523 | >5238 o
FLHNY | GBI 126 122 117 115 105 100 90 126
FEBLBEL 15 1 3 5 3 0 22
X 13 1 3 4 2 3 0 19
P 2 1 1 1 0 0 0 3
Y 0 0 0 0 0 0 0 0
AR T 1 & LA EFROEFER GREIRFRIOEH L L 11872 5)

£, FEED O ROBIROMIZE B O PRI ORGHTH 5 HUNTH -7,

HRESREER TR E LIKERN TSt AARERRICH 1 2RREREEOLEVEESROVFEE (FRIE)

- - e TLANY Y (ng/BE)

REER TR 150 300 600
& E il & 45 98 87 89 97
ERA (%) . SEE (%) | B | %EHI6) | B | REE (%) | BN | REE (%) | B
FREETOAH
TRTODEEER 62 (63.3) 29.0 | 65 (74.7) | 23.0 78 (87.6) 22.0 | 90 (92.8) 10.0
FEIEDHEL 7 (7.1) 17 10 (11.5) 2 27 (30.3) 5 48 (49.5) 4
{EER 9 (9.2) 4 19 (21.8) 2 22 (24.7) 3.5 | 37 (38.1) 4
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TRASRMER IR L LIEENT T AR T 2 FRIEO R I 2 £ITRT, M FREOR
Ve S OV R 381 PR D A TR IE LS DU T, 600mg/ H R CIEMh O F G-I He A~ ThRo&RHIIRF 22
L FBED BN HIRE D 7> T,

TRAZEGZEZEZNRE LEERNT S ARRMBRRICE T 5 ZEOERK

i 77ER TVHNY v (mg/ HEE)
n N=98 150 (N=87) 300 (N=89) 600 (N=97)
R—RT A FF BB 7 (7.1) 3 (3.4) 7 (7.9) 4 (4.1)
EIE 41 1 (1.0) 2 (2.3) 5 (5.6) 1 (1.0)
FIE+2 0 0 0 2 (2.1)
i T D AR A i JER+3 0 0 0 0
B #EREAT RE =8 4 (4.1) 3 (3.5) 8 (9.1) 8 (8.4)
EIE+1 2 (2.1) 3 (3.5) 5 (5.7) 10 (10.5)
IR +2 0 0 1 (1.1) 3 (3.2)
IR+ 3 0 0 1 (1.1) 0
- e - NR—R T A K 1 (1.0) 0 0 0
BRI - R JE BH O AR A N T 0 5 (2.3) e 5 (5.3)
R— 25 A B 0 0 0 0
N . s 438 0 0 1 (1.3) 0
28 B D W IR 8 i ) ) 0 (L4
St REAM IRE 0 0 0 4 (4.2)

B (%)
XORBR, HE+1 (FRROEE) | BE+2 (FIESBRCNT TORE) | BR+3 (B& D LR/ SUTRMEEHAL )
N - Rl ek 545

TRBEBREZFRE SR L LIAET T AR5 GRS T DO FEH B2 K IR, FEICOW
T, HBGHTEOZACITIRBRE S TH G-I K 5 A BITR80 b o7,

TRABPEMEREENRE LEABE TS ARMBHRICE T ZBORERK

S 77 R TVANY ~ (mg/ AEE)
A N=93" 150 (N=87) 300 (N=98) 600 (N=90)
NR—=2T A B R 6 (6.5) 9 (10.3) 6 (6.1) 5 (5.6)
JEE+1 5 (5.4) 6 (6.9) 5 (5.1) 2 (2.2)
JEE42 1 (LD 1 (L) 1 (1.0) 3 (3.3)
. JEJE+3 1 (1.1) 0 0 0
R DA AT B 3 (3.3) 11 (12.6) 5 (5.1) 7 (7.8)
EE+1 7 (1.6) 7 (8.0 11 (1.2 10 (1L 1)
IR 42 6 (6.5) 1 (1.1) 4 (4.1) 2 (2.2)
EE+s 2 (2.2) 0 2 (2.0) 1 (11)
R o N2 T 4 (4.3) 0 3 (3.1) 3 (3.3)
Bl - IRESAHORMIE o oo fopse 5 (5.4) 2 (2.3) 4 (4.1) 3 (3.3)
N R 5o W 0 0 1 (1.0) 0
EH B LV TS 532 11 1 (L0) 3 (3.3)

HE (%)
SRR, JTEA1 (FREOERME) | JE+2 (FRENOBICT CTOERIE) | THE+3 (BX 0 _EROY UL DOFEE)
N o FFAfix 4
a) W FEEORMIZEIEOFEAMIZ SV TiE, N=92
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2) mIRATRAEEENRE L-ERNERRARIZE T HEIERARRHELH
R MTH R 16801
Bl AREBIR 108441 (64.5%)
B AREHR 26804
EEEHEEAETAY @E | sk | pEmE 8194 BE | 1658
= , BWEFDEEE () _ , EHWERDEEE (1 = , 3 EHWERDERERE (H
BEROBE | o }—'—M iE an nEmoms | o H “’;f;’ f;f; (g:) o T it “’;f; f;; (g:)
BBEE P 1(0. 19%) 1 BHiEE 20.19%)| 1 1
[E2)) 86(5.1%)| 63 13 10 BHEPER 1(0. 1%) 1 HERRE 2(0. 1%) 2
=i 53(3.2%)| 30 22 1 Rt % 1(0.1%) 1 BEE 2% 1(0.1%) 1
T 28(1.7%)| 19 9 FEEREE BEEE 10.1%)] 1
&t 21(1.3%) 9 12 FFHseRE 7(0. 4%) 4 3 &k 1(0.1%) 1
& 18(1.1%)| 10 7 1 FaEE 1(0. 1%) 1 IR 1(0. 1%) 1
HE &R 15(0. 9%) 8 7 RERARE 1(0.1%) 1 ERAET R 1(0.1%) 1
Bz 11(0.7%)| 10 1 BEE 1(0. 1%) 1 BEHER 1(0. 1%) 1
HIETFR 90.5%)| 3 4| 2| |mEE BRI 10.1%)] 1
B R 7(0. 4%) 5 2 BR 72 (4. 3%) 53 17 2 mERV ) VNREE
Bx 3(0.2%) 3 ER 31(1.8%) 23 7 1 PRk AME 5(0.3%) 4 1
nE% 20.1%)| 2 BAET 1801.1%)] 16 1 EATRE 40.2%) 2 1K
[=)=53:] 2(0.1%) 1 1 HEEE 8(0.5%) 5 2 1 BBk E 4(0.2%) 4
om% 20.1%)| 2 WEHT 60.4%)| 6 M/ MRE A E 20.19%) 1 1
EsltE] 2(0.1%) 1 1 BRERAERR 3(0.2%) 1 2 KR MEKGE 2(0. 1%) 2
AR R 2(0.1%) 1| 1 BEBHY 30.2%)| 3 M/ NMREA RS | 10.1%) 1
Bz 2(0. 1%) 2 R 30.2%)| 3 EIRENE 1(0. 19%) 1
Bt+=falpis 1(0.1%) 1 BHE 30.2%)| 2 1 BRIEVMEROEERS | 10.1%) 1
BEE 1(0.1%) 1 BOES 2(0. 1%) 1 1 =hiuks3=yifnd 1(0.1%) 1
ERESAEES | 10.1%)] 1 BRHH M 20.19%) 1 1 am 10.1%)] 1
Efptim 10.1%)] 1 BRSE 2(0. 1%) 2 hEEE
it 10.1%)] 1 BRERTIE 20.19%) 1 1 BEnE 10.7%)] 7 4
R —7 1(0.1%) 1 ZLEEH M 2(0.1%) 2 11 E 6(0. 4%) 2 3 1
10 58 B st 1(0.1%) 1 T LIILE—tE#EES | 1(0.1%) 1 FTY 5(0. 3%) 3 2
OpERE 1(0. 19%) 1 BHE 10.1%)] 1 s 2(0. 1%) K
2EE 1(0.1%) 1 BHER 10.1%)] 1 BB 10.1%) 1
AT 1(0. 19%) 1 BRZ >R 10.1%) 1 R RIRIASE 10.1%) 1
F 1(0. 1%) 1 IROEFEK 1(0. 1%) 1 BIREEES 1(0. 1%) 1
HILETE 10.1%)] 1 BRFEM 10.1%)] 1 TR . MR UMREE
=18 1(0.1%) 1 RIS RS 10.1%)] 1 IR 90.5%)] 5 3 1
EBE 10.1%)] 1 ARER % 10.1%) 1 BUREA % 50.3%)| 5
WAL 10.1%)] 1 RBTE 10.1%)] 1 S>& 40.2%) 4
HRE 1(0. 19%) 1 KBIE 1(0. 19%) 1 T 20.19%)| 2
HHEERIgM 1(0.1%) 1 BEREE 10.1%) 1 DR 20.19%) 1 1
EEE 10.1%)] 1 BHRA 1(0. 19%) 1 Biim 20.19%)| 1 1
EEREL 10.1%)] 1 %09 10.1%)] 1 TEINEBE 1 10.1%) 1
FALBE 1(0. 19%) 1 B 1(0. 19%) 1 WREEE 1(0. 19%) 1
RIFIZ > B 1(0.1%) 1 BEEE 10.1%)] 1 RERE 10.1%)] 1
Bk 1(0. 19%) 1 AR AR 10.1%)] 1 BISREE 10.1%)] 1
BEERUVFERE FERBEBIEE 1(0. 1%) 1 1% 1(0. 1%) 1
BHES 30.2%)] 1 2 ITE TR 10.1%)] 1 ERURKEE
RIS 20.1%) 1 1 BRI 10.1%)] 1 EEEHE L 200.29%)] 9 8] 3
D 1(0.1%) 1 BELER 1(0.1%) 1 HE 6(0. 4%) 5 1
NIRRT 4 VR | 1(0.1%) 1 IS EARRAZE 1(0. 1%) 1 BEOREE 1(0. 1%) 1
LR R 10.1%)] 1 BHERRRUESHGEE BB 10.1%)] 1
EliZES 1(0. 1%) 1 RIS REAR 16 (1. 0%) 8 8 BEEE 1(0. 1%) 1
THEE % 1(0.1%) 1 HAET 12(0. 7%) [} 6 B 1(0.1%) 1
WREE R bk 2 10.1%)] 1 B 120.7%)] 9| 2| 1| |BF. sERULRESHE
[ 3RES 1(0.1%) 1 o i 5 11 (0. 7%) [} 4 1 R - % 28 (1. 7%) 13 1 4
T RERRE 1(0. 1%) 1 BEE 7(0. 4%) 5 2 BISREG 3(0. 2%) 1 2
SRES 1(0.1%) 1 =i 6(0. 4%) 3 3 KBEW 2(0. 1%) 1 1
s 10.1%)] 1 = 50.3%)| 2| 3 i 20.1%) 2
TE#% 10.1%)| 1 HERER 10.2%)| 2| 2 BERES 1(0. 19%) 1
B 1(0.1%) 1 AR 30.2%)] 1 2 TEER 10.1%)] 1
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= T o = & gy = gy

LEEx 1(0. 1%) 1 BHEEEE 2(0.1%) 2 ik Pnd 1(0. 1%) 1
RE 1(0.1%) 1 HEPREH# 2(0.1%) 1 1 HEPRIA 1(0. 19%) 1
BEEEEW 1(0. 1%) 1 Julz 1(0. 1%) 1 N MEE

DEES BETg 10.1%)] 1 BRIREE 10.1%)] 1] |
IDEMES RS 7(0.4%) 3 4 R &R 1(0.1%) 1 BEERUVKETHBES
iF 5(0. 3%) 3 2 HRERRUVIAERE %5 25(1.5%)| 13 9 3
BE 40.2%)| 1 2 1 PERFL 50.3%) 3 2 S5 EE 16(1.0%)| 8 5/ 3
aHIJOvY 300.2%) 3 SREE 1(0.1%) 1 IREEEFE 9(0.5%)| 8 1
IR 3(0. 2%) 2 1 XHELEE 1(0. 1%) 1 piid 4(0.2%) 3 1
LSRR 300.2%) 2 1 THERATBE 1(0.1%) 1 STBE 300.2%)| 1 2
TERR 3(0. 2%) 3 RBREEBE 1(0. 19%) 1 LT 3(0. 2%) 1 2
DRE 2(0.1%) 2 BISIRR 10.1%)| 1 (] 200.1%)| 2
F-EEEJOvS | 20.1%) 1 1 AEEX 1(0. 19%) 1 BiEES 2(0.1%) 1 1
TR AR 2(0.1%) 1 1 IERE 1(0. 1%) 1 REER 2(0.1%) 2
F7/—t 1(0.1%) 1 il AT 200.1%) 1 1
EMIOyy 1(0.1%) 1 $83, 18(1.1%)| 9 8| 1 E 10.1%)| 1
EEHTRER 1(0.1%) 1 TEESE 16(1.0%)| 12 4 ik B2 1 ¢ 100.1%)| 1
DR 10.1%)] 1 EE L] 15(0.9%)| 4 8| 3 =T 1(0.1%) 1
IDERAEE 1(0.1%) 1 BELGE 8(0.5%) 8 kKB 1(0.1%) 1
DIEBE 1(0.1%) 1 L8 8(0.5%) 1 4] 3 TERRIERR IS % 10.1%)| 1
ILEHED 1(0.1%) 1 ZERD 8(0.5%) 5 3 IRAEEE 1(0.1%) 1
DEMEH 10.1%)] 1 J E F—iR 6(0.4%)| 2 4 BB 10.1%)| 1
DB SERR 1(0.1%) 1 RS 6(0.4%) 3 2| 1 RRE% 1(0.1%) 1
SRR 10.1%)] 1 3% 50.3%) 1 3| 1 R8I 10.1%)| 1
AT EEEE 1(0. 19%) 1 BEEE 5(0.3%) 4 1 EEEE 1(0. 1%) 1
SEAR 1(0.1%) 1 TR 5(0.3%) 2 1 2 BRI 10.1%)| 1

wRREE K[ 4(0.2%) 2 2 RTEEE 1(0.1%) 1
EBHEL 393(23.4%)| 279 90| 24 B 400.2%) 3 1 32 10.1%)| 1
HEIR 267(15.9%)| 195 55| 17 5289 4(0.2%) 3| 1 HHD 10.1%)] 1
B 60(3.6%)| 32 20 8 BRREIREE 4(0.2%) 4 REREBE
FHEE 42(2.5%)| 26 15 1 it 300.2%) 2 1 TFI45F G| 100.1%) 1
EELH 402.4%)| 22 14 4 EHEE 200.1%) 2 7 LLEF—tiFE 10.1%)| 1
RE 17(1.0%)| 10 6 1 RHEHEERE 200.1%) 2 BEE 1(0.1%) 1
EEHARE 15(0.9%)| 11 4 FHES 200.1%)| 1 1 BEERIRE
FEIR 14(0.8%)| 4 9 1 BERRE 1(0.1%) 1 RERM 111(6.6%)| 79 32
EiEEE 13(0.8%)| 12 1 SHET 1(0.1%) 1 M FRCPK (CK) #m 6(0.4%)| 6
ity 12(0.7%)| 6 5 1 s 1(0.1%) 1 mep7IS—E#EM| 60.4%) 5 1
HWEEE 12(0. 7%) 7 5 EAHEE 1(0. 19%) 1 mnepy L7F=48m | 6(0.4%) 2 3 1
R AR 110.7%)| 9 2 RER B 10.1%)| 1 ALT (GPT) #2410 50.3%) 3 2
SRR 110.7%)| 7 3 1 iR 1(0.1%) 1 AST (GOT) #n 5(0.3%) 3 2
HREBEE 9(0. 5%) 7 2 FBLBEETOHS 1(0. 19%) 1 I R E 1 0 5(0.3%) 4 1
SEBE 6(0.4%) 3 3 £ H5BERVHEEBFE BUN 40.2%)| 3 1
Pl 40.2%) 2 2 EE 179(10.7%)| 119 52| 8 FRep gt 300.2%) 2 1
S E L 40.2%)| 4 0;g 101(6.0%)| 79 17| 5 ALPH& 0 2(0.1%) 2
RAEE 40.2%)| 1 3 i) 402.4%)| 14 21 5 mepEYLEEM| 20.1%)] 1 1
REHEE 40.2%)| 2 2 SRS 39(2.3%)| 28 0] 1 DFENOLERFRR | 20.1%)| 2
Jan:it ] 40.2%)| 1 1 2 EAETE 23(1.4%)| 17 4] 2 DA% 200.1%) 1 1
SRERT— 300.2%) 2 1 BEEB 19(1.1%)| 16 3 EERL 2(0.1%) 2
ANLRREHIERE 3(0.2%) 3 il 15(0.9%)| 3 11 1 FRep it @51 2(0.1%) 1 1
BREUEE 3(0. 2%) 1 2 EREE 1200.7%)| 9 2| 1 ALT (GPT) 32> 1(0.1%) 1
KERE 300.2%) 1 2 i 9(0.5%) 1 6| 2 AST (GOT) B4 1(0.1%) 1
IAYAE—XR 2(0.1%) 2 BEB 70.4%)| 3 3| 1 BHET 10.1%)| 1
BEBEE 200.1%) 1 1 SR 6(0.4%) 1 5 REELS 10.1%)| 1
FEh 200.1%) 1 1 (ol 6(0. 4%) A /MRS 10.1%)| 1
fetil 2(0.1%) 1 1 BRET R 6(0.4%) 3 2 1 mepALSILELS | 100.1%) 1
BEER TSR 20.1%) 2 AR 40.2%)| 3 1 mepJ RoBEH 1(0.1%) 1
THEE M IR 2(0.1%) 2 AVINI YIRS | 3(0.2%) 3 SFRE TR EIE N 1(0.1%) 1
BEREBRE 1(0.1%) 1 BE 1(0.1%) 1 DERITER 10.1%)| 1
B 1(0. 19%) 1 et 1(0. 1%) 1 LDERESE 1(0. 1%) 1
— BT RN EE M FEAE 1(0. 1%) 1 FE 1(0. 1%) 1 DERZEIL 1(0. 1%) 1
BERIE 1(0. 19%) 1 TER 1(0. 1%) 1 DEBTE 1(0. 1%) 1
=R#EE 1(0.1%) 1 FEKEF 10.1%)|] 1 FRIERS FalgiE 1(0.1%) 1
KEBAE 1(0. 19%) 1 RERURBEBE PRAE 1(0. 1%) 1
EREDVEET 1(0.1%) 1 BERTIE 14(0.8%)| 8 6 R EABYE 10.1%)| 1
BERITE 1(0.1%) 1 B MAE 7(0.4%) 6 1
FHNRERE 10.1%)| 1 BRE 400.2%)| 4
HEBE 1(0. 19%) 1 wiRErE 3(0. 2%) 1 1 1

BRUREBEE FILa— LR 2(0. 1%) 1 1
PREE 7(0.4%) 4 2 1 =M 2(0.1%) 2
£ 300.2%) 1 2 B~ Yo LIE 2(0.1%) 1 1
SERR 300.2%) 2 1 R 1(0.1%) 1

GBI LN AR R
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3) MERFMREAEEZTICHSIERENRE LEERBERERICE T SRERARESHK

Er N B EYE 302451
Bl AR TSI 199451 (65.9%)
Bl RETAY 4344
EEEREIAREAR BE [ 3o | wmE | 7245 | BE [ 3¢
0 |3l FEE 3 # (= TERE 3 w = R 4

BBEE HEREE Bt ERRUSHIFEOEY GRRUK)—TEE0)

B T 10.3) 1 SRFFI— 10.3) 1 i 1033 1] |

TH# 4 (1.3 3 1 BaEL 1.(0.33) 1 ERERARE

OERES 1 (0.33) 1 R $ R 2 (0.66) 2 ALPH& /0 1 (0.33) 1

oM 1.(0.33) 1 18R 74 (24.50) 64 9 1 ALT (6PT) HgMn 2 (0.66) 2

BEX 2 (0.66) 2 MR 1033 1 AST_(GOT) ##&mm 1033 1

] 1.3 1 WERE 1.3 1 BN 1.3 1

E 8 (2.65) 7 1 RE 1 (0.33) 1 1MrRCPK (CK) A0 7 (2.32) 5 2

ngat 3099 1 2 EBENBE 1.3 1 LERITES 1.3 1
BRERUFERE WA= 10 5F—| 3 (0.99) 3 STES TR | 1 (0.33)] |

£a% [ 103 1] | T 1.(0.33) 1 DERTHNER 1033 1
FEEREE WiHEE 1.(0.33) 1 LERTEEERDS | 1 0.3 1

FrgERE 103 1 EHEHEN 68 (22.52)( 54| 14 kB8 47 (15.56) 43 4

FEE 1033 1 THEE 1033 1 BIRE 5 R 1033 1
RIEE RE RS 1.3 1 AP 1.3 1

#HZE 103 1 BRURKES (B mgE 1033 1

IRE:1E 1.3 1 BiERE 103 1

BB TE 2 (0.66)] 1 1 BREEEE 2 (0.66)] 1 1

IRER 1B 2 (0.66) 2 RELR 2 (0.66) 1 1

IREiFHE 1 (0.33) 1 HEREE 3 (0.99) 3

KA 1.(0.33) 1 R 1.(0.33) 1

BRI 1033 1 EBERULERE

BHET 5 (1.66) 4 1 ZHALLE 103 1

BREEEE 2 (0.66) 2 TIREIA R 1033 1

B 1.3 1 ) 1.3 1

e 2 (0.66) 2 BERISIARIBARE | 1 (0.33) 1

B8 5 (1.66) 4 1 HREE
HBRERRURS RS BERE 1033 1

FadA bS] 1 0.3)] 1 FHREs 2 (0.66) 2

s AR % 1033 1 REESE 4 (1.3 3 1

HEREE 3099 3 m> 285 1.(0.33) 1

BHET 2 (0.66) 2 S EMERURSRHEE

R 1.3 1 SRl 103 1

BT 1.(0.33) 1 BEE 2 (0.66) 2

P 3099 3 HEZE 15 4.9D] 13 2

HHE 2 (0.66)] 2 [ 1033 1
MEEGY v REE TR 1.3 1

MER DR 2 (0.66)] 2 i 1033 1

BRI 2 (0.66) 2 w3 2 (0.66) 2

=yl 1 (0.33) 1 FE 52 (17.22)| 37 15
mEEE SIS 2 (0.66) 2

ETy 3 (0.99] 3 BANIE 1033 1

EIE 1.(0.33) 1 RBRUEERE

P R RIS I 1033 1 BH Y LIE 2 (0.66)] 2

{EME 1.3 1 B 2 (0.66) 2
TR, IR UHIRIEE EREME 1.(0.33) 1

WUE 103 1 BHRTE 2 (0.66) 2

TR 1033 1 BHITE 2 (0.66) 2
HRURBEE & g 1.(0.33) 1

A=I—LF 103 1 R 3 0.99] 2 1

Bt E L 5 (1.66) 3 2 ERRUETHEBES

HiB 3 0.99] 2 1 T35 R 1033 1
BE. PERULESHE IR R 1.3 1

ZEEMH 103 1 S 2 (0.66) 2

58 - i 3099 3 =5 2 (0.66) 2
DRSS RIS % 1033 1

Pl iE 103 1 A5 1.3 1

DR 1.(0.33) 1

TRFBREFT AR
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4) BERIBGRERREELXNRE L-EEXRARBRUOEHBGRER. NEPRER. SHMEEL
EICHSEREMNRE LEERKARICE T HEMERAREREGH
R WIS B 2154
B ASRGIK 16545 (76. 7%)
BIERRBEHH 4464
EEEMERAREAR 8 [ seir | wEE | 3¢k | BE | 124
- \ 3 EWERDBERE (450 o i BIEROBERE (1R - \ 3 EWERDBIER (45
emomn | PR | [ess [an i B\ T ET TR T atemoms | RR0H [ e [an
BiREE BEREE RARVEERE
B 17383 [ 5] 2 BHEE 1.(0.5) 1 B 9 LluE 105 [ 1
B# 2 (0.9) 1 1 EBHAR 1.(0.5) 1 g 105 | 1
BRiBS 1.(0.5) 1 BIEE 1.(0.5) 1 & PR B M IE 4.9 | 4
T 304 [ 2 1 BEEE 1.(0.5) 1 BHFIR 209 [ 1 1
e 1.(0.5) 1 AR 3aa | 2 1 1B e 1.(0.5) 1
HIEF B 304 [ 2 1 BRI 105 [ 1 EERUE FRARRE
D AR 1.(0.5) 1 RS 105 [ 1 EHRES 105 [ 1
[ 209 [ 2 18R 87 40.5)[ 74 11 [ 2 ESHES 105 | 1
BEYE 1.(0.5) 1 BEE 105 [ 1 BS 3.4 | 3
Eh% 942 | 8] 1 B 105 [ 1 SFE 105 | 1
g 3 (.4 3 it E L 209 2 e 105 | 1
BPERUFERE HEBE 105 [ 1 mEe 105 | 1
[ 105 [ 1] [ SEBEHNEE 3a.n] 1 1 1 %5 4.9 | 3 1
FFEEREE TS 49| 2 2 AF 209 | 2
AFRRERE [ 105 [ 1] | i L 1.(0.5) 1 B, BERUEETHOHEY
R R AT | 105 | 1] | RE T 105 [ 1 OREgFEY [ 105 [ 1] [
RIS TRAHE 105 [ 1 BRRBRE
SRR M 1 (0.5) 1 FBHEHFEN 43 (20.0) | 38 5 ALP #h0 1 (0.5) 1
BHET 523 | 5 HERE 209 2 ALT (GPT) #&M0 209 [ 1 1
ER 10@n [ 10 TEIE 2 0.9 1 1 AST (GOT) #&M0 105 | 1
BHEERRURESERES BRURKES LDH #&m 105 | 1
BHRE 1(0.5) 1 M pR 105 1 CLor > 209 | 2
RS 1.(0.5) 1 AR E R 2 (0.9) | 1 1 AT RI Uy FES] 105 | 1
HHET 409 [ 3 1 BREES EEEE ~EFOEVES | 105 [ 1
s 3 (1.4) 3 REYIE 1 (0.5) 1 mnep CPK (CK) #&hn 5 (2.3) 4 1
T 1(0.5) 1 REE 2 (0.9 | | 1 mep s A—LEd [ 105 | 1
BHREE 1.(0.5) 1 FREA 105 [ 1 MhF FYSLED] 1 0.5 | 1
R 209 [ 2 HEPREEE 1.(0.5) 1 DEME ST-T Efk 105 | 1
EE 1.(0.5) 1 B 105 [ 1 REHEM 32 49 ] 31 1
GE GRS 1(0.5) 1 RBHEE BORESERES] 1 05 | 1
i 1.(0.5) 1 aEL 105 1
mERGY VS REE EREE 1.(0.5) 1
IR E 83D [ 71 1 SERH 105 [ 1
B mkEDE 30.4 [ 3 FHRES 1.(0.5) 1
Am 1.(0.5) 1 TR 4.9 2 2
MEBE ELBEEOHE 105 [ 1
MEZEE 1.(0.5) 1 L HRERVR S RATRE
E0nE 419 | 3 1 A ILTodREE 1 0.5) [ 1
EmE 3.4 [ 3 EER 83N ]| 6 1 1
IR . MR UHREES EEE 209 2
BRTYR [10® [ [ 1] a7 2 0.9 [ 1 1
HRURKEE AR AR 209 2
EERfEsH F L [ 7@ [ 5] 2] BER 2 (0.9 [ 2
BE. PERULBEHE EE] 15 (7.0 14] 1
BERS 1.(0.5) 1 BEANTE 105 [ 1
o - g 2 (0.9) 1 1 R 2 (0.9 | | 1
DREE T nGen| 6] 4 1
DR [ 105 [ 1] [ I 40 (18.6)] 31 8 1
wAE 49| 3 1
75 3Aa | 2 1
KRR NG
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5 MMFBECHIERBENRE LEERBRARICE T HEEFRRERARK

B2 IR R BIM 35601
B RREHIM 295451 _(82.9%)
B ARTEM 7034
EEEREIAREAR BE [ emr | wmmE | 60 | BE [ o
_ ; ¥ EROEEE ¢ _ . By [EHEROBEE - . B [EWEROEEE
BEROWE | o }—'—M iE o semomm | oo EIRCHELIEY semoms | T EERDEEL MR

BhEE IR 103 1 RERE B

ALt 1 (0.3) 1 BRZHEMm 1 (0.3) 1 [N 1 (0.3) 1

Bl 1 @nl B MR 5 .4 5 HIRE 13 1

B% 4 4 mEEE EREE 103 1

EMEEE R 1 (0.3) 1 SMmE 2 (0.6) 2 SERS 3 (0.8) 2 1

TH 7 (2.0) 5 2 B 1 (0.3) 1 RERAE 3 (0.8) 3

Er) 103 1 RS, IR UHIREE W5 -85 B

nES 10 1 U MR ER 10 1 *EBER VRS BFEE

OR % 5 (1.4) 4 1 R 2 (0.6) 2 BEER 23 (6.5 21 2

8 P i 1 (0.3) 1 IR BR £ 1 (0.3) 1 BEmEIE 3 (0.8) 3

EERR 2 0.6 2 O RIREES 13 1 s 13 1

BiEH 3 (0.8) 2 1 B AR B SR IT IR RE IR BE 1 (0.3) 1 BaR 1 (0.3) 1

FE 1 (0.3) 1 SIFTER 1 (0.3) 1 [=F3] 13 3.1 12 1

P 10 1 ERUEBEE 25 103 1

e 10 (2.8) 8 2 ElEREHFEL 11 (3.1) 8 3 i 2 (0.6) 2

EEESR 1 (0.3) 1 REHE 2 (0.6) 2 TR 1 (0.3) 1

R R Rk 2 (0.6) 2 ERE 1 (0.3) 1 FhE 29 (8.1)] 28 1

E 49 (13.8)] 45 4 Hg 1 (0.3) 1 SITEE 2 (0.6) 2

AT 1 (0.3) 1 EMEN 1 (0.3) 1 =& 1 (0.3) 1

MBI 308 2 1 5=, FERULESHHE KR URERE

fEE 95 1 (0.3) 1 Hig 1 (0.3) 1 BE 1 (0.3) 1
R R UL R i Z IS 1o 1 EigmsE 2 0.6 1 1

B xR 1 (0.3) 1 iR - % 1 (0.3) 1 B&ITHE 10 (2.8)] 10

LEFERS 1.(0.3) 1 DR & mAEAE 1 (0.3) 1

RS 2 0.6)] 2 g 4 an] 4] [ ER 13 1

EHALRR 10 1 HEREE KSR UK TGS

EHIE 1.(0.3) 1 BHEL 1.(0.3) 1 o 308 3

8% 1 (0.3) 1 JBARAE 1 (0.3) 1 jris 6 (1.7) 6

BIBEs 2 0.6 2 R AR 2 06| 2 FEAH 13 1

EAR 1 (0.3) 1 {ER 141 (39.6)] 130 11 BT 1 (0.3) 1

RER 103 1 &S 13 1 ¥ 13 1
FFREERES B= 2 (0.6) 1 1 B EAE 2 (0.6) 2

FrgaERE 2 0.6 2 WiERE 2 06| 2 x5 5.4 4 1

RERHAT 1 (0.3) 1 REL 2 (0.6) 2 BT 3 (0.8) 1 2
REE EEAREE 40 4 EamiaE

IROEE 1 (0.3) 1 5B 17 (4.8)] 15 2 ALP¥&n 1 (0.3) 1

AR5742 4 (1.1) 4 EHMER 1 (0.3) 1 ALT (GPT) #hn 6 (1.7) 5 1

BRAE 1 (0.3) 1 AR ZE 1 (0.3) 1 AST (GOT) #&n 5 (1.4) 4 1

AR M 103 1 RAEE 13 1 ERCPK (CK) H5An 7o 71

HAET 5 (1.4) 5 FEIMEOHFEL 98 (27.5)] 90 8 M7 I 5—FHEm 2 (0.6) 2

B 17 (4.8)] 17 HEER 1 (0.3) 1 ey L7 F= 2 (0.6) 2

HERE M 5 (1.4) 5 A 1 (0.3) 1 AERD 1 (0.3) 1
G BERR VRS RS BRURBEE KB 56 (15.7)] 53 3

HHET 103 1 BR3E MRS 1o 1 R T R g 1o 1

FhEE 2 (0.6) 2 REE 1 (0.3) 1 PR i 5t 3 (0.8) 3

iRMEmE 2 (0.6) 2 HER B ## 2 (0.6) 1 1

EEE 2 0.6)] 2 LRARUAEBRE

TR R 103 1 EEmLtowEm [ 1 03] |
MERU Y > REE LB 10 1

/MR A E 1 (0.3) 1 RBHEE

SRR E 700 7 5o 200 1] 1]

FRERREEINEER]
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9. BRRBRERBRICRIEFTHE

FEESH TV

10. BEKRS

11.

13. BAERE

13.1 fER

15g ECTOMEHZGHINREINTEY | WEEHE GRS SN FRMERIT, HEkE, ER, 84
FLIRRE, 15 o, Wlk, HLEZORE, KERIETH D,
13.2 i@

AFNZMIEENTIC LV BRESND Z &0 D B L TV AIEROREICIS U CliRENT O Kt % &
ETnZ L, [16.6.3 %]

<fifzn >

13.1 EWNAOERRBRICEB W TAEERG L L CORERGIIFERD LTV,
SLETORERRBRIZBW T, 15g £ TOWMEHR GV, FEIFEE, IR, S5ELIRRE. #o o, Hk,
BWHEZORS | EEBIEZDIERPBO TN 5,

13. 2 AHNIOBER G0 U258 ORISR LW DS, MRS 2 455 L 9 2 B R RERE =
Foxt UTAKI 2 BEE G U7 S E R IEBRBR O B D . AFNTMIKENTIC L 0 g & /8
&, 4 BROMKEITICEL Y, R 7 LAY CEEITR 50% KT 52 ERNHELMNI -
TW5,

AF| O ER G OB, I L TODIERORE N U TS0 £ ZET 52 &, (TVI-9.
BT L DRER] BHR)

BHRLOEE

14, BARALDEE

14.1 ERIZFEHDOEE
(BIF|HE)

14. 1.1 PTP @D HANL PTP > — bSOV H LU CIRAT 2 L g4 5 Z &, PTP v — R OFERIC
F 0 OGS BRI L, FICIE L E B 2 U CHERRIR R SO EE A IHEZ 053
HZENDHD,

(0D %&)

14.1.2 AAENIFO LicoW TR AZRE S E 5 LT 5720, K LCTIRAMNETHD, £-.
KTIRATAZ L TE A,

< fifgan >
14.1.1 ¥Rk 843 A 27 AfF B HGBIEE 240 5 [PTP ORAFKIHKIZHOWT) ICHERSERE L,

14.1. 2 AW E S RER 80 2 IR F 1A, ARBRAE RIS & OFENREESE & L CoOEEMLE 2 7%
E LT,
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12. ZDMDEE

(1) ERERERICEDIER

15.1 ERERERAIZE D < 1F#R
15. 1.1 9 T SN I=AF 2 E0LEEOFR TANAIRIZBIT D, TALA, RS 255 L
L72 199 ©7 7 & Rx REERRBROBRFHERIZBW T, BEASELOHBZEXOFHDOY 27 )3,
FCANAERORRAETT 7R il L TR 2 55 < I CADPARRARE: 0.43%, 77 t&
REE:0.24%) . FLCADAROIRARETIE, 77 B REEE L1000 AH720 1.9 AZWEEHE
SN (9B5%IEHEXM : 0.6-3.9) ., £72. TAMNABREDOY T I/ NV—FTlL, 7T BREEL AR
1000 Ad7=1 2.4 AZWEEE I TWSD |
) AFNIHA THCADAIE LTERENTOAN, AFITIT BAFIODRE « Zh5E R, ST o 5 9%
JEl ThD,
15. 1.2 M ELHIC B9 2 2 RN OIEVEERIZA STV R0, AEI 2 &5 SN BH TEK
TFOEFINTRZICHEE S TS, [9.1.3 5]

< i >

15.1.1 2008 42 1 A 31 H. KEAMESKLFT (FDA) 1L, TANA., WHERS L kGE L
N U E2E 1 OFLTANAIRE 7 TR & D 199 DEEVELAVELEGRBRIC BT, H 2R BT % (B
AP, BREEM. AREER) KOHZBREICEET D MWE 2T L7oRE R, StTAPAEEE IR
LTCWAEEICBIT D HZBEITLD ) A7 N7 7 BRI L CTHREAICAEEICE W Z & 2R
TOHRENEGEONTZZ LB AL LT,

FREERBRRE R A T T 2008 A 12 AIZ FDA 1T KREIC TIRGES LTV A2 TOH TANA IO RIE
EHITR L, WA CEICBWTHERSE L VA ZRERORBLY 27 1CHT 2 E2 BT 2 L )i
= L. 2009 44 AICEET ™M T,

KENZB T HHEE 2B FE 2 ARIZEB T D3RR SRR RFOTFLTADNAIRKIZONT 1%
OMOEE | \CHRAER AR CRORBEY 27 cBHT 228D LEBRETS - L L L,
2009 4F 7 A 3 BHAF  JEAEGEA EIEE N R SRR EEEE 22 T CEH EOREOSGET T
nic,

AFRNZ BT DAFNIONEE TR TR E M, SRHERTRIE L D R Th o2, KkEZ

XU &T DI %wfiffh#h%kLT%%méﬂTwé_kﬂ%\Kﬂﬂ%wf%ﬁﬁ
WA 2175 Z & & LTz,

https://www. epilepsy—society. org. au/downloads/2008-SuicideandAEDs—FDA. pdf

+ Statistical Review and Evaluation : Antiepileptic Drugs and Suicidality (issued 5/23/2008)
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(2) EBERPREAERICE D 1FH

15.2 JEERFARERERICE D < 1HIR
15.2.1 2 O~ U AR AFHRBRICEB N T, RKERHETOFEY e MNEEED 6 (FLL EogdE
BICHY T AAEKOBELICE Y . HEKFOICIERBEORAERNEM LT OWRERH D P,
15.2.2 2 FF# D Z v FBAFHERBRIZI N T, RRERAETOYEY b MEFEEO 5 5 LOgE
BICHY T IAREOELEICE D T L E /T MTEERD D MEEZENE O BLENHEM L
LORERDD P, £2, Ty bEHAWHEBROMARERICIB VT, KEAETO YC-F LAY
> B BE DO RITIMIE e ONE & A EDFRIFRIC S BBIRTH 7208, T v b 13 KO 52 K
5RO BIRIC R 2 EBIIER O b o 7=, IRICET 2 EIER ORBLRIZ T 7 &
REEL V&<, MREERLR A IS L Lz 13~16 BEHRE5 07 F v Rt (3 B
D7 T BARFETIL 3. 8%kt L, AHIFE (150~600mg/ H) T 10.6%. EHHEGHER (3R BROFE)
TIX 10. 2%, BRMEFRIEZ ISR E L7z 16 W& 507 7 2 Rt a0 77 B R TIL 2. 8%
xfL. AARE (300~450mg/H) T9.2%., EHIHEGHBRTIZI. 4% Tho7z, [8.4 ]
15.2.3 [T v b OZIHRER OWIHIIREAIC R4 2388 B W L I KB ETOF e MRFEED 28
LI EOBETE BATH S § D AKOE 2 L0 . RIS ORABEENRM LT L O#ERH D 2,

< i >
15.2.1 2F O~ 7 AR AJFEHERBRICEB N T, BKERAZETOFYY e MNREED 6 500 EOgEEE
WCHYS 57 LAY O GI2E ) | FARKFRNCIE RIEORARNEEIN LT & ORENRDH 5,
<~ AT L H Y 2200, 1,000 X5, 000mg/kg/ A & 104 EMIEEER 5 L7~ & %, 1,000mg/ke/
H UL ECHETIIABRENICIE RENZED 5N TV 5D, EEEML TOME REDRENED Hi
TWD DS, FRIZIHNR, WS OVE B CradE B ISR BL L, MECIXFE I b mBEEICRO b, 7ok,
ISR & LT, Mifld~2 a7 7y —U ORI, ERRMERFEOEM, FERMEkEaFEED
N, i RER OB, S M/ N FE O RSN, JRIMER K QU MR O T REE B BRI T D
B RZEREIE N, BORIERCR AR I A O BT . EAEEREL OGN, EAZER R 5 24 00 BE 18 X K
WEM b~ 07 7=V OREENRD LN TGS |
VAN AKX~ ARBLT HIE AL, BRI MR OE R 555 % B3 5 BRZEk K
OHEMPBBD I D Z &b, BENRE R ORI L0 MERABENEET L B2 6D,
F7-. MERBIZNEZHEOE CH Y . NEOFR A F AR S ZTESHN M MR IEE L, s
A K ORE T A /R S NI MR R D AT == X PN EBE R HKE 2R LTV DHER, <
U AT OBWFE L D bl B2 < /IR OB E K OVEPER EV D &L O
HEHSHE NN PRI TND Z EnD, vV RICBWTOHR, FLHNY AFEHEIZLD M
IR DFERE B K OV MG AL BEFER IR O BR300 B, M4 PIIE 0O R AR SR 23 H N
LIEAEEMEDR Db D EE X HND, 0B, 7y MIBWTIRZIO X 9 B IALNT, IER
JEDRAIT~ T ARHE ORI EB 2 bz,

15.2.2 24D T » M BAJFHERBRICBW T, RKERARTOVES e MNEEEO 5 5L EORGEE
WCHS T AARIEOBEEIZL D, M7V E ) T v MOEERD B D IS O R BRI L 7=
EORENHD P Fle, Ty bERAWEEBSARBRICE N T, KEETO MC-F LAY U H
SHFHRE D W AITMAT K NE & A E DB BBIRTH 57208, 7 v b RO 62 B KE R 55
MERRER CIIK B IRIZRT T 2 BT b o T,
7ok, RICBET2RIWEHORBRIZIT 78 RREL 0 &<, MRREEMEERE 23S L Lz 13~16 H
BHEOZ7 IR BRRE 3 REBRIFE) OF T BREETIL 3.8%I2%F L, AHFIEE (150~600mg/ H)
T 10.6% Tho7-, BHEMMIELRISRE Lz 16 BEHEEGO 7T RBRERD 7 F & REETIX
2.8%Ixt L. AFIFE (300~450mg/H) T 9.2% Th-o7-, 2B, thRfEEMEKFEEIRE LIZE
e HRER (3 HBAOFS) TITAFIFET 10. 2%, BRHERIRIE 2 %15 & U BRI 5508k CIaARAIRt
9. 4% CHRIZBEIT B RITEH 23R D b7,

15.2.3 7 v b OZIEHE K CWIHIMEIEAIZB T~ 2 FBRICI W T, KRR ETOYH e MREEE O
28 (5 LA L OMRFE R TAH Y T~ 2 AFEDEGAZ L0 IR EIEE OFSASHE SN LT & OMERH 5
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IX. FFERPREABRICREY H1EH

1.

RIEHER

(1) Z3NFEEHAER
(VI S FHICPET 2T | ]

(2) REMEEHER

1)

2)

3)

4)

9)

hERG 9 LsF v %JL (in vitro) *°
hERG B U 7 A F ¥ R /VEFRICK LT, 60 LT 600 umol/L (9.6 XX 96 ug/mL) OFLHNY
T, IEEAEEREERIFI -T2,

FRHRRADEE (Sy b, YOR, YI) ©

HRRA R R~ DI T 5B CA DAL BAE AT A, 7 > MTBWTIT 25mg/kg BL ED#E
N5 ~ 7 ARV T 300mg/kg LA EOFRNEE 55 L < 1% 1000mg/kg L EORE A5 TH D
N, BREHOE TS LITEBHLKFATHD, 7V IRV 2Ty MIRAOFELS TS L.
100mg/kg A EOH & CTHEEERDME T L7222, (KHECTHEHBOLOREITRBD N Tz, T
v N T OEBNGH 2 TR TIE, 26mg/kg (BRO#G) L0 mWHED B EEE OEB)LTH T
O oz, £72, Beamwalking iE&2 HWT, VAN U OEELE I DIZGEMICHRTT LTZE 2 A,
10mg/kg (B M 5) 7> & A4 T3EB O W1 O A 72 S0 A RE D [ 5E & o BN RIE S 7,
U ACBWT S BRGEE 2T S22, HEHIR A B ZED RO LT O1F 300mg/keg AR
5303 1000mg/kg OB G LTREO R TH 72, S5, URAPFILTBNT, FLANY D30
KN 100mg/kg DFEAFEGIZ I D, B D, D078 LK ONEE) B FRME O T 25 H & KAFHIIZERD 5
iz,

DIERNDEE (v b, 4, H) ™

HEEZ v MZBWT, 7V >0 300mg/kg £ TORABGIZL Y | D& QI 28 01T
Rinotm, o, BEEA XITBWTH, LAY D 50mg/kg DREOEEIZE Y, BIARE, O
M DR, RSP, ASIEE R OO ERICEIT 20~ T2, & HICEEEY VI 10
KON 40mg/kg DT L HNY U EFFIRNESG L& &, —fUERICEFIZIR O, EYIcBEEd
L E R DAL S 72 hr o Tz,

FRRADEE ((X) ?

FRERA XUZRE L, 7 LAY o % dmg/ke/min % 50 2 RIFBIRPEEGEREA L 72 & & 0 (B 200mg/ke) |
ST, MNAMNEEZIE L. MG, Bi=s 754 70 2, 1 BHE R, RER 04y
WA A B LT RER, BEHERRIC 25 LIRRD DR o T,

HILBEEE~DEE (Sv k) @

7 v M2 100 K U300mg/ kg A #% M #¢ 5 L 72356 . BHEHHBE K OVIMNG N IERE OIR N 235588 BT,

F72, 30 LN 100mg/kg ZR& DG LI-GE . KIBWNES ORI 2/ ZICHE RIS, L

L7ed B, HARMIRKHEKME (300mg, 1 H 2[E) 2L Lzl 20 25 5 ORHERICE

THHBOT VAN V& Ty MOERK 2 FRKER S LERBRIZB W T, HEEICT258

EEFIZERD BTV,

) 7 v bOBRAFHERBRIZEBWT, T LAY D 900mg/kg ZIREEE G- L7z & & D AUCH-22960 11 g
h/mL % B A NI Fe KEGER A 5 (300mg, 1 H 2 [B]) 22 05 L7z & Z OEFIREEIZI51T D AUCy-1258. 8 1 g+
h/ml O 2 fi5 TR L7z,
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6) BE~DEE (Sv k)™
7w MZ 15mg/kg KN 150mg/kg D7 L TNV A RN G- L7- & & 16mg/kg TIXE KON
BHRNT A — TR %®6nﬁwotb wmym@msw¢1mfﬁmiéW%@%nﬁ
RO Oz, FTo, 150mg/kg HARNE G L0 | Ot BAKE, REPFTREISHEM L, L
LKEET®7VﬁA)/®QMimm@MmT&D H A NI e KER FH & (300mg, 1 H 2 [A])
ERGLIZEEZDC,, (10.3pg/mL) O 205 THDZ & KOULEXIXIR HEME PRI O 2L

IR b iRinoTo,

(3) Z DD ZEIEHER

mREEOREE (v k) P
Z v b & T SR E AR K OV S8 A

FEHEIT
25 150 g/mL FEED & &

M) Z#&G LR EFIRIEICE

FIob0LBEBZ LN,

B SRIEIR OFERERIT Cu 23 9.3 g/mL LA ED & X2,
E RS OBIE C, Y 15 206 185 4 g/mL, THALE

LT BT,

TSRS . LAY DG E

EERBR DRG0 HEE L7z,

MAEFIREEDS 10 p g/nl 22 5 HETHEET L Z LRI,

Z v b TOIRHERBROIEM
BIFD Cu BRI LT, ZOF O, LN COSEBERITMEFIRED 9.3
WCHRBLT D Z WA Iz, HARNCERKEEKRHETH S 300mg (1 H 2
T2 Cop (£ 10.3pug/mL THDHZ LMD, BRHAERETOAMEE X

WA OSEENFITEOIE T, BIEB O T,
BVER & B3 D AT RAIE Coe 23 32 1 g/mL LA ED

PESIRE ISR 28R EM L FUT WAL AER K OY A SRIERR
@aﬁ%ﬁfﬁfﬁ VRIAEFIREEAS 10 p g/nL LR TRIT 26D LB bz, —FH, 3L ALEDORIEMIZ

Sy rZ2RAVEEMETIVIZBIFATLANY DOERLOEREEDE LSO

_ iy e e B R LA EP
I fig HH & .
e T v i i s B L TiE YEH B & W (L) ¢
BRI IE G E T L TOSURIER | 7y b, D 3mg/kg (MED) #19.3 p g/mlL
s 2 R Hem
FREMASERE T L CTOBIREIER S b, O 10mg/kg (MED) #1651 g/mL
A~V T A N COERIEH Ty b, RO | RIEMEESE 10mg/kg (MED) # 15 pu g/mL
FUTOWNAAER (RREBT VA So k.o | TAhA 1. 3mg/kg (EDsofif) | #9 7.9 u g/mL
MAREZIER (Vogel 27V 7 FETIA) | 5w b, 8O | REREE 10mg/kg (MED) #9915 u g/mL
PP FFH OIEE  (Beam walking %) v b, &0 | PARHREIER 10mg/kg (MED) #15 pu g/mL
SCHn S 72480 b O T RIEEE N S b, A | THRVERIEN 300mg/kg (MED) 2185 1 g/mL
= - X
BREEH O T ;%;ﬁﬂl FRRXMERIE 100mg/kg (MED) 91 1 g/mL
H
TE MR O FRIE Fy b, RO | PRPEREEM 25Tmg/kg (EDso fH) | #9185 g/mL
J v L LHEIRO BN F v b, RO | PARVERIEH 3mg/kg (MED) 9.3 u g/mL
K ERRFRERT O B0 S b, o | WEERIER 30mg/kg (MED) %932 u g/mL
B Pk A Sy b, RO | HEEEIEM 100mg/kg (MED) #4991 u g/mL

a) 7 v bEHAWEEYEIERR TR O RN D BIUREIC K

IRFOD Coax V3 ARG AR TR MERABRIC

XOARRKIZT v MEAREGRED G, ZHEE L TV 5,

D Cox ZHEE LT-. {H L. 257 2T 300mg/kg % O #5-
BiF 5 250mg/kg RO ERFD hF v axxT 4 7 AT —H &2 H\ T,
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(ZE1GH)

QMY H o FiEET v e A (in vitro) ™
38 FHD— AR FEMZL AR, BER . A AT ¥ FVITKT DHEHEY o A LT, 7
FNY 2 F 100 wmol /L IZENTH 30% % 2 2R RS ORE NIRRT, v b
MR IBWT AT RLF Y v ku h=r FARIVOFRYIAARZELSERNoT2 2
Enb, HEHEHTPRREO T LA ANY AL, —IYIZE B AVTW D EYER AL L CEEEEH
ERERWVWEDEEZ NS,

@BUFVNAMER (vv A, Fv k) ™
TUHANRY COFUTORAERZ, ~ T AKROT v NORKERBTONAETT AV EFOTRHRE L
Too AT LAY 2 30mg/kg BB O SUIFIRNEE G- Lz & & Bud O AERITE S
%K 120 7 ITHRITIe D T E DR ENTZ, EDy flITI L% 1~30mg/kg TH Y . ERIEM DA
wELFEBETH T,

OHIALER (T h, w7 R) ™71 .80 .8
TVHANY CORAREERZ, R T RBEUNESMNERT T v b AW Geller KUY
Vogel =7 U 7 Nl @R TR KR BR e OV~ 0 2 % H W T2 RIREERBR I W TR L 7=,
FLHNRY 1% 3~30mg/kg DARIZBNT, 25 0ORER THALZ/ERE2 7 LT,

OIER~DOFE (T v k) 2
HETH DTN FUORIER E LT, HIERED LN TWAEZ ENnD, T v O HESRHEIRIC
KT BB L2 A, T LAY 2 (3, 10, 30, 100mg/kg, FEAHE) I LHRMEIRERRIC
KREL A2 2 L, FFAEIREES) (/L) MIRAZBINE Y, MEICB T 5 5REES)
RN,

QEMELHOEENE (T v b, P) ®

TUHNY) ATEBELHA OGN S 555+ [GABA, A A A K, JVE I, e /A
FERQR=aF U2 FEAL R ARI RO e F=0FRD AR T o AR—F2—] L OREETEME
FRET, BRAFZEREBRICBW TR UTEY Y, SV EY — VBTV H S R
Pk L @ OER A RS R0 o2, T v FEHAWEELE RXRRIRRICBNT, LAY > (1
~100mg/kg, K F#5H) ITELERXERARNEEZ RIS RnoTe, Flo, IFY T4 L EBAHEK
R TE D XIS e T POV RRBIEREBR I W T H 7 LN T (30, 100, 180, 300mg/ kg,
Bageh) Ik niedotc, 7y MERHOWZEESTGImEHRRIC T, LAY
UIE, B REREEME AR ST, 2, Ty MIRILT, a7y 7 a2 I U O
HIRBUERRIER 2 R S e o7z, S BICH v AV EIRN E BB TIX, LAY i
e 2 ILIERIIRED e dnoT-, T v MZBITHIBIEIEMRE D, X2 ML e — L b g
LTRETH-T-,

HiEHER

(1) HEES5EEHR
(vUA, v bk, Hu)
10 K OVEIRN B 512 L 2 HalR @R e~ 7 A 7 v M RO VA2 W CER L7, B3SESE)
DIKTR~T A, Ty RO LT, 8K, FHOSUIIRIZE DI T v b RO L TR LALLM,
~UAKRODT v N TIERAEE T 5000mg/kg, #ARNE G- T 300mg/kg £ T, HATIIEOEET
2000mg/kg F TH LA KL ORFRRAME O ZALITZRD bDRd o 1=, £z, HIF L OYR B 2O
TH, BHICHE LRIV T ORGRE TLRD LT,
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(2) REBSHEHR
CEANE VO
TLHNY L ORERSHUHR (EORS)

Yy FE B 58 (mg/ke/H) MR (mg/kg/ H)
4 18 50, 100, 250, 500, 1250 50
2500, 5000
7w b |138 50, 250, 500, 1250 50
26/52 1 50, 250, 500 50mg/kg/ B 12 B\ CTikfk
BB BT
478 25. 50, 100, 500, 500 (1 H 21[=]) | 25
13 78 10, 25, 100, 500 10
YL | 65~69 1 10, 25, 100 10
250mg/kg C 13 4.,
500mg/kg C 52~56

1) Zv bERAVHR
BN K OV E 2 EENMIK TS 500mg/kg (AUCy-,, : 1280 n g+h/ml) LI EDOMHET, RO LEE
28 250mg/kg PLE (AUCy o : 802 g-h/mL LA L) TR STz, RIZ K DIGHKIREE A & T 22RE
TRO B, MED 50mg/kg LA ETIXZOSEEN EH L-, KEBININE (18%~70%) 7% 500~
5000mg/kg @D 4, 13 Je O 52 WP 5 TR Hivi=A3, 52 #H B 535R D 50 & Y 250mg/kg (5
AUC : 1210 z g+-h/mL) TIXMAREBMEIZZMITRD HivienoT-, S5, BRBR L OWERRIC
RESE U 7= R D 28 (b} OV B 22 BE T 15113 250mg/kg LA (AUCq0y @ 802 1 g-h/mL LA |) TR &
Nz, FRMERRT A—% GRiEkE, ~EZ/ober& ~~ 27U v ME) OB (6%~16%)
23 500mg/kg LA LD 4 B H TR iz, FRIMEREDLDEEN (5% ~11%) 7% 50~1250mg/kg
(AUCy 94:228 i g+h/mL LLE) @ 13, 26 F OY 52 % 5T BTz, F 7=, /Mo (14%
~36%) ». HETIL 50mg/kg VA F. HETIE 100mg/kg LA D& (AUCy., ¢ 228w g+h/mL LA E) T
R 52 MRS bz, RIMERNT A — & K O/ MER O ZAIE, 4 BRIBEG#% 0 4 BR OARSE
HRHICEE Le, 7y FTIEEHP O AR OB (18%~44%) 7 250~1250mg/kg @
Bfﬁﬁ26ﬁﬁli5&@ﬁ&5f 2D B2, 50mg/kg (AUCy .4, ¢ 228 wg-h/mL LLF) Ti&, 52
WG BT HEHEEOZE] mu@%i’bfoﬁﬁ)of_o ¥ _ERORE 408 7% 500meg/kg LA L
(AUCygq : 1690 u g+h/mL LA 1) @ 4 WG TH L, b2 HH#EGHABR TR HED
500mg/kg THRO LMoz, 7 v MOMEEMERIL, 13 BEEE 535 TlE 50mg/kg (AUC, o :
189 11 g+h/mL, WEREFAE) TH Y | 52 I FGRBR I B\ TR & TR AR Sz,
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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 —H BB 5D TIERVWD, FECHINCISIT D AUC,, DEARMEIL 1640 1 g-h/mL
Tholz, DO 4 BRH5-3ERIZI T 50mg/kg PL ETRD bi=23, BHOEMERER
TIEFBOONT, TV ITANY UEREIZEET A2 L0 TRV EEZ O, EEENEN TR
MER K OV MEFEREIZ 1E 10~500mg/kg @ 69 H] £ TOEGEIZB W THEIA LN -T2, &
DEREREN 25mg/kg LA ETERO iz, F18, fFEE ML O RE~D 2T 500mg/kg D 69
G CbA LN oT-, BOKEELZRE, BEFNICEROH 520X 500mg/kg @ 69
MG THERD LR -o 7o, MEEPEEIL, 4 BB 5505k CTlX 25mg/kg (AUCy 5 : 225 2 g+h/mL ;
Coae © 34. 3 u g/mL, MEMEHME) | 13 B GRBRTIT 10mg/kg (5% 2 RO MmAEHEE
9.67ug/mL, MERETHMM) | KH (65 HE) H5RBRTIT 10mg/kg (54 2 B O PR EE
14.0 u g/mL, MEMEFERIE) ThH o7z,

(3) BinHEMHAR

ﬁ,{i%,tﬁ (9 % ]\\ ,\7]7%) (1'17 VZQLLJ”O\ ZQH VJ'VO) 86) . 87) . 88) ., 89) . 90) . 91) . 92)

M (S typhimurium X ON E. coll) % MDA IRZEARZS B BR Tl i RO RENEMAL DA HiZ
B 59 5000ug/plate £ TEMETH -7, IFFIEMIEZ W invitrodBRClIX, REHEHELOH
2R 59 1600pg/mL F CHEAS 72298 B OS8R JL 3 O R AR EEHEINIEER D b 7e o
770 BB6C3F1, CD-1 ¥ A KX Wistar T v MZ 2000mg/kg F THLERR 0 #5- L 7= PRI E ) DNA &
R BR D5 BT 2 T o 72, B6C3FL KN CD-1 = 7 AW ONT Wistar 7 v M 2000mg/kg % Hi
[Al#% 045 U=/ IMERBR TlE, B Hih o/MEHBUEEE OHINIRD -T2,

(4) BARMEEHER
BAENE (7Y b wTR) &
7 v MZBWT, RARBKARIZET e MREEREO 25 fif £ THGHEASE OBINTEED 5
Rpole, ¥ UATO 2EMKBE T, BREARHEICE T 2 e MRERO 6 5L LTl AR
DIEESEDEI U7, & AR Z L C 2 IR ARHRE IS DWW TREMIT IR L 7=,

YU RZBWT, ERAMEKOIEIEN AN E T/ MOEMA, B8k OO ERZERE L, 1 &
ONHHA T O BRI - (£ 240 PDGF, VEGF) 3 ONZ PN BGHIAEE AR o> KN/ TCHE & 178 PR e 58 AR A4
FEDHM & OBIEMERA B & 7r o, T D4k & PBGIRAIETE O TTHE L o> i A g3
REBELTHY LD, Ty b $AKRTE MIBTHRBRORRNS, v 2 TRD LI EEE
ORISR R D TH L Z LN E o T,
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(5) HEEFKESFMERER 2
1) ZIERVEREFTCOMNERREKLEICEAT SRR (TV )
HWistar 7 v MZT L AR v % 250~2500mg/kg 0> F B CHEALEME & O ASELRT 77 H 26 A8 HCHA
fHc bz 0 5 Uz, BT oOEBMAR T 2S 250mg/kg LA T, WH AN O FE OB . BT
DFERERLH M OAZELATE B DN AY 1250mg/kg LA E TR BTz, FERAN O i34
(I 2 BT FEELICHARF RO LITR8 O B 7Ry o 12, 2500mg/kg TIXEEIRFIAN 72 < | 1250mg/kg
TIAEFRIRE O B OFE RIS IROE NN BT, F Bk OVAETERE DAL T i af
WD ELTH o7,

M Wistar 7 v NI L AT/NY % 500~2500mg/kg D H & CHEALELE & DASEL 15 B2 HAER 7 H
FTHE LIz, RICEDENKECEREBNMIME DB NTHLOHETH A LU, FIEHOMEE R
1250mg/kg LA BT, BINEE K OGS R I HR S SR O HINAY 2500mg/ kg TR HALTZMS, SZHRRE~
DRI A LT,

2) IE - BRIRFEICEAT HHER (ROX. Sy b, 9HYF)
CD-1 = AT L AR % 500~2500mg/kg DB THIR 6 A~15 AICHELI-E Z A, RE)
By R OB A AT A LT BAE~OEE R OB 512 L 5 OB EITRD Lo T,

Wistar 7 v MIF LAY % 500~2500mg/kg DFAETHIE 6 A~17 I ELI-ZL 2 A, 7
B ~DEENNTHOAETHLA LN, RIREEDBD 2 2500mg/kg TREO LIz,

NZW 797 L AR % 250~1250mg/kg D ETIHHR 6 H~20 HIZRG L& 2 A, BEY
SNOEENNTHOHAETHLALIL, £, WE. IBIEE R OBREEE ORI NS B L]
2% 1250mg/kg TRED H L, BWE~ORENRE I NI, HEIZEE LG ORAEITRD b
Mol

3) HARMRUHERDREELVICBEMOMEEIZET IR, (S M)

Fw MZT VU HNRY & 50~2500mg/kg DAETHIE6 B OIHHE 20 HETHRELZEZ A E
B, HRSERVK R OROEFIE & O TRl S vz —RIER2Y 50mg/kg TBIZ XN/ Z &»
5. ZOHEITE/NEONEWEFEEN R T L2HETH D Z LRSI, 250mg/kg LA ETids
WRROBAROEFERIZMET L, 2500mg/kg TIEHAER 3 BLUBROAEFERIIA LN -7, H
AR OIRTERD TR T 5 AL D5 AEFEMEIE 100mg/kg LA TR Ll SREEKAREICHIT 5
e REREOR 2 [5OSR R A R 50mg/kg (2B TIEL IR o 7-,
F 72, 1250mg/kg TIEZMRBEDAR N L ONEME ORI ONT F, WIZH 1T 5 B RATIRE LR DO
INNFED HIVTEA, Fy W ClIsimi 51 BE LA RS RITBR SN o T,

(6) BRTRIEM R
JRFTRREE (%)
YT, 0.9%NaCl ZIREEE L= LAY 8K (20mg/mL) 1ol 22 H O BAEIRMNIZ 5 H
R HA 5 L7 (0. 6mL/4y OYEATREIZ LV 12ng/4y O 5ME TR ) . BamABlEL, #Y5
5 HOFG 4 Bp#4 10 HSFCALE L FA 45 55007 % SR 3% O B2 RO M AT Lo i L 72,

TGN OZEEARKOEREA 371X, MEREE 7L AN CEEGEHETHETHY , LAY G
B3 2 PR AT S K% OYR B AR 2RO RLITER O D iv7edr o 7z, LEDRGAE L Y . L) BN
U YRRV TR R SRR 2R S b D LB BT,

SALP R
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() ZothotFkstt

1) ESMERNEEERR (Sy ) @
FVUHNRY L O/NRIEINC T DR O RREMZ BB L 3T v M E AW R & 5 L7,
TRO21 BEED T v NZ 2500mg/kg LA FOM &2 HERO£LL LT, SEE KO AER 38122
ENRD o, REHEMEORD NRBD b, 7 BEOSNHEET » M 7 BEKERO&KES L
7oilBRClX, 50mg/kg L ETH XLV, BIEB) O TLE K QR E NG N BlEL i,
AHET » SO, ZRITE., ZIRERIC T L IANY U EEDOEEITRD LIl o T,
500mg/kg IZHB\WNT, MR EIAEE, B ERRELOCERFER FOESITEbRA LI, 2D
Dt & ASHE S A 72 M TIRE R ATR ISR OB BIE STz, MEo 250 KT 500me/kg TIEFEFHIA
IEMIDNER U, ZHERMET L7z, 50mg/kg TIFZBRIZEITA LN oT,
PRFERE, TR, RBHIE - BRI i A b7,
T HEONA T > MTT LAY 50~500mg/kg Z 7 MG R N #¢5- L7 OB CTix, B
250mg/kg LA B CHER S SOG DIR T A BT,
Morris ZKKEEFERIZ & 2 FEEE R OFEIBRE D MAIZ IV T, 500mg/ke I CIXFEENFED HALTZ03,
TR OREIIZRO o7,
EIRE LT, $h#T v MIRT D —EEFH2ER IR AEY & FfRE Ch -7z,

2) RiEM/ REEE (S b, HL) @
TUHNY L OGEREOF I, KERGEMERBRO N A 42 A CPMP/SWP/1042/99 (ZHEHL L |
F v b ROV AW T AEH G MERBRIC I ) D EEUER A sy T AT I B (M A RS i
VY gREEE, VoMM A, B OMITEEE R ) FHWTHIE L,
RIS T A —FITRT BT VHAY C OFBIE, RS HIUTHIEERHIOHTH B
TAERE L HCERBERE T CEE LTERBR TR NI &b, LR TRk
EHEMEEZFER LWL LEEZ BT,

3) KEMES
FUHNY AT, AT EEEEEZETICC W, [IX-1. (3) ZOMOIEIRRER | S0
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X. EENERICHTSHRE

1. REXH
Kl VU BT 'L 26mg, [FIA TR Thmg, [RAJ 7 /L 150mg KON U 77 OD $E 25mg, [F] OD
#E 75mg, [A] OD £E 150mg
Ve ACE ST
H) EE-EMEOLFZEICEIVERATL L
BNy« TV H AR

2. BRHAME
AN« 3 4F

3. BERETOITE
FERPRAF

4. BFEWLEDEE
L7

5. BERITEM
BEMERLTA R AD
<FvolLky : Y
ZOMOBEETEM - BEAIEEE [V U D% RAT 5 & 20 ZFK K~
( [XM-2. ZOfOB#EER) ZH)

6. R—RK% - E%hE
Wl —RR 4y % L2
[l %) 3. I hHARNY RO, =NV LA E y b AF T LT U
T =T A ) ABREFE RRIE L E IR G A RA], 7 2 v Xt F U HERRE

1. EFEEEAR
20044E7 A 6 H (BRINES)
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8. WERFTADFABRVARES.

EEERKEFABR. RETHFBEAR

T 1 I 2 R 2% e 5 .
B @iiﬂfﬁ R %@Eﬁ?@i B A

VU 7177/ 25mg 22200AMX00297

VU J 77k Tomg 201044 A 16 H | 22200AMX00298 | 201046 H 11 H | 20104-6 H 22 H

VU J 717 &/L 150mg 22200AMX00299

U U 71 0D &E 25mg 22900AMX00502

U U 71 0D $E 75mg 2017T4-2 A 17 B | 22900AMX00503 | 20174-5 H31 H | 201746 H 8 H

U U 71 0D $E 150mg 22900AMX00504

U U hh 7' 26mg, [[H 7 EV Tong, [FH 7 &/ 150mg

BUEARGE AT AAGRAEA B : 2010 4F 10 A 27 H
2012426 A 22 A (hke
20134E2 A 28 H (zhie

(%hHE

9. EEXIEIMEEM. AERVHELEFENMENDERHERVZTORNE
U Y BH eIV 25mg, [EH 7 IV 75mg, [ 7 /L 150mg
2010 =10 H 27 H KRR MEm R R E ML

20124 6 H22H

TRAE A IRAE (1F D 95T

2013 4F 2 H 28 H MR EEEMIEN

10. BEEHFER. BIMOHEEAREABRUVZDOAE
HRARSEBmAA 201946 A 20 A

BEAME A7 TV —1 (B3R, ERE

oo AA

D E

UWEELHEIBADOAETONTIUCHEEY LAV |

1. BEZTHM

84 : 2010 4- 4 H 16 H~20184-4 H 15 H

12. RELHFEHRICEY 51FHR

(#T)

ITRETIZ L D)
I FLEIZ X %)
(EeL SEY P2y

AN K OV PO MERTF B4 2 15

AL, PRI R R OSBRI ONS PRI Z S5 S SR AT B R L 8 B % forn SR (K 18 4F

JEA G BYE & RE 107 5) O—H A BUE L72 Rk 20 AT BE S RE 97 5

1) @ THRIEIC ERART DN TWAESEKS ] 1IN L,

(P 2043 A 19 H

X, FHHFHICET SHA
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13. &Ea2—F

— B T e I .
e EERRT—F | (] 2—F) YAT AR
71 )
Y )73257;;‘12/ 1190017M1028 1190017M1028 119837903 621983701
11 L
Y )jiffngj)z/ 1190017M2024 1190017M2024 119838603 621983801
o L
Y )735731; / 1190017M3020 1190017M3020 119839303 621983901
11 £
J JZjBJmZDﬁ 1190017F1029 1190017F1029 125382502 622538201
1 B
J J;;m(g)D% 1190017F2025 1190017F2025 125383202 622538301
DR e
Y )15)11?; 5 1190017F3021 1190017F3021 125384902 622538401
14, RIFGHLEDIEE
ML
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XI. 3Tk

1.

51 RACHR

1) PR EHED  BEA - 0 e AAIOIRIRAE COZEMEH  SGT 6 il 2009 @ 441

2) Wolfe, F. et al.: Arthritis Rheum. 1990 : 33 (2) :160-172 (PMID : 2306288)

3)  HARKRHERREAE = FRHERRAERZIR A K74 2011, 2011 : 23

4) FENE R BHEEREEEE KOS BT ICB T 2 WERE (2010 4 4 A 16 HIKGE,
CTD2.7.2.2.2.2.2)

5) fENER : fEREERAIC I T B EEhiE (HElkeE) (2010 424 A 16 H7KGR, CTD2.7.2.2.2.1.1)
6) EINEEL : R AT DY EhRE (MEHRE) (201044 A 16 H/AAGR, CTD2.7.2.2.2.1.1)

) NI HRRIED : BARSRA 7 Y = Z g 2010 117 (2)  : 141-162
8) &Rl : EWNEIAHHERSHER (FREB%e#dE) (2010 4 4 H 16 HZ&RE, CTD2. 7. 3. 3)
9) FEPNEEF : ENEMABRGERER (BRI AR MRS IS 2 &%) (2010 42 10 A 27 HA&GE,
CTD2.7.3.3)
10) FENEEF - SMESE MK OSEIE 7 B ARG (FIREZ % mRE) (2010 /£ 4 H 16 HK
ZW. CTD2.7.3.3)
11) van Seventer, R. et al. : Curr Med Res Opin. 2006 : 22 (2) :375-384 (PMID : 16466610)
12) #HNEE} : ENSIHAEGESR BHETRE) (2012426 H 22 HZ&GE. CID2.7.3.3)
13) &k} : ERSLREEIEASR (FREEGm) Q013452 H 28 HAGE. CID2.7.3.3)
14) FHNER} : SMEZSDb PSR GRBEHRE%&R) (201342 A 28 H7KGE, CTD2.7.3.3)
15) R . ENEER R (RRESHMR)  Q0104F4 H 16 HA4GE CID2.7.3.5.1)
16) /NI HERIED> « FREE. 2010 0 59 (8) : 961-970
17) fENEEL : ENEBEG R BERPIEARM RS O &0%) (2010 42 10 A 27 H7KGE.
CTD2.7.3.5.2)
18) AR . ENEEIB SR BRETIRE) (2012426 A 22 AR, CTD2.7.3.5.1)
19) #ENEEL  ENEIIBRGRER FHREERERE., MNP %Em ., Z2RMmEICE > % m) (2013
2 A 28 H7kGE, CTD2.7.3.5.1)
20) HNER : SNERIRGAAER (s EeiRdm) 010454 H 16 HAGE. CID2.7.3.5.2)
21) Rl SNERWI GRS EHERE %M Q013422 A 28 H7GE. CID2.7.3.5.2)
22) BFE  —81E)> : Prog Med. 2018 : 38 (8) :883-896
23) B —£1ED)> : Prog Med. 2018 : 38 (9) :1009-1018
24) Satoh J, et al. : Diabet Med. 2011 :28 (1) :109-116 (PMID : 21166852)
25) Kavoussi R. : Fur Neuropsychopharmacol. 2006 : 16 Suppl.2) :128-133 (®MID : 16765030)
6) Dooley DJ, et al. : Synapse. 2002 : 45 (3) :171-190 (PMID : 12112396)
7) Bauer CS, et al. :J Neurosci. 2009 :29 (13) : 4076-4088 (PMID : 19339603)
8) Tanabe M, et al. : J Neurosci Res. 2008 : 86 (15) : 3258-3264 (PMID : 18655202)
)
)
)

DD DD D DD
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1) Maneuf YP, et al. : Pain 2001 :93 (2) :191-196 (PMID : 11427331)

32) #ENEEL: [PH] & 7 2 ARRmER L SR A EH (2010 454 A 16 HIKFE, CTD2. 6. 2. 2)

33) NG : BT AL A P OIS b =8 BT T RO D 1ER (2010 4= 4 A 16
H7&Z%. CTD2.6.2.2)

34) Field MJ, et al. : Pain 1999 : 83 (2) :303-311 (PMID : 10534603)

35) Field MJ, et al. : Pain 1999 : 80 (1-2) :391-398 (PMID : 10204753)
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39) AENE R BEEAR L~ T A MBI A8#EmIEM GERHEIRE D) (2010 45 4 A 16 H KGR,
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43)
44)
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46)
47)
48)
49)
50)
51)

CTD2.6.2.2)

Field MJ, et al. :J Pharmacol Exp Ther. 1997 : 282 (3) :1242-1246 (PMID : 9316831)

FENERE . 7 A& 2 P KON NMDA #3898 IR ME 7 W IC 31T 24EH (2010 4F 4 A 16 H7&FE.
CTD2. 6. 2. 2)

FENERE - AW R SRR

HNEE : AFEOZE (201044 H 16 H/KZE, CTD2.7.1.2.2)

FHNERL : AT L OFYFHALER (2010 424 H 16 HAGR, CTD2.7.2.2.2.3.5)

HNEEL - FROBREEER & O EA/ER (201044 H 16 H&GE, CTD2.7.2.2.2.3.6)

HWNERL: BT8RN EOFYFHEMER (2010454 A 16 HA&GE, CTD2.7.2.2.2.4. 1)

FNEEL . A RO AELER (20104F4 A 16 HAGE, CTD2.7.2.2.2.4.2)

HWNEEL : =% ) —L &L OV (2010454 H 16 &GS, CTD2.7.2.2.2.4.3)

Brodie MJ, et al. : Epilepsia 2005 :46 (9) :1407-1413 (PMID : 16146435)

FENEEE © & B cytochrome P450 (Zxt3 2 BAE/EM (2010 45 4 A 16 HAGE. CTD2.7.2.2.1.3)
FENERE - BRI BORIEES R ARR B BERTER MR I 0 R e T A B
T ONBRHERR TR E BB 2B 1) D RHEM SR ENRE (2010 4F 10 27 HZKFR CTD2. 7.2.3.5. 1, 2012 4F 6
H 22 AZ&FRCID2.7.2.3.1, 2.7.2.3.4)
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5.%179 (3&‘1?‘3%1) 0

CLer (ml/4y) =

X1 2EEE 162



1 BEEICES ST LAY U ERE

SRR ETE——
’ VT(?L;)/ éﬁg\? - TVAsD vl RRET RS EK
#EHE (ng/H) AR (ng/H)

>60 150 600 BID 3JZ TID
>30 - <60 75 300 BID 3J% TID
>15 - <30 25-50 150 QD X|% BID
<15 25 75 )
MRENTZOMFEHEE (ng)

[ 25 [ 100 | H[E% 5+
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H i RN
P NEE[RY N O Pregnancy
(20234:12H) Risk Summary

Observational studies on the use of Lyrica during pregnancy suggest a possible small increase in the rate
of overall major birth defects, but there was no consistent or specific pattern of major birth defects
identified (see Data). Available postmarketing data on miscarriage and other maternal, fetal, and long
term developmental adverse effects were insufficient to identify risk associated with pregabalin.

In animal reproduction studies, increased incidences of fetal structural abnormalities and other
manifestations of developmental toxicity, including skeletal malformations, retarded ossification, and
decreased fetal body weight were observed in the offspring of rats and rabbits given pregabalin orally
during organogenesis, at doses that produced plasma pregabalin exposures (AUC) greater than or equal to
16 times human exposure at the maximum recommended dose (MRD) of 600 mg/day [see Data/. In an animal
development study, lethality, growth retardation, and nervous and reproductive system functional impairment
were observed in the offspring of rats given pregabalin during gestation and lactation. The no—effect dose
for developmental toxicity was approximately twice the human exposure at MRD. The background risk of major
birth defects and miscarriage for the indicated populations are unknown. However, the background risk in
the U.S. general population of major birth defects is 2-4% and of miscarriage is 15-20% of clinically

recognized pregnancies.

Data

Animal Data

When pregnant rats were given pregabalin (500, 1250, or 2500 mg/kg) orally throughout the period of
organogenesis, incidences of specific skull alterations attributed to abnormally advanced ossification
(premature fusion of the jugal and nasal sutures) were increased at greater than or equal to 1250 mg/kg,
and incidences of skeletal variations and retarded ossification were increased at all doses. Fetal body
weights were decreased at the highest dose. The low dose in this study was associated with a plasma exposure
(AUC) approximately 17 times human exposure at the MRD of 600 mg/day. A no—effect dose for rat embryo—fetal
developmental toxicity was not established.

When pregnant rabbits were given LYRICA (250, 500, or 1250 mg/kg) orally throughout the period of
organogenesis, decreased fetal body weight and increased incidences of skeletal malformations, visceral
variations, and retarded ossification were observed at the highest dose. The no—effect dose for
developmental toxicity in rabbits (500 mg/kg) was associated with a plasma exposure approximately 16 times
human exposure at the MRD.

Ina 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 (29 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—=A T U T DY
(Australian
categorisation system
for prescribing
medicines in

pregnancy)

5748 D (202443 H)

<B%E : PEHOME>

D : Drugs which have caused, are suspected to have caused or may be expected to cause, an increased incidence
of human fetal malformations or irreversible damage. These drugs may also have adverse pharmacological

effects. Accompanying texts should be consulted for further details.
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Neuropathic Pain Associated with Spinal Cord Injury

Safety and effectiveness in pediatric patients have not been established.

Fibromyalgia

Safety and effectiveness in pediatric patients have not been established.

A 15-week, placebo—controlled trial was conducted with 107 pediatric patients with fibromyalgia, ages
12 through 17 years, at LYRICA total daily doses of 75-450 mg per day. The primary efficacy endpoint
of change from baseline to Week 15 in mean pain intensity (derived from an 11-point numeric rating
scale) showed numerically greater improvement for the pregabalin—treated patients compared to
placebo-treated patients, but did not reach statistical significance. The most frequently observed
adverse reactions in the clinical trial included dizziness, nausea, headache, weight increased, and
fatigue. The overall safety profile in adolescents was similar to that observed in adults with

fibromyalgia.

Adjunctive Therapy for Partial-Onset Seizures

Safety and effectiveness in pediatric patients below the age of 1 month have not been established.

4 to Less Than 17 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
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treated with LYRICA 14 mg/kg/day had, on average, 43.9% greater reduction in partial-onset seizures
than patients treated with placebo (p=0.0223). In addition, pediatric patients treated with LYRICA
14 mg/kg/day showed numerical improvement in responder rates (>50% reduction in partial-onset seizure
frequency) compared with placebo (53.6% versus 41.5%). Patients treated with LYRICA 7 mg/kg/day did
not show improvement relative to placebo for either endpoint.

The most common dose-related adverse reactions (>5%) with LYRICA in this study were somnolence,

pneumonia, and viral infection.

Juvenile Animal Data

In studies in which pregabalin (50 to 500 mg/kg) was orally administered to young rats from early
in the postnatal period (Postnatal Day 7) through sexual maturity, neurobehavioral abnormalities
(deficits in learning and memory, altered locomotor activity, decreased auditory startle responding
and habituation) and reproductive impairment (delayed sexual maturation and decreased fertility in
males and females) were observed at doses greater than or equal to 50 mg/kg. The neurobehavioral changes
of acoustic startle persisted at greater than or equal to 250 mg/kg and locomotor activity and water
maze performance at greater than or equal to 500 mg/kg in animals tested after cessation of dosing
and, thus, were considered to represent long—term effects. The low effect dose for developmental
neurotoxicity and reproductive impairment in juvenile rats (50 mg/kg) was associated with a plasma
pregabalin exposure (AUC) approximately equal to human exposure at the maximum recommended dose of
600 mg/day. A no-effect dose was not established.

He[E D SPC
(2024 4F2 A)

Paediatric population
The safety and efficacy of Lyrica in children below the age of 12 years and in adolescents (12-17
years of age) have not been established. Currently available data are described in sections 4.8, 5.1

and 5.2 but no recommendation on a posology can be made.
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