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VU Hh 7R/ 26mg 1 HTRAHF FLHRY 25 00mg
VUG HhTE/N Tbmg  : 1hHTR/AHF FLHRY 75 00mg
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IF LH&5T) 3FEA L7,
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Vg, TV VUK EORFEBIENET X B AR ONCENARGE VT AT v Kb, R
VOLAFxy RN, 70T RFr N, BV LAF X XVHERT 201 (TAAXUF o3RS ©
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@ S 20 R
P9 Ko ONE| BB [R] R RRABR (T d W T R ISR 3 2 B 2 R 4 L7,
RPN AR . BEPRISVEARFH AR A O PR, BRI RIm . RERRAEICE © M
(V5. BRRRGRE) OS]

@ YEET 0 7 7 AL
FHEGREI FIRE/ M ENREZ A L T 5,
- BUEOEYENRE A R L, IR EIIHEICHA L CTENT S (%58 0 50~300mg HEHET )
CNRNAFTRATEVT £1383.9~97. 7% Th 5,
VI-1. (2) 1) H[E#EG ) KO [VI-4. W) OISR

SERE FOME/ERAZ K Z LIS WEAITH D,
FEAEREEZITT, BLER S,
- PR ICEIIEE T N 7 1 A P450 D441, CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6.
CYP2E1 J¢ OF CYP3A4 DFHENEMIZZRD vy (Immol/L, invitro) . £7-. CYP1A2 } N CYP3A4
OFEBFE LB O BNV (3~300umol/L, in vitro) .
b MIUEEAICIEE A LS LA (0. 1~20p g/mL. in vitro) .
VI-1. (4) 2) OFfAEoE2) | IVI-5. (6) MAEEARAGR] KO IVI-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 2025/6/23 =
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,
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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%) IZRD BTz, ERBIEMIL, ZEMED F U 393 i (23.4%) | AR 267 1 (15.9%)
N OVEIE 179 5] (10.7%) Todo7-, KREEE TOMEDHER)

YRR M RA R B (2 S &R - ENESIFE —ESHRERRR. ENESRSREBRICBE T, B
EA (BRRMRAMEE 2 5Te) X, 302 BIH 199 #i (65.9%) IZF8 biviz, E72EIWER L, B
A (24.5%) | FEhED E V68 ] (22.5%) M ONEME 52 ] (17.2%) Tho7o, EKFEKRFET
DA DER)

HHIBERER. MEDTRERRUSHEMEILEICESER  THEGRERBE 2% L LZE
B[] 275 TIUFE — 5 A P ek M O R S 2 70 . AR PRl . 38 MR LIE L1 2 ¥ 2 %t
G b LIEENESRGHRERIC T, BIER (BRRBRAM RS 45 Te) 1%, 215 9 165 61 (76. 7%)
WZFRO bivTe, FEREIERIZ, BIIR 87 5] (40.5%) | TFEMED F W 43 5] (20. 0%) K OVHIE 40 4
(18.6%) TH-ole, CKBRFE TOREDLER)

SRR - ENEIE _E e, ENEMRGRRICBO T, BWER (ARMRAEME
Zade) 1. 356 it 295 il (82.9%) RO BN, FARBWEMIZ. IR 141 1 (39.6%) . %
FED F V98 B (27.5%) K OMAEHIIN 56 1] (15.7%) Thol-, KiBEFE COREDOER)

ERARWERE LT, HFEV, FHIR, EikiEdk, OARE, JiAkE, SEmamE, Bre, nE®
JE, ARIMBE, FEMEME, ay s, 7T 7 0 7% 00— KERBEIVEMREE (Stevens—Johnson JiE
BERE) . ZIRLEE, BUERFR. FFHREREENRE SN TN D,

MVI-8. RIEH) DESH

3. WS OBAIFIR
B L

24

4. BEGRAICEL TAMTI RNERHHE

W E B @M, REHHEE T 1 T 1 5%
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BMD Y 27 F/METEE & L TER SN TV L EH
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1I. A%ICET 5EE

1. BR5T4

(1) 04
U Y hA7 /L 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 : AUESF (Music) J . [Lyrical : BUERI7ZR) ZHkET 5,

2. —h4&

(1) #%& (@wRX)
ZVIiNY o (JAN)

(2) #% (%%
Pregabalin (JAN)
pregabalin (INN)

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

3. BEXXIIRMER
NH,

CHy {

‘ CO,H
H.C

1. M3 5HE 5



4 HFRARUSFE
532 1 Gl N0,
5y f-% 1 159. 23

T
%
5. bZH& (fidiE) XIFAE

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

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

1. M3 5HE 6



1. BRI HHEA

1. HEEZHMNHE

(1) 54 - K
HEBEOMARTH S,

(2) "R
HKITRREITFICLS K, A% )= XiFZ J—)1 (99.5)

3) BB
25 CCTHIRMEZ 7R S 7200,

4) s (R | s, SES
MG R L

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

(6) HEIREL
4.57X107% (1-A4 727 &% ) —)V/4EM@EiK. pHT. 4)

(1) Z0MOELREE
pH : 6.42 K&K (1—50)
PEREYERE [l 3 0 +11.0° KR (1—100)

2. BYRSDEBELETIZEITAREMR
TLANYVOREN

WZERITFIZ < W,

A RAFSRME RAFIEHE TRAT ] (RS
F WA 25°C/60%RH B LA 36 4 A
ot . o (ZH)
KOPREE 120 )7 1x-hr ¥
T P R Xk /)77 v — LBEK SSTEEAN R = L —
258W- hr/m?

AETE - I GMBD | EEWE. K. &

i
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3. AR DHERARE, EEE
file B aliRiL
TRANRUL A7 b VRIE 1

TERE
Wik o<~ 757 44—
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IV. 8|9 5I8E

1. Fiftz
(1) FRZDRA

U U hh TRV 2mg, I T5mg, B 7 &IV 1650mg : BH 7 & ILFH|
U U 77 0D BE 25mg. OD &E 75mg. OD &E 150mg : 324E (O ENAREESE)

(2) HEIDNEKR IR

fRFE4 S (mm) Wplla— K RN HE
: A
UK ( Pficer ’ﬁ")@ 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 «— 143—> s _r%4 e 138mg
7omg 4ETEH T
VA ( Pfiror | PN : 6.4 pox c T B
. v 7
H 7 v <+——18.0—p 150 e 261mg
100me 25 TN
A% (mm)
fRFE4 Wl — K RN HE
5 L T {31 " -
U U 0D I I — VTLY =)
6.0 6.0 1330 80
25mg LY —i2 25 #=gE e
U U oD gE VT 1 — VTLY SRE)
8.3 83 C—]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) #A—F
Mv-1.

4) HE|IOHE
UV AaA 7L

NEMITAEDHR

U Y7 0D
H SR i

(5) Tt
AR L

2. HEIDHEM

(1) A CEMMS) OEERVFHMHE

(2) BAI DR L OVER ] DOTES 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)
FUHEKRFY, hoEway | BEKFIY, buEwa Y | IR, FUERa 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 77 0D $E 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

ANF n—A, D-~vr=h—Jb, JBARE RS AEXTABT NIV~ 2T L, W
v AT NV T AKFY, A7 Ta—RA FE, TNVBATT IV NI T A

(2) BEREFORE
A% LR

() BE
L7

3. RTBBADHERRUEBE

BRI

1v. WAL 5IHE

10




4. i
RZ L7220

5. IBAT DAREMED H 5 H Y
FEWE PD 0144550 (R fK) K URPD 0147804 232 IB AT A AIREM D & 5,

6. HADERBEBHTICHETLIREM

JYUhATEIL

(1) YYyAhATEI 25mg, 75mg BV 150mg DEBEHETIZEITHAREMN
DY ADTEILDREEHR RESGERVRIEIER)

OB PRATSA: DI R PRAF I i
RHI PR 25°C/60%RH 36 » A
PTP /ﬂ% b)
TR ER 40°C/75%RH 6 »H T
. . KaMEBE 120 5 1x-hr KOV
o A ¢ H (g AT e Y . e 5 N
A= a) R - N . 2 -
Wgﬂﬂiﬁgﬁ ﬁ%ﬂ"ﬁé%? ?/70 /‘)V ]/Eﬁjj& Muﬁ/ \gt)jé%vﬁf}jz/l/ﬂ?

WEEE MR OMD) | BEgwE., Bk, 55
a) WEERERIZ DUV TIL 26mg, Thmg XN 150mg 7 7L & BT 1 vy M EHAWTER L,
b) RUEAE= LT 4 VL/ T

(2) YYhH T 150mg DEQEKEDREM

1) 40+2°C, HEERER BT 7 A, Bie) (RE)
ARERTE H BH 4G IRE 1 %A 34 H 6 1 H
S8l SRR T o i b7 L A7 L A L
48 (%) 100. 0 98. 7 98.9 99. 2
Ta — EAv7p L A7z L A7z L
2) 25+2°C, 75E5%RH, LR BT 7 Ak, Bte) (R
HREATE H BH A IR 17 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
R HITE — Ak L b L B L
3) BRI T T BRE (20001x/hr) | KR GEAY 7 AR, %) Of)
ABRIE B B AR EE 20 73 1x-hr 40 757 1x-hr 60 77 1x-hr
AN H O 7 v b7 L b7z L b7 L
&8 (%) 100. 0 99. 3 100. 0 99.9
TR HIPE — b7 L b7z L b7 L
V. ®ANZRE 25 E 11




1) 1) 5 0D &
(1)

1J1) 5 0D £ 25mg, OD %€ 75mg K Uf OD £ 150mg DR BEHETICHE TS REM

)5 0D FEDREMRER REFHRVAEER)

Bk PRAFSA BT RE PRAFHAM AER
. . PTP+7 /L 2
F IR AR 30°C/75%RH B — ) 36 » H
PTP+7 /L 3
I:o 7 — L% b) 6 7‘\7 ﬂ
IR ER 40°C/75%RH JRFEAN
TITATF T
N . FAMEEE 120 5 1x-hr LA B RO
ML =
g | LEEEITRO e | i o
TR 200W+ hr/m® |-

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)

B, TAI=T LA

(2) )7 0D %2 25mg DEBER VT IV EO—BEFRAHROREM
1) RO LENE

TEEERERIZ DV TIE 25mg, 75mg K& T8 150mg0D $E & $1245 1 7 v M &2 AW THEM LT,
RV = - R =U T 7 4V A/T IV
25mg KON 75mg0D $E D 4 Fhi L 7=,

D40°C., EHRREM BT 2, B) (BE)
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 (k) 3.2 3.6 3.3 3.3
ARLENE ke 27 L Bl L 27e L
©@25°C, 75%RH, HENBAKOR (#Bta 7 A, BAfe) (R
AERTEH B 4 IRf 1»A 2 % H 3 A 6 % H
PR H D3R EE 27a L 2re L 27z L iz L
g (%) 0 1 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) ZedH v (BEN)
b) ZfbdH v (Bt
I - AR AL TE

 REEEZSAL 30% LA b, fEFE 2. Okg EHLL BV -
 WHEEZSAL 30% L1 b RS 2. Okg EEATE V- 1P

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

V. RANZBIS HIHA
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@30 75 1x+hr. 60 J5 1x-hr N 120 75 1x-hr. > v — LRk (522 v—1) (5f)

HERIE H BRAGHE 30 7 1x+hr 60 5 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
BRI (kef) 3.8 3.0 2.9 2.8
FREEME SNy | 2Are L 2h7a L

2) T v u—adERRET% 0L EMN
25°C. T5%RH, PTP a%E (Vi)

PRERTEH BR A IRE 1% A 2 % H 3»H 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 LD - W
T ARRHMAYEL,  (FR) AAYREERAIRI S IC XD BRI~ T,

(3) Y17 0D §E 7omg DEBERVTILI EO—BEFAMHEROREM
1) HEGHRIEOLENE
D40°C, #OLKEIR (Bt 7 A, Eie)  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, 75%RH, BOLBAKOR (BET T A, Bk GRE)

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) ZbdHv (BN : BEZE( 30%LL B, B 2. Okg LV - W
I ARRHMIAAAEL, () BAYREEEAIRT IS X DB HICHE~ T,

®30 5 1x-hr, 60 5 lx-hr FTN120 5 1x-hr, ¥ — LBk (52 v—1L) ()

AERIE H EEpiR 30 75 1x-hr 60 77 1x-hr 120 77 1x+hr

PR H D EE A7z 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

PR (kef) 5.3 4.4 4.0 3.9
RREEIE SRy Bz L | A Y|

V. BRI HIHA 13



2) T vn—alERRER DL E M

25°C., 75%€RH,

PTP a1%E (Y i)

AERTEH BRI IRf 15 A 2 % A 3 H 6 H
PER EREXRES 7 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
PR (kef) 5.3 {5. 1 4.7 4.3 4.0
ARYEM: ey 2h7a L 2re L VX REQ 27e L
(4) 1)1 0D 5 150mg DEAERUT LI EO—QERHEORE.
D) SE@YRIED % ENE
D40°C, HEHREBR BT A, Bi)  (LE)
AERTEH BH A IRE 1% A 25 H 37 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, T5%RH, EEBRAOR (B h o A, Bite)  (BJE)
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 @
M (kef) 7.8 GRKM) GRKMN) GRFEMN) RKEP)
3.6 3.5 3.2 3.5
RALEM: ke X (R el L b7z L A7z L
a) Z{bdH 0 GHMWN)  EZE 30%0L . f#EE 2. 0kg FLL LV - P
o ARRHmERER,  (fh) AARBLEAETSIC K 2B RIS T2,
@30 J5 1x+hr, 60 7 1x-hr 28120 5 1x+hr, ¥ — LBk (72> ¥—1) OF)
AERIE H B A6 30 77 1x-hr 60 /7 1x-hr 120 73 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
BREE (kef) 78 16. 8 {6. 0 {5. 7
AR Ny Bl L Bre L b7 L
2) TV v r—al LR ETE O R ENE
25°C. T5%RH, PTP /@it (L)
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. REERVBEREOREN
RZ L7220

8. fuF & DEARILL (MELFHNEIL)
AZM L7

9. AHM
VU B TENL
ROk B R GEBREE HRBRES 2 15 O RUWE)
[B] #5 % : 50 [E]#5/4)
BRI : pHl. 2 RO 6. 8 DOFEER
OB B eI LT

U U % oD §E
AR Bk B R RGEBREE HRBRER 2 1 (O RWE)
[ #iz % 50 [[l#5/45
OB WK : pHL. 2, pH4. 0, pH6. 8 DFEMEHL K UK
OB J eI L

10. &% -2

(1) EEVREGRSE - 8K, NI RKREER - @R ICHT H1FH
AL L7

(2) 8%
() 1) hHh Tl 25mg)
100 7 7k [10 77+ (PTP) X10]
500 7 7k [10 7%/ (PTP) X50]
() 1) hAHh Tl T15mg)
100 7 7k [10 77+ (PTP) X10]
() 1yhh Tl 150mg)
100 7 7+ [10 7k, (PTP) X10]

(1) 1) 73 0D £ 25mg)
100 &£ [10 & (PTP) X10]
500 &£ [10 & (PTP) x50]
(1) 1) 73 0D £ 75mg)
100 &£ [10 & (PTP) X10]
500 &£ [10 & (PTP) x50]
(1) ') # 0D % 150mg)
100 &£ [10 & (PTP) X10]

V. BRI HIHA 15



Q) FPREE
RN

4) BRHEOME
VDA Ah 7N 2mg, [RA7 &N Tomg, [RElA 7 E/L 150mg
PTP A4 . RUBILE =L T s LA, TAIWH
U U % 0D $E 25mg. [A] OD && 75mg. [A OD #E 150mg
PTP @¥: RV =/RVEE =0T 7 VA T

1. BBRES D EHE
KRR L

12. Z0fth
LR L

V. BRI HIHA 16



V. AEICEEY 5I1EH

1. MEEXIIHE

4. PEEXRIFZNR
OfiEEE AR
ORI IZHF > &R

2. MEERIFHHRICEET HFE

5. MEERIIHHEICEET HIE

(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 4FIZITK[E Y 7~ F ¥4 (American College of Rheumatology : ACR) 2L 0 25%E (2l) HugE?
WERE SN, ERNNZRTDT o BERZKICH RTINS Y,

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

s (BXYTF) ROEEHE (SEHE, aiflod, BKE, ) 0T X TUERN A DN L5H % L
PHOERE & EF] . @18 » FrofREIC L D&M A () 4kg DIFEIZEY 18 #FTD 5 B 11 » T L
IR A 2 P & fE) o 2 AN DR SIS,

V. IGHRICEEY 5T A 17



1990£FACRERHE A i JiE 77 SH A4

1. JREFRIC O 2 OMERH 5 2 &
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. FIEIZEY ., BHATOERAD I By FTIZERZROH 2 &
B FREICEY . UTOERAI8H AT b1l n FTCERIS MR TE 5 L

- BRERES  RRERE T AEE (KEA)

- TSHES  : CH-CTITRT DR ORI (£4)

- {E0ERE - BB OHEA (EA)

<R ERE  NBAHEOE RO | (EA)

CEE B IEEEESE., AW EmOT R (KBA)
< SMANERE - BRED D 2emiErL (ZEA)

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

CREET R TREZEROBE (A7)

g . BT O PRSI (24)

FRIEITHAkgDIE S THEIETH Z &, FRIEIC XL D HEBRED R 2k 2254
DI RZ TRt ST 5, B2 EmIE R I2EFHu0,

% M b 020D IUERT T U OO IR, BRHERSRE &IN5, IAEIPHICH =D
I3 HLLERiGE L TR IR 5720, B 0OFRBENPERD 5N Th, MR
JRIEDZWHIITFTRETH D,

V. IGHRICEEY 5T A 18



3. RERUVRAE
(1) RERUVAEDHEHR

6. AZRURAE
(HREEEERE
WHE. RAITOEMAEL LT LAY 1 H 150mg 2 1 H 2[ENCH T CTROKS L, £0#% 1
BMELLENTT 1 HH&EE LT 300mg £ THIET 5, 723, Fn, ERICE 0 EEHEET 523, 1
Higm &L 600mg #2722 d L, Wiy 1 H 2T TROBST 5,
GRHEBIEICE S &EE)
W RACIFHHESE LTCF LAY 1 H 150mg &2 1 H 2 [ENZ/0F CTRROBE L, 0% 1
BRILLE2NT T 1 A& S LT 300mg £ Tl L721%. 300~450mg CHERiI %, 723, Hin, JE
RICE 0 EERET 528, 1 B AT 450mg 2B 27202 & L, Wb 1 H 2 [T T
ROkLET 5,

< fif7n >

B A
<SES>ERNBRRKRKARICHE T2HIESZ (FREPRGBERUVERAEREHEESTICE S ER)
ENE 1 FERBRICIB VT, AAI 300mg/H (150mg 1 H 2 [E]) KXTON600mg/H (300mg 1 H 2 [H) OAR
PRICKRE BRI 2> Te b D0, WEBRBOHOZ M2 BB L, SRS % R0R & OB R s ik
RIY AR = I RE D 70 & k5 & U724 E S IAERABR & RIAR L [E NS IARRRBR (2 35\ C b A%l 300mg/
HEE KON 600mg/ HEEDO M A 150mg/ H (FIH DX FHIT Tomg 502 H04R) & L. 1 EEE T
C 300mg/ H 3 5 % 600mg/ HIZHE & L 7=,

ERFELHEARICE T ORESAZ (FRAESRARBRUVBRAEREHEESICH 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. IGHRICEEY 5T A 19



g (AR 157

BRRIGHE IEAR BEAR BEAR AR A A A
(g
150me/BE B N1
B o
e F F R R RRRRRRRERE P
(g
00 -
L 2004
300mg/BEE % 150 ‘
gﬁ&:-_ﬂﬂ“ﬂm-__ﬂ"“ml.
(gl
2004
L 200
2 7o
T 188 288 388 488 S5EE  6HE 7AE 8AE  9HENE
RGBS HBR AR AR AR EE-AE BE-AF RE-AF RE-A0 BE-AL BE-AN
(g
150~ 3007 MEREZ AR 6. 1M OFEAD
1 0] |25ERIETS 57 () EDHEET 3
600mg/HE* E] 150
2

" ]]]l]]]]]]]]]]]]]]

<BE>ERANBEKRRERIZH T SHEAE RHEFREE)

FEIN A B GBRIZ IV T, AKI 300mg/ B (150mgl H 2 [A]) }TOf 600mg/ H (300mgl H 2 [F]) OARE
PRI R & 2B o T2 b 0D, BEBIIGOI O &M %2 B8 L CRHEMRIERE 2% L L-E
W7 & A% BRGRER CIIAFIE G REOWH &% 150mg/ B (F1H O I Tomg B 5 HRER) & L,
1 A 22T T 300mg/ HIZHE R Lz, RRMEICREIT 2 SHEEICE Y S o 280N D8k
BRI LTI, S HIC 1M & 2 T 450mg/ HIZHE & L7,

ENENHERARICES T HRESE REFHE)

%18 2 3 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

V. IGHRICEEY 5T A 20



<BESEBLR TS ERABRERCE T SHEHE (BHEEEHRER)
HFHBGHREREZAET2RE 2R E L-EHEER 7 7 2 RAEEBR T T LAY VRO A &
% 150mg/H (FIH DA FHIZ Tomg 5 o) &L, &H5#% 1, 2, 3 XOV4 #HIED 4 [BI2H720 |
{iEl = DYBRE DA N R N2 V2 R L7223 5 150, 300, 450 KT 600mg/ HIZHEE L7-, BE&E - B
BIXIENCIBEET ST ENTEHZ L E Lin, #MRAEIT, 48K (Z24) B TIRES
NE-RETERGEEIToT, 1L, HEEARBICEATERWAESSAREA LGS, | R
DO EEZ 1 BIOATELHZ LE LT,

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

A —=2 1 —EERARE RBRRY
18N AR
o SBMERE B - 18R AR BEY
Pregabalin 600 mg/B
> >
Pregabalin 450 mg/B I
Pregabalin 300 mg/B I
Pregabalin 150 mg/B 1 I I
>
T5tR
> i >
22 2 3 4 5 6 7 8
Hg]-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) BERUAEDHRTERE - 1B
[V-3. (1) HIEEROCHEDOREM] OEESMH

4. RZERUVHAEICHET IR

1. RERUVRAEICEET 5FE

1.1 KElOEH 2 H LT 2855121, 72< &b TEBL ENT TR IRET L2 L, [8.2 58]

7.2 BHSRERERE AR ZEET 25813, TRICRTIZLTF=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 A T, MRS & £t 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, FREZLICHEEICBE LSS, AL - HEZHE T2 L, [9.2, 9.8. 1,
16.6.2 /]

V. IGRRICEEY 5T A 21



(FREEELER)

JLVTF=v o
VAN >60 >30 - <60 >15 - <30 a5 mlf&@i{i@
i i Te &
(mL/min)
| B 55 150~600mg 75~300mg 25~150mg 25~T75mg
| [f] 25mg 1 [=] 25mg
1 f 3 LA
= 1 [A] 75mg HLIZ2[H 1 [a] 25mg
P & LB 2 pdis it LB 1E 25 1% 50mg
1 [=] 75mg
LHE 1 [B] 50mg
1 H1[H
1 [ 50mg
1 H 3[H 18] 25 X%
e lfyif i i%?g 50mg 50 i T5mg
1 [A] 75mg 1A 1[E
1A 2[H
1 [2] 100mg 1 [2] 75mg
1 B 3 1 A 2 &
B z%?%g S it EETS 100 1% 150mg
1 [@] 150mg 1 [ 150mg
1B 2E 1B 1[a

(ERHEIRIE IS S & B)

) 2 B 1|l AFIEEG 6 R b 4 R goE i 2 £ L 72 Hm a0y 2 2 b—3 g URERICES S,

LT F= [
27VT TR >60 >30 - <60 >15 - <30 5 mlfﬁwysz)
. iAo H &
(mL/min)
1 H 55 150~450mg 75~225mg 25~150mg 25~T75mg
| [ 25mg 1 [F] 25mg
L H 3 LA
= 1 [A] 75mg HLIEZ2EH 1 [=] 25mg
P& LB 2 pdss it LB LE 25 1% 50mg
1 [=] 75mg
LH 1A 1 [A] 50mg
1 H1[H
1 | 50mg
1 B 3 18] 25 Y%
e Hifgg B i%?g 50mg 50 I T5mg
1 [@ 75mg 1A 1[E
1 H 21H
1181100 & L<iE
125mg
HERF R 1 [A] 225mg 1 [A] 75mg 1H1[H 1@75521201 75 X 100m
R b5®) | 18 2@ 1A 3Mm paEs 1Hf@ &
1 [A] 75mg
1 H2ME

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
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<>
1.1 BEAE

HIRESRAREA ISR L LIZENSIHERRICE VT, 13O - ESHREIK T, BHGR
BRICEAT Lo W5 1T, SMNESIERER & Rk, BEMZRTTICARORGEZ/& T Lz, £0
FER, BETIEB1IEMO 7 a0 —7 v 7HICB T 2RIERARBMEE X, 77 AR AH| 150me/
HEE, 300mg/ H#E KL O 600mg/ HRETENEHL, 4.0% (2/50 1)) . 0% (0/45 f31]) | 2.3% (1/43 i)
KOV6.1% (2/334]) TV, AHFITILE ANRES OVFEMED EVORIWER RGO b,

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

BERAREREABEZICESEREZ IS L LIZENSIHHERRICS O TX, 13 EMO &5k
TR, BEMIEGHBRICEITLAWEGEAIE L EBOREN 2R T, RFORLGEKT Lz, 0Ok
R, WEMICE T HIRREREGE TCERWEEFRORBELRIL, 77 BRRE A 300mg/ H#E K
W 600mg/ BRECTENEh, 18.0% (11/61 f51]) | 17.8% (13/73 #]) KN 15.8% (3/19 f5) TH Y |
T U CRET2HILL RIZFE D BV RIVE R I3RS PR IE (300mg/ B T 4 ) & OMAEHE N (300mg/
AT4B]) Thotz, o, INOLOHERITRTRESHZWVIIHEET, HEO LD o7z,
EBERERL IS L L-EBKFF IR X, HBR24& T2, BERFT 1 AMORBE
MAERTREEZKT L, “HERBEHOKGETHUIPIEZICRD SNEITER BEN %
BTN G T LICHRE OREZET) ORBRIL. 7T BREE,. SV AN URBETENEIS. 4%

(9/107 B) . 14.3% (16/112 %)) TH VY, FT LAY BT 2 FILLEIZFES S =BIER XIS
. ARHRAE, %R, M CPK ¥, Wit Cholz, Fio, BAEREIIRMAEE | #1423 CRE
HLLIIHEETH o, MBREZTIET 58T, 1 @R OBERZR T LI o ofkh 2]k
LTWeZ enn, B552 I3 2BRICERICRBEE 725 X 5 et EoBREITRO L
277,

AR RIE 2268 & LT EWNEB IR RGERR T, RBRA K T 26, BMT T 1 #EEOREY %
BRCEEKT L, 72720, FIEflDH B, %é@ﬁ@@mﬁkfﬂi%w S S R e R

[ 72 AREE35.0% (14/40 f5l) | LA NY UBEA1.9% (18/43 i) ] 122\ ik, BEMZ#%
TITEGEKET LTV D, JBEMOE G/ THUITIERICRD DN NEBEGRE GE TERNE
%5%(ﬁ%%%ﬁ?u&ﬁﬁTbt%%%®%%%ah)@%ﬁ#i 7T vAREE, LAY
VEETENTFN 2.4% (6/248 1)) | 8.4% (21/250 ) TIH V. FLHNNY UREET 2 HILL EICERD
SNT-HERERITI TR, RIPMmMEE, BLThot-, £7-. EIEEITTROPEE 2 flakkE, 2
NHOFEZGITITREThH -T2,

L2x L7223 & | [N R G-3050R CIHOKE & O E T ORAM SCE THE STV A IBEFIEICEN,
300mg/ H (150mgl H 2 [F]) DL EOHETIE 1 @ OBEM 2K AR ORGEZRILToZ L L
& Fe, RAloOBWAREERIEICE Y RIR, EBO, B, NHL R R OITE S O BEUE
RRHEONDZ ENH DD KFNOBE 2P IET 551072 &b THEBLL ENT Tha
WCHET D2 &,
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<BES>EARPRSHBRICETIHEOFIE

1) HRARIEIB 1 00 M O PRI PE AR RS PR IR L0 © M
RSB ARRE B OWE PRI ME R RS AR AL O IR O B xR & LI ERNEM& GRRICES
5, WEOFIEEZ L TIORT, ARG IEZ WL, 150mgl H 2 [B] (300mg/H) LLEDOH
BARA LA, 1 EMOBE 2B TIRHZXT L, 75mgl H 2 [\ (150mg/ H) O MHEEARH
L7zflid, BEEFIKRT T2 e LT,

EREHESHRICEITHHEDOFIE

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) FRERGITHE O LT
FRREGREFHOBE 235 & L ERNRYIR GHRICK T 5, BEOFIREZ LU TIORT, AHER
B A2 oW T & 300mg/ H LA EA AR L7=flid, 1 M oBE 2R TR T2 L L L,
7S 160mg/ H 2 AR L7z, 31/ T L,

ERRMRSHER (FREBGEHERE. WNEPREBRUSHEEEEICH S ER)
CRITHREDFIE

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) MEAEFIRAE I FE D TR
MRAERRAE (Z0F O IR B 25 & LT EN R GRS BT DR O FIRZ L FIZRd, AH
DEGHNZ O TIE, HEDS 226mg/ AL EDO A EZARM L72Bilid, 1 8B O 2 8% T 5 4 %
T2 L& L. MED 150mg/ H ORI EZIRA LB, EEFITk 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
*: 62 W - PULKREREEH (2% 11) HANT i mg

V.

TBHICE3 5 TEH 24



1.2 BREEEEFORZIRVAE

RS REREE B R & U ANE AR SRR U 12 T, BB E RS TR BB RN L
ol REARE Lz, £, MEENT 2% T2 BFEICBIT AR W TE, ks
WrE x5 & LT BRI OFE RICESERE L, 0B, RIRLTWDHZ LT F= 7
V7 AEMOREROCAREIIY S 2L —y g VEERICESS DO TH A Z b, BB L
WCHEBEICBIE LR, HIELROCHEZHET 52 &,

1) BHERSEEICSTIRSERVEERMEICDOLNTY
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 22 LN L2 0D, Cler 2% 60mL/min % F[EIDHERE 15T B KA 1 HES-
X, ERRBHEIEL L EFTHHBRE OFE L L, Cler 28 30mL/min & F[E] 5 #5RE (2% L
TIX 1/4 &, CLer 7% 16mL/min % FEIZHERF TR LTI 1/8 BICHET 20 ERH 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

RHRRE D HL 72 DB 26 B &2 XF 51T, ARA| 50mg & Hi[AIRR O # 5 L 7= B OB RE 2 MGt L 7=,
AR TIX, 8 WO KRR, AKl 50mg & Hila#& 5 L, MAERIE L ORI L 0 R 7 1
TN AARFEZRE LTz, £ ORGSR, BRI TITHES T Ty 2MER L, AUC 230 L, CL/F
KR UT7T S5 A (Clr) 137 v 7 F=o 27 U7 5 A2 LT,

BHRAEREEEICE T 5KF S0ng HEEEORSFHOEYEE/ NS A —4

JLTF= Cons Toos AUCo o oo CL/F CLr

7IUT TR (ug/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 28.2 16.7 30. 6 15. 4

(n="7) (0. 29) (0. 393) (5.0) (4.1) (7.3) 7.7

>15 - <30mL/min 1.90 1.93 52. 3 95.0 16.7 9.23

(n="7) (0. 62) (1. 48) (11.7) (6.7) (3.9) (3.37)

<15mL/min 1. 69 1.00 101 48.7 8. 30 4.30

(n=1)

Bl i 5omg (WD) | PHME (FEYERZE)

<BESEBHEREEEREICBITAMEPEES I 2 L—3 3 VR (REEMERICB T K
G )

fEFERR AN OV 838 51 (9 B HAN 474 B) 7 HRESE L - RHEEMSEYEIEE T L 2 VT, &
MEREREZE B N OVEHEREIE W (Cler : 60~120ml/min) OHEEMIEF L Y L EEEHER &
iRt Uiz, ZOfEHR, AFoE G &, H5MEEZ 7 V7 F=0 207 7 AKX VGHRE L
BEOHEE MBFEF 7" L AU PR I, BERREERE B COHEEIMIEF 7" L N Y R E O
WNTHDZ LRI,

V. IGHRICEEY 5T A 25



BHEORLGIBHICETIHEEMRERTLANY ViRE
(BHBEEEEICT LA/ > 1[E300mgl B 2 [EiEE LI-HE L DLR)

Q7 v7rF=>27 17T T A :30~60mL/min (s 18 150mgl H 2 [F13( 1 [#] 100mgl H 3 [A])
BEETHEETCIIYMRGEEZRS, &58~14 HHITHEFEZ RS

o —  BEB5E 1E150mg1 B 2 @RS (BERS5R 1E300mg1 B 2ERE
—E’ ™ (CLcr=30 mL/min) (CLcr=60-120 mL/min)
> — BEE5E 1E150mg 1 B 2ERS
S v | (CLer=60 mL/min)
P
E
Qe
A
8o \
= \\\\\\NNW
g o A
0 7 14 21 28 35 42
B (B)

— BEiRS5E 1E100mg1 H3EHRS  BERSE 1@300mg 1 B 2@K%S
38 (CLer=30 mL/min) (CLcr=60-120 mL/min)
‘5, — R 5E 1E100mg1 B 3ERS
= o (CLecr=60 mL/min)
M —
i

10

kL= W PAU MG
5

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

0 7 14 21 28 35 42
BRI (B)
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@r7VvrF=r7 V7T A 15~30mL/min (Beife5-2 1 18] 150mgl H 1 [813% 1 [8] 75mgl H 2 [=])
BHEETHEETCIIYHIRGEEZRS, &58~14 HHITHFEZ RS

4 —  BEHES5E 18150mg1 B 1 @RS cBEREE 1@300mg1 B 2E%E
(CLer=15 mL/min) (CLer=60-120 mL/min)

— BEESE 1E150mg1 B 1EES

5 (CLcr=30 mL/min)

20

& (ug/mL)
15

a1

N\ o |

AR

s

’\

R

A 0 A

N

H

0 7 14 21 28 35 42
BRI (B)
Q — BEBR5E 1@E75mg1H2EES cBER5E 1E8300mg1 B2 EES
(CLcr=15 mL/min) (CLcr=60-120 mL/min)

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

E (ug/mL)
15

s
s

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

@I Vv7rF=o2UT7 5% 7.5~15nl/min (FrE¥ 58 18] 75mgl H 1 [A])
BHFETHEHE IR GEZERS, &5 8~14 HHITHFFEZ &S

0

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

= e EER5E 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 AL OV 838 ] (5 B HAN 474 ) M OHREE U= RHEMSMEMEE T L2 VT, &
RERERE 2 R VB RE IE## (Cler : 60~120mL/min) OHEE MET 7 L H N L prdefs 4
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 LIzHE & DOLHE)

Q7 VvT7F=22707F5 A 30~60nl/min (B 58 18] 75mgl H 3 [A])
BEETHEE TR ELS®RS, &5 8~14 B BITHFFEZ &S

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

MMM

Mg T A REE (ug/mL)
10

ARARRAK
fIJ I7 1I4 2I1 2I8 35 42

#BE&ERM (B)
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@7 Vv7rF=r7 )T T A 15~30mL/min
(e 55 18] 100mgl A 1 [EXIE 125mgl H 1 [\ X 1% 75mgl H 2 [H])
BH5ETHBE IR EEL RS, &5 8~14 HBITHEFFEEZ &S

20

—— :1[E100mg1 B 1[@EES P c1E225mg 1 B2EKBE
(CLer=15mL/min) (CLcr=60~120mL/min)
= 1[E100mg1 H 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 [@E5 [ . 1@E225mg® 18 2EKkE

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

(CLer=30mL/min)

AR

15 20

10

miERFL AN R E (ug/mL)

\
T \

0 7 14 21 28 35 42
HEkeERE (8)

—— :1[E75mg1 B 2 @5 e 1 [E225mg 1 BH2EES
(CLcr=15mL/min) (CLecr=60~120mL/min)
= 1[0 75mg1 B 2EES
(CLcr=30mL/min)

20

15

I

ARRRRRRRARE

MmEERTLH Y RE (ug/mL)
10

0 7 14 21 28 35 42

RE®EME ()

V. IGHRICEEY 5T A 29



@7 Vv7F=r7 V7T 7 A:7.5~16mL/min (Fermf& 58 1 8] 50mgl H 1 B 1% 75mgl B 1 [a])
BeHFHTHEE IR EEZ RS, B 8~14 A BITMREZ &S

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

° WBRCR LR

miERFLH Y 2R E (ug/mL)
10

o NN
0 7 14 21 28 35 42
5 &KEME (B)
% bS] — 1@ 75mg 1 B 1 @E&E o 1[@E225mg @ 1 B 2@EE
g (CLer=7.5mL/min) (CLcr=60~120mL/min)
oo = 1[E75mg 1 B 1 EH%ES
"5 a (CLer=15mL/min)
‘-ﬁ 2
. AR
& oy '\y\"‘l‘ |
(; 'I/ 1I4 2I1 2l8 3l5 4'2

BE®EEM (B)
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2) MEBHINDELEHEEEEFICHITIREERVERSRREIZDONT
M BT S B 7 B R RE R B BB A St RIS T L AN U v OB ENE & R L 72 A6 [E i R SR E A
ﬁu%“f\%W?J77/XH\memnT4ﬁW§W;iof\mm¢£%%§iﬁ%%
FTHD LTz, Lo CUMIEENT %17 T D HBE TIE ARINBITIC L D RESND =20
VT F=r 7 VT T UAMEICS U 1 BRGEORGIZINA T, MEENT 2 35 L 7= #% 12 AH)
DOBEMMEG%21TH Z &
SN 1EE5E&Uﬁﬁﬁiﬁﬁﬁ PESNTWDLEAE, EBAENORMG L, ZRMESHR
. SRR RGEIHEET S,

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

i 3 [\ LA E DM EFET 252 1T T DR 12 Bl AR 50mg 2 HiEIRE O $ 5- L 7= D K dh e
it L7z, ARBRCiL, 8 KMo EM R, MBI IEHERE 24 BRI ATICAH] 50mg 4 HA[AT#E
N5 L, #GRT& OG- 168 Bl & Tl v 7V 2 8RB L, ATREZR G A 514 48 FEf &
TEREITH T2, ZTOREOBHT 7 VT 7 > A%, 192mL/min T, 4 FE O MGENTIZ L > TIRN
B 58. 1% 03 rE ST,

T A—H B EAE (R ZE)
Crax (1 g/mL) 1.24 (0.29)
Toax (h) 3.18 (1.98)
AUCo» (u g-h/mL) 94.6 (49.4)
Ty (h) 54.7 (30.2)
Ti2HD (h) 3.00
MLEBHTRETO CL/F (mL/min) 11.8 (8.0)
Ae (%) 2.23 (2.20)
CLr (mL/min) 0.45 (0.60)
CLdP (mL/min) 192

£ (%) 58. 1

Tyye BT ORI

TieD 0 552, 4 X ONT A B OMgEH R A 0S4 T,

Clr : 27 UTZ7 A

CLAP : %2, 4 ROVT HEOEE B VT T A

£182, 4 ROT B BISEIIC & > TR LR FES—t > |
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<BE> MRS BE BT 2 MEFRE S I 2 b— 3 VR (MREEMEEEICB T 2Kk &
Feh&)

BERERR A M OV 838 5] (D B HAN 474 ) 7 HHEEE L 7 REEHFEWENREE 7 L 2 FIV T i
WO B R OB HEEIER#H  (CLer : 60~120nL/min) OHEEMIEF 7 L TN Y R EHER % L
WA U, MEENTIE, 2 RIC 1 E &5 6 B2 D 4 R O M iEENT 2% T, £ Ehax
ESnAiEME (100 Xid 150mg) 2L S LARE L, £ORE, MG & 2B
TTVHNY b - B ERRZTE L & EOHEEMIET 7 VA7) IRET, BT
HHCTOREMIER T LAY AREOFHANTH D Z &R S,

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

O7VvT7F=7 VT T A 7.5~1bnL/min
(e 55 1 8] 75mgl B 1 [8], BT OAFE AR 100 30X 150mg)
BEE T HE ECIIvR S EE#RE, &5 8~14 H BldfRras &5

— BEESE 1E75mg1 B 1EES5 — BER5E 1@ 75mg1 B 1 @RS

:Ej\ R - (CLer=7.5 mUmin) (CLer=15 mL/min)
E o  BEH5E 1E300mg1 A2 @RS
2 o (BirMEARL LT 100mg) (CLcr=60-120 mL/min)
=
8K
A
S o
6< -
EN
A
N o
#+
i®
g o

T T T T T T T

0 7 14 21 28 35 42

BFfE (B)
— BEE5E 1E75mg1 B 1EES — EEk5® 18 75mg1 B 1E&SE

’_‘,E‘ A (CLer=7.5 mL/min) (CLer=15 mL/min)
£ . . BER5E 1E300mg 1 B 2 @5
=2 CRETR MR LT 150mp) (CLer=60-120 mL/min)
]
B
Ao
2 -~
EN
A
N 1
#+
7
g o -

0 7 14 21 28 35 42

B (B)
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<BE> MBI EREICBIT DIMEFRET 2 2 b—3 3 VR BHERFRIEICLE © EIRIc BT
LR (Rmf58) )

TR A L OB 838 ] (5 B HAAN 474 ) O RESE U= RHEMSEMEMEE T L 42 V¢, M
BT ERE R OB EREIE & (Cler @ 60~120mL/min) OHEEMIES 7 L H XY L BREEHER & L
B U7z, MBI, 2 BiC 18, #5456 K% 5 4 FE o MilE T 2 =), ek
EESNT-MIEAR (75 X 100mg) 2% 5 SNz SI0E Lz, T OfER, MikETBE BT
TLHNR) DGR R GMEARE L & EOHECIMER 7 LAY PR, BRI
FHCOREMBER 7 LAY AREOFHFHANTH S Z & BRI NI,

MEETEFICE T HEEMBEHTLANY ViRE
(BHBEEREEICT LAY > 1[E225mgl B2 @5 LI-HE L DLHR)

Q7 VvT7F=27 0T 72 A7, 5~15mL/min (e 58 1 [B8] 7omgl B 1 (5], FHT1% O 7c F & 100mg)
BHHTHEECIIMEEEEZ S, &5 8~14 HHITHRFEZ KRS

] T 1@ 75mg1 B 1EBLVEHEOHTHAE (100mg) ##H%5(CLcr=0.001mL/min)
m— 1| 75mg1 B 1EHLVEREOHTAE ( 75mg) %% 5(CLcr=0.001mL/min)
:1[E225mg ® 1 B 2 @#%5 (CLcr=60~120mL/min)

= (ug/mL)
15 20

10

migEpFLH N>
5

0 7 14 21 28 35 42

RE5&EERE (B)
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5. BREKAUAE

(1) BBRT—2 N\ r—2
1) FRASRARRE., REEHEESTER
KRENDERRT — 2 % or — P OFFRBRONEN T 2 FTRIRT,

<BEA>

5 1 BRI 5 HER

(1008-1J)

% [ HRERSHER

(A0081087)

AIEASE O ER
(1008-3J%)

T T HER
(A0081120)

RHR5HR
(A0081121)

BRPREEHESER

(E#h&E :1008-2J.
BEDE:A0081119)

RERGEN
T8 WAVFEER

i

<S5 EA>

5% 1 fRE AR 5HER

% I HAREREHER

5 I/ 4EAER
(1008-196)

¥ /MK ER
(1008-030. 1008-045.
1008-127. 1008-132*%)

R 5K
(1008-061. 1008-198)

b PR R IR A B
(PK. E¥HEE{EA. BE %)

TRAGERMER] ZOREIRET HEBROBKRT—2 /3y 75— OB

He KENZIS T 2B ISR BRI & 0 SRBRE T T Ik S o RRAER

<BAEA> <HSEA>
TSRt B REGEH % I/I0/IVAE SR ER
(A0081163) WAVFESR (1008-014. 1008-029.
1008-131, 1008-040,
CLRLLEETLEEREEEPEEEEECERLEE - 1008-149. 1008-173*.
: A0081071. A0081030.
A0081060)
5 MAEEER
: (1008-155*)
R 55
(A0081164)
: REIREHER
(1008-015* ., 1008-074.
1008-165, 1008-134**
1008-166* . 1008-174*#)
%1 RIS R S OV RIS E AR SRR B 2\ Pk 5 IR O 5 % %5 & L 727k

#: OKENCER T 2 EEIRREHEIC XL 0 SRBE T Tk SRR

[REMEHEEEEERR] HRETHNRET HEBRFERFITEMLBRERT —2 /Ny 77— OO

V. eRICEd 5 HA
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ENICBIT 27 LAY O RPN (CX 27&FEHFE ISRV T, EER KRR
X, HRIRIETE 14 R K OV IR PE AR R AP AR B (2 D IR A x4 & LZ[ENR A~ 7 & AR R G
B (A0081120 3Bk, A0081163 k) TH D, KT — X/ \v r—U 5T HI2H0 . HIREEH%
MR CIXT ) » UV ZERIKIC X0 SNES 1T/ ARG 2 RFE R & U CoME L 7=, BEIRIF MR RS e
TR D IR OV T, ENSIFHRER (00081163 #ER) ZFHHE R & L. SMES I/ MAH R
EHEEEE LTHW,

CHERZ BN ) BT T U v P 7B E U CER LZERNT 7 2R B (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. AAPERBRER K OB AN EAE NSRBI 2EYBREIC K E 2E2BRITRO NN EEZD
N, TV DU TR LI M LTz, Lizdd-> T, ENTERG L - EERBRIZI X,
SMEZE IO/ MAEERER, R G5B, BARSRERER (W amoSetE, Rell7e £ IZ 31 5 K EhRe,
WM AEERYE) OF —2 % BARNIMEL,  THREEHMER] 228 IR &3 2 E3E G Y
EIREARRRIE (2010 424 A) ORFRT —# o r— T 8 LTz,

RFE MEARRR R AR | A ZRE U R & 3 KR FH A RAR B FEICHB VT, AR ok
B %R A et g & L= EWESTAHRER (0081120 3RER) 1TINZ.  H A A ARG P e R e 2 A £
FHTOMEROCHEEZRFT 272012, FEIRFERMREE IO D EH 2 xR L LZENEIHE Y
7 B AR HREER (40081163 #ER) A FhE L, MiEE %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 2R EERER K ORI 5 RB2 2B 88 & LT, BRT —2/3y 7r—
THERER LT,
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2) FRAERARIEICH D ER
AFNDBIRT — 2 3 i — D 2T 2 BB — 5 & TR,

<BAA> <SHEA>
BT SR BRE (| sr/merserstrs
(A0081208) B&
B 5 FEMAT SR BRER
(A0081209) (A0081056., A0081077.
FES I NN NN NN NN NN EEEEEEEEEEEEE 4 A0081 1 00\ A0081 059)
: : 1R 5 S
4 < (A0081057. A0081078.
H A0081101. 1008-033*#,
: § 1008-197**)

1 AR, MESRIHE R RIRIE T O 5 PR, HPDOIS S i, ST BERIE L 5 PR, RN I
D PR ARG L LT
ok BRAERBIRAE ., PRI PEARH RIS 1 O JOR . HERADIZ B AR 2 56 e & L7 kR
1 KENTH Y 2 REHRIC X 0 RBud T TR Shic B
MRHEFRE(CH S &R ZRERIIMR & ¥ SRRBPFERIEM L IZERR T — 2 /3y 77— O

EWNIZBT 27 LY O TERHEFRIEIZFE S IE ] ISR 2GR HFEICB W TIE, BMENIRIEL
%5l LI-ERNT T RS ERER (55 No. A0081208) M ONENT T Rt BB A2 52T LIk
xtg e LR GRBR (BB No. A0081209) #FHMEERE L, HARAMGENMIEREICB TS
VIR v DR R OV % 5 L=,

SLET T B AR KRR ER (55 No. 1008-105, A0081056, A0081077. A0081100, A0081059) % UMFEFE
SHIEERBR (A% No. A0081057, A0081078, A0081101, 1008-033, 1008-197) 1ZHBEEK L L=,
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3) MREEAR
KEN DGR T — 2 78 1 — P DE RO BT &2 FRIRT,

<BEA> <SEA>
FMAT SR R (B R - B EREEHR)
(A0081107)
RS HER FE Wb 1875 tR xR
(A0081252) (1008-125)
; .............................. rry—
(1008-202)

5% FEMb/IVIET SR 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
R NRETDIRETH D2EMIBERIFE L5 L LIANE T T 2R s AR (A5 No. 1008-125) |
[ERBRIZ 5] & e & FhE S-S E R GHER (RER No. 1008-202) . [A] U < FREHE G # LT 2 5t 4
EL. BRANEE LS L ZEBRILE 77 A lEER (B No. A0081107) | o> FAR Mk i 2
PR B (MZe R, SR (LIERNR) bAAIL, BARANT — X 2HETHZ L2 HM L
L7 ENESE G35 (BB No. A0081252) ZFHIEEIE L. T LAY »OF MR V%25
fith L7z

M ZE B 0m 2 kb G & LT2AVE 7 2 ARk GEER (TB5R No. A0081063) 3B EBERLE LTz,
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ERNTORZERFBICANE [ HHBRE VERREERRAR
( IFRADERMER] ZHREIIMNE &I HEEBRFERICIRT LIHR)

1RER |BARN/|BE/ | . N ; N ; - Beh | phBR | Eu
ok | s A | B 1A%k No. x5 TRER OFEXA e L 1 HE5 & (ng) CRECAET
)
¥ (100817 W A FORE HER | P, 50\ 1007, 2000 250y lyg |3k, 22
HAN 300
FF |A0081087 i ZEE®R|L A 21[E P, 300, 600 7THR [20 [¥E, %@
- j e |HEL 2 #Zm|P 1, 2, 5, 10, 25, P
o514 #F [1008-001 I B[] TG 2 e 50. 75. 125. 200. 300/} B29  [HE &
B P, 25, 100, 200,
SEAN -, ~ NV ~ H [ 300 1[E - P
#F 11008-002 Hi[A] - [AE —HEM LH 2/3 P 75. 300. 600. |15 H 57 |3, &
900
3 [1008-023 i "EEM|LH 3 P, 900 20 HiEl |16 |38, %
FF [1008-2]  |HinE |FERIARMERA HER|HE P, 100 =L K, =7
AARA | o, " . AW RIS - - HimEl, 3 # " o
F |A0081119% | fHERE A SHOW HER |, e | 150 LE |20 |3, %
ZF [1008-049 FAE KEBI 7o 4L [ FEEM | HiE 50 1| |26 |%
§ wrE | -
3 [1008-121 ggéﬁ BRI 2 4R ] FEER | HiE 50 LE 12 |3

NWAFT AT Bl 3 4

3 1008003 S 4 BEOLE HER |, e | 100 LR 12 |3
_ ERERRA
¥ [1008-005 ~ANG U FEEMR [ HM 100 ECES
ENA _ - 7 e E’i\ 2 /ﬁﬁ R
#F [1008-128 RHOPH HEB |, % e 150 LR (14 |3
it 12287018‘ AN T T HER LA 3ME 600 8 HRE |11, 5|3
3 [1008-019 | TAA AN EEY |FEEKR |1 H3E 600 8 HIM |14 |3
2F [1008-020 | FERUX  [FEER (LA 3 600 8 HM 12 %
i e Je=igr EER [LE3E 60 S AR |2, 1]
e #F [1008-075 ™ 7% F1BEAT 3K FEM |1 A3 600 22 HIE16 |38
SHEA e W, 300
#F |1008-077 1B HEM 11 A s | 100 LE |12 |38
s T TH 3, 3
7% [1008-144 : HER |, L o [Pv 300, 600 3AM 21 %
* 1H 2, 43H
#F |1008-076 =R APV “HEEM 11 A s [P 600 2 HIE |12 |3
_ HERERRA e ~ LH2[E, 41 e
#F |1008-078 Fxvaky | “HEH s 2 si P> 600 2 0 |12 |38
=y . _ . 1 H21E, 43 e
#F [1008-079 TS ) =)l “HER 1 A s [P 600 2 AR 13 |3
#F |1008-072 AFEHERE~ OB | “HER|L A 3@ P, 600 14 R [46  |%&
=5 _ FREIERE - KEPRED)| _ . (1 B 3, 33 N
= |1008-097 HAE 0 BB THEER|, L 5 [Py 450 SHM |28 |%&
3T (20081022 fi/ R~ DR CEEBR[LA2E P, 600 29 A4 |
T
- 3 LR/ T | e e — g |HIEL 5 3 P, 200, 450, .
#F |1008-098 | C T BEMIELAORRESE |\ CEER) ), LU0 (S5 e 15. 30 1 |15 |#&
EE

i RHEEEL £ 2EER

P 7T, 4L AEE, & et

a) BARANZXGUCHNE T FEME L2185

b) BFROZBEZMH LIMHE (RFOREI, B, 2H7 o 24— "=V BFILE, )
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EATORZHBICAVWV-EIHARVENARUVRREHER
( TFRETEHER] ZMEXIIR L 3 5RRBHERFICIER LIAER)
BB (BARN/| R |, . AR . 5 Wk | EE
155 No. * TRER O . i 1 i B
ot | sEa | 2 TR No PO 155R OFEE Sk ik A58 (ng) i N -
% [1008-3] ZKEE TEEM (1 H3ME 150, 450 6 i 31
EAETEEIN pre Ll
% (10084 i 5 “ESMR (1A 3 P, 300, 450 2 8 34
J A HEMR H 3 [a] bl
AAA | 3F [A0081120 CHEEM [L A 2@ |P, 150, 300, 600* |13 3 371 |& Ge).
FF |1008-030V “HEMK (1 B3R P. 75, 150 5 i 255 |%2
HI/II ZF1008-0452  |4ofkyEys| THEM (1B 3E [P, 150, 300 8 i 238
- i TT AR 5
FOAME | BE |1008-127Y | AERRSE “HEEM (1 B3E |P, 600* 8 173
% |1008-132" “HEEMR (1 H2[E |P, 150, 300, 600* |12 i 216
#F [1008-196% Z“HEEMR (LB 2FE |P, 150, 300, 600* |13 id 368
HAN | #F [A0081121 FEHR |1 A2 150-600 147 126
# [1008-0612 3 BB (1IR3 75-600 IfR72 L* (154 |%2
Bh A | et i & i =
27 |1008-1982 FEH |1 H 2@ |150-600 HIFR72 L® |275
i FHEER, & 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 |

%ﬁ%miwwyaéﬁ%bto

T

KEI
Wiz,

SR TARRRBRSEHE 12~ 7 R & I T FRRRIR 238 AU ST
T EMb KE K OFESMNE T ORI EMEE R 2 %15 & 7 D ERRERIC
NTHE AR Z I LTz, ZDik,

LN E AL, FDA L

# FEREETT VAR ORRIRATIS AR

RN

B D#H 5

No. 1008-061 Ti% 312 i

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

SHIEEEHEE (partial clinical hold) *i

S

ik

BN

{25 L C FDA |

& CLler J2

(30<CLcr<60ml/min) @

WP THEISNZRRTHY | %L

BT LN AT K2 ME N O FEBUSE N ANFE

PRI

L oloY ghe
(2 &L DI REEHE DS & B, [E]

IBMMOIERABRDT O, AT~ 7 AR O TH Y . & h~DSt
X IR BRI S Uz,

X DHIGIEDTRGR S D £ THREMRET 5 2 & & Uiz, R&EGHRITIRR

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
* 3 1
m« % 1008-040 “HEM|L A 3ME P; 600%, 73 BV 9 254
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 o R =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

o RHmEE, £ 2EER
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)
WeBRFE 1213 300mg/ H &2 e 5- L7,
HAERNT < RENC R DI MIRREHEE (partial clinical hold) 2k v, BB F CHIEENERRTH VO, LoMREHHICH
W=,
M MARRRBR S 2~ 7 2 %2 W= FRERR DS AUJRMRBR T L TN Y N2 K 5 I IO SRR EE RSN S58 H iz
T E0b . KEKRUGESMNE T ORI E M 2 05 & 3 2 R FERIZ KT LT FDA |2 X 23 0 BIPR B Y & B,
WNTHHE TARBRZ T IE L7z, 0%, BINOIEEKRRABRA T, AT~ 7 ARFRARLOTH Y, & b~k
FRMEIIARWNZ EAVREN, FDAIZ X DRy AR B IR s S -,
a) FEMETT LAY o ORPRIGIB L AFREIR SI0E IR ARG AR B A 5 IR 1) 2 3 I E A3 AR S 4 5 & CRe G-k
T2 L L Lz, HERGHMIT 1008-074 3B CIX 289 i, 1008-165 RABR T 228 ., 1008-134 RBRTIX 52 3, 1008-166
R TIZ 192 1, 1008-174 B TIZ 3 W TH o 7=,

V. IGHRICEEY 5T A 40



ERNTORZHFICAVENRARVRAKREHR
( TERHMEFRIEICHE S BIE] ZRRERIPR &I HAZBRFERICHIET L ER)

BB |BARN/|FE/ A . Beh | | B
1R5R No. PSS TRER O FEEE . L | HE5 & (ng) - B
of |sEA|z| T : Pl o e e A
BETIAE | AACA | §F |A0081208 TEEM [LH2E [P, 300, 450 16 4198 i({m‘)‘
11/ % (1008-105" THEEM (LA 3@ |P, 150, 300, 450 |8 i 529
% |A0081056" | . FSwR | TESHK |1 H 2@ [P, 300, 450, 600 |13 3@ 748 | A,
TTVRREERRE |, Ep— - "
AEA % |A0081077 PO “@EEM [1H 2 |P, 300, 450, 600 |14 3 745 |%
S IIAH % |A0081100% “@EEM [1H 2B  |P, 300, 450, 600 |14 3 736
% 5 1H2E  [300, 450, 600 6 38 1051
A0081059" iﬁg*ﬁ ol = A G
% CTHEM [1H2 P. 300, 450, 600 |26 3@ 566
HAN | F |A0081209 JEER |1H2 300-450" 53 i 106
% |A0081057" ; - JFEEHR |1 B2 150-600 52 ¥ 429
RRAHE R TR AE
E % |A0081078" HERR ) FHERH |1 B 2E  |150-600 12 1 420 | .
‘ £ £
85| SEA | % (600811017 FEEH |1 H 2@ |150-600 1258 357
% |1008-033"  |{@MEm" SR |1 B 3@ |75-600 HEET  |1517
2 [1008-197" | @M HE" FEER LA 3E  [150-600 HEE 106

7 RHMmEE, £ 2EER
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
HEENT « RENC R DI HIEREHEE (partial clinical hold) *Ic kv, HBuRF CHIEENEZRRTH V. LoMRHHICH
W7,
M TAHRRBRSEIE H 1C~ 7 A & AW T IRER R 28 AUFERRBR C 7 L R U iC X 5 i P O R BAEFE BN 3380 H 7z
T EnD . KEROGESNE T OMERBE SR 2 x5 & 3 2 BARFRBRIZ KT L C FDA 12 K A E IR HE S & B,
WTHEITMREEZ P IE Lz, Z0%, BMOEHEERBRA T b, At~y AERNRLOTHY . B b~
FRPEIIARWNZ EAVREN, FDA IZ X DRy AR B IR s S -,
a) 1H%% No. A0081059 DIEEMMIL, T v & LbiafH 1k ik
b) WA 150mg/ B

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

o — — N
el ool g A 4% wwoms | oo | m | TETE T e | R
AAN/| 1 [l B It ) o (219
N i i T il B il S P I I e
SEA | FF |1008-125% 77 AR | ZEER (LA 2E [P, 150-600 |12 137
/1D TS %I
M| BAN | BF |A0081252 | [ th 7 JEEM |1 H 2 |150-600 523|103 %
St [N
AR A (i #)
SMEA | FF |1008-202% |F BEB S LT M (1 H 2@ [150-600 HIRZ L |103 7
HFllb/IV Y R, i | e - S ,
0 SAEA | 2 [A0081063" |2 14 1L 0% 7T R | ZEER |1 B 2@ |P, 150-600 |12 # 219 A ()

i RHEEEL £ 2EER

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) ERERZEIEAAER
BEMRRY Y
AR ASHEIC T L2773 2 50, 100, 200, 250 KX 300mg. (454258 6 ) Al A ]
RO L7z & & 200mg £ 5- LA B CHIRBHIERAEIR A < 30 DA%, il 300mg £ TORR
PEDMERE S v, EWERRIZE W CH R RRFICBR T REZ LTk ol
F7o. AARNMNERRABIEIC T LAY > 1 [E 150 KO0 300mg (KGR 76) &2 1 B 2 FERD

BhE Lim & LI 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,
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(3) FAERIGRRAR
BB L

(4) HREERIEHER
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. AUMEOHER

(1) EAEFHMREOER A 27
FEFIE H Ch D Rf& MO E A 2 7 OFEEIL T 7 R #E, 7 LAY > 150mg/ H
B, 300mg/ A, 600mg/ HEETCENFI 5,12, 4.81, 4.26, 4.49 THV ., T+ XTHOFLHN
VRN T 78 ARREL VIR, 300mg/ HAEEK Y 600mg/ HHETIL Y 7 BRI L THFHIZ

HBERENTRINT,
BRFTMEBEOEREEFERATT 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 : fFfEXH

a) FRECBITDRN—RTA4 00 DEREA a7 OFYHERFE] « 772488 [6.241.5] | 150mg/
H#f [6.5+1.6] . 300mg/HAE [6.1+1.4] . 600mg/ HAEE [6.2+1.5] , 728, FEITBITDHX—2
T A v OF MR GHNE, B AR & FFIECTH o 72,

b) #H5HEK O Cler JEER T, N—R T A AMEZ I & LT 5 IL05HHT,

(2) BaHHlE AT 2 2L OER A 27 O#%
BT & OFESFA 271X 150mg/ HEETIEE 1 A O 2 T 7 BARREC R L THEITIE)
>72, 300mg/ HEER N 600mg/ HEETIXEE 1 @R GEHIMESEREZE L T 7 B RERICR 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 5 LIINE T 5 A 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 (YeEFHOFE)

BACTHIRF OIEIFE A AT INR—RF 4 0D 50% 2L B LT B (LAR & —) OIS
L. 7 TR EE,. 7L AR Y > 150mg/ A&, 300mg/ A BE, 600mg/ H#ECTENFH 15.5%. 24. 4%,
36.0%. 30.9% CThH o7, VAR —DOEEFZNTNOT LAY UFETH T 7 2ARICH
RCEL, T78RAHEET VI CHEROLE TIX, VA3 0 300mg/ H#E L WY
600mg/ H BE CHEFHIIICE B s ST,

LARVF—DEE
IS E AR E L (%)

TR E DY

p i
IR 97 15 (15.5) -
150mg/ A & 86 21 (24.4) 0. 1160
300mg/ A B 89 32 (36.0) 0.0015
600mg/ A ¥ 97 30 (30.9) 0.0107

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

I. REHOBER

T VUINY RONT T 2RI L DRG] T O BIERR B 64. 2% (238/371 #i])
Thoto, WiRiL, 77 BEHREET 43.9% (43/98 f5i]) . 7L A3V > 150mg/ H#E T 57. 5% (50/87
%) . 300mg/ HEET 73.0% (65/89 ) . 600mg/HHEET 82.5% (80/97 ) ThH-o7=, E72Hl
TERE., wEirEd o, IR, (HF, KEMERECTH-7-, 7LD COEEZRBVER L,
150mg/ H R OB 2E 141 (Bl - SRIEI1E) | 300mg/ H REIC By 26 /IR E D 151 2 {4 ($i50% -
[I1E) 2| ST,

e e FUHNY v
AN ~
BB 150mg/ H 300mg/ H 600mg/ H oat
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 /RIS, LAY 2 1650mg, 300mg Z 1 H 2 [Alf
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 5 A 46




I.

BMEDHER
(1) FcA&RHE DS A = 7

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

SEEESRR A T OBLEIL, VAN UERECT T B R THREIICHE EIER TWD
Yl
R—R5 4 VENORETMBETORETLYERFRAITNDEILLE (ANCOVA) (FAS)
S ) . . L
SEA TN 2 2 T A& 7 TR E D
RG] | Bl T N SR .
() (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) FFHMERSICBIT AR ORFA 2T OB
WL DEIEA 2T OHEBIZ DWW T, 300mg/ HEE KON 600mg/ HREEE HIZ&E1% 1 BRFFLY

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 skk &k kg skk skk ksk ke * * (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) iR (YHEHIDOEFE)

BAEFHIRF DIEIFA 2T INN—=ZF 4 0B 50%LL B LT BE (VAR Z—) OFlIE
. FTEAREE, LAY 2 300mg/ HEE, 600mg/ HEETENLH 21.5%. 29.1%. 35.6%
Tholz, VARV X —DEIRIINTNOT LAY UL 772 RBEC R TE <, 300mg/
HREEZEE 600mg/ ARECOEIG Xm0l 7T BRBELE KT LAY RO ClrIsE
WA E R ZETR SN0 -7z (300mg/ HAEE p=0. 153, 600mg/ H & p=0. 059) ,

LRARUE—DEIE

WERH LRy () ER ek
p &
7FE R 135 29 (21.5) -
300mg/ H pizg 134 39 (29.1) 0. 153
600mg/ H pizg a) 45 16 (35.6) 0. 059

a) CLer fEO3 EZJERIINF & L7z Cochran-Mantel-Haenszel (CMH) 32,
b) LAY 2 600mg/ HRETIL, BHE 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
TV NY R OT T 2RI KD 2RI S A R ORIWERFEBLIRIL, 77 AT 36.3%
(49/135 fl) . LAY > 300mg/ HEET 56. 7% (76/134 f4]) . 600mg/ HEET 80. 0% (36/45
) ThHoTz, EREWEAIZ, FEMED E VW (300mg/ HEE 19. 4% K& Y 600mg/ H FE 37.8%)
IR (300mg/ H & 20. 9% & OF 600mg/ H & 40. 0%) . KFHMEIEIE (300mg/ HAE 12. 7% M Y 600mg/
HEE 13.3%) . REHEHI (300mg/ HEE 11. 2% K& TV 600mg/ HEE 11. 1%) ToH -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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N EFMIEHER FIRAESERMERE (T vy oo aZHER, 1008-196 588 GMEAT—%) -1

HE : B SR B 24z, 7LV 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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(SR 1=30) LN E R

I. BOMHEOHKHR
(1) EAEFHMREOER A 27
HRRIEE AR (P D IR OFEFNC W T A2MED FEFIE B T o 5 e t&a MR O &R
Za7iE, TRTOF LAY U (1650, 300 O 600mg/ HE#E) CTF T B REECHRTHE
WL TN,
SEFHEBFOERFR T Y (1)

. B y /N IR 7T AR L DO
Beaw ks (sE) E [O5%EHIAH]  pfE R D
IR 93 6.14 (0.23) — — —
FUHNRY 150mg/ H 87 5.26 (0.24) -0.88 [-1.53, -0.23] 0.0077 0.0077
FUHNRY 300mg/ H 98 5.07 (0.23) -1.07 [-1.70, -0.45] 0.0008 0.0016
FUHNRY 600mg/ H 88 4.35 (0.24) -1.79 [-2.43, -1.15] 0.0001 0. 0003

BERE L ORZBAEMEINCHT 5 p B MEgk 0. 2965, Cler /& 0.3991, ~X— 25 A 1l 0. 4771

a) KRBT 22— F 4 O [FHlixt G5, &R A 27 OV FEHERZE] 7788 [93 1, 6.9%£1.5] |
SV FHNY o 150mg/ H [87 f3], 6.4+1.6] . 300mg/H [98 f5], 6.7%=1.4] . 600mg/H [90 ffil, 6. 7=x1. 4]

b) ITT @ 5 HIAEFEMIRF OE D K KT o o T BRE 1IR3 ok & LTz,

c) BERE, MaR%, Cler AR T, N— AT A MEAE A& L5 5 I0HHHT

d) Hochberg #51Z & v Fi%

(2) FFHMERSICBIT 2RI L ORFA a7 OB
WL DEFATTIIELBNS, WTHOTLHNRNY VEETH Y7 B AREEICHRTHEIZE
<, FOEITHRGHIM 28 U THERE LT,

B EDEB/AIT DR
--e-- T 1REE
— 77\ 150mg/ B
-4 7L FN)2300me/ B
——7L#/N\J>600mg/BHEE
e.....
........ ............-..-................-.....-........,_._,...........---.-........-.........,_'_..
_7__’*7_7_.4_'_[__-f--:-"-‘a__’_;“;____‘___—-‘-H"_‘_"—V—L-—-_.*_,___“

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 (&)

& 5 AR AR )
FRIFARE U 3 UIIE € 7 S K B T
% 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

SEEARE AR A —E (%) 77ERE DL
p fiE
IR 93 7 (7.5) -
150mg/ H pizg 87 23 (26.4) 0.001
300mg/ H pizg 98 26 (26.5) 0.001
600mg/ H pizg b) 88 33 (37.5) 0.001

a) Cler JBZ ERIKF & 4% Cochran-Mantel-Haenszel (CMH) 5. Hochberg {EI2 L V) 2 HE M2 35k L
7o p EERT,

b) L AN 600mg/ AEETIE, =Y Cler B (CLer>60mL/min) O#EER#E1CI1E 600mg/ H ., 1K Cler
JE (30<CLcr<60mL/min) OHERE 121X 300mg/ H &2 %5 L 7=,

I REMOHER

VN T T R KDV ERHl e S TR O BEIE R BLERIL 60. 0% (219/368 f41)
Thoto, Wikid, 77 BHREET 39.8% (37/93 f5]) . 7' L /3 V > 150mg/ H#ET 59. 8% (52/87
#) . 300mg/ HAET 64.3% (63/98 ) . 600mg/ HEET 74.4% (67/90 ) TdH 7=, L72El
TERE. EMED £ (150mg/ HEE 16. 1%, 300mg/ HEE 32. 7% M OF 600mg/ H B 36. 7%) . 1H
IR (150mg/ H#E9. 2%, 300mg/ H B 11. 2% K& 1) 600mg/ A Bf 25. 6%) . AAYMEFEIE (150mg/ H B
12.6%. 300mg/ H#f 14. 3% K% TF 600mg/ H & 13.3%) Tholz, S LAY v OEEREER
%, 300mg/ HEEIZ T F 7 4 7% O —kRRG 1 B, 600mg/ H BEICTZEME 8 F /BRI R / 7 8
Jitt/ AN PEVANEAEIR O 5 1F8 1 iz S, Wi bElE L,

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®RMERME) (1008-030. 1008-045, 1008-127 iE&) GHEAT—%) ©
HAEY : #HREBBRMRmEE IS, LN ek b LIz L ORI/ LR E T TR L

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

KEHFITET, BREL LT F=o 27 V7T (Cler) OHEEEITESNT 2 BIIEL, LAY
VEEEICEI DT SN RE (LAY VB ©9 b, BE%E Cler S8 (CLer>60mL/min) OBEEREIZIZ S L
H3Y 2 600mg/ H %, & Cler & (30<CLcr<60mL/min) O#ERAITIT 300mg/ H 285 Uiz (B 5-BRIOMNTIX
fTolehotz) o &0 BRI AE L L, T0%0 7 BENIEEHRE L,

1) AFIOHATERENTOWAAETZLH 2ETH B,

) 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
I Fx Uk
L VAL AN

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

1008-030 IRER ZBR< 2BRCT L AN VHETOEIF AT ORI T T BRI D LKL,

WITNDO T L HNY UEETH T TR E ORIICHEICHEEREN RSN,

RAEETHER Y /R IT

108k No. [#5-771k] - . 7T AR L DHIR

RAPSE IS Z NSl )

Be 58t 3 [959%CI] p i ¥
1008-030 [TID]

75 ¥R 87 5.59 (0.21) - —

LAY Tomg/ H 83 5.46 (0.21) -0.14 [-0.71~0. 43] 0. 7999

FLH Y L 150mg/ A 82 5.52 (0.22) -0.07 [~0.64~0. 50] 0. 7999
1008-045 [TID]

75+ R 81 6.33 (0.22) - —

FLH Y L 150mg/ A 81 5.14  (0.22) -1.20 [-1.81~-0.58] 0. 0002

FLH Y L 300mg/ A 76 4.76 (0.23) -1.57 [-2.20~-0.95] 0. 0002
1008-127 [TID]

75 ¥R 84 5.29 (0.24) - —

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

a) FASRHAMIIRF OIS A 2 7 OFEITHR G4 T A 2 S LERT 7 BRI ORAO HEEN R L,

b) R—R T A AMlEa IR L T 5 LSS HT. 1008-030 3RER K& Y 1008-045 3B/ 1L Hochberg HEIC L W £

PEAFRE L7z p A RT,

¢) LAY 2 600mg/ HEETIZ, Y CLer 8 (CLer>60ml/min) O#EBRFE1ZIE 600mg/ H . 1% CLer &

(30<CLer<60mL/min) DA IZIL 300meg/ H 2 Be 5 L7z,

()%%ﬁﬁm BB I L DERA 2T OHER

WL O A 2T 1L, 1008-030 FRERATIX, & 1 O CTT R TORGHTERAT O
BERRRE I oTz, Fi2, B LEOEFA A TIZONTL, T VAN VL 7T 2R
EDORNCHEENGRD LTz, 1008-045 FRER X OF 1008-127 FABR TIiX, KW Aa 71358 1 H»
5., WIFNOT L ANRNY UEETH T 7B RBHCHRTHEICKLS . Z0ETBGEHM %23 T

Fie L7,
BIEDEFBROATOHS
10 =
1008-03055& -0 7St
J —¥— 7L AN\ >75mg/BHE
—@— 7L A/N>150mg/BEE
8 —
;g
B -
A
a |
7 4 &:§SEEEg_"_-fr—_——:ig;=:=2§======ﬂ
= %
@ sk
— 44
£
o
@
2 —
4 % p<0.05 75mg/B% vs 7> tREE
%% p=0.01 150mg/BE vs 75 zREf 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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1008-0455 5% -O- 7S uRE
) —@— 7L A/ >150mg/HEE
& 8- —— 7L A\ >»300mg/HE#
&
-
= i K%
= b
/J\ 4 sksk sk sk el t o)
z |
:'Z
5 2-
¥ p=0.05 150mg/H%f and p=0.01 300mg/B% vs 7>t RE
#% 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 (@)
&5 HARE
10 e
1008-12758% -O— 7S5 uRE
7 - 7L #A/\Y>600mg/HE
& 8-
B
A
:]T; i
nn
= 47
% . wAK wkx sk
5,
| % p=0.0001 vs 75tk SEREAIR D B LIIE 7 & BT
0— | T T T T T T |
NR—=RF7AY 1 2 8 4 5 6 7 8 (&)
‘5 AR

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

-

LRARUE—2 DEIE

108k No.  [#5-771k]

b1 ST o545 VAR H—E (%) p fiE *
1008-030 [TID]

F5 R 87 15 (17.2) -

FLH Y > Tomg/H 83 17 (20.5) 0. 465

F LAY > 150mg/ H 82 18 (22.0) 0. 465
1008-045 [TID]

7SR 81 8 (9.9) -

F LAY > 150mg/ H 81 21 (25.9) 0. 006

F L H 3 > 300mg/ H 76 21 (27.6) 0. 006
1008-127 [TID]

75 &R 84 17 (20.2) -

FLH Y 2 600mg/ H © 88 44 (50.0) 0.001
TID: 1 A 3 [

a) HEFHIRF OB A 2T NS —A T A N5 50% L EJfD LT BEEZ L AR X —LER L, TOEE
ERHRET LICEN U, BEEHEROER A 2 7 OFEEEIT R G4 T B 2 ETeEa 7 AR OB AO B
SEINDEH L,

b) ClLer J&ZERI|K+ & 9 5 Cochran-Mantel-Haenszel (CMH) %

1008-030 #ER & T} 1008-045 78R 1% Hochberg {12 L W ZEMZFHEE L7- p &2 RT,

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

& CLer J& (30<CLcr<60mL/min) O#ZERFE I 300mg/ A 2 Fe 5 L7,
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. ZeftEofiR

1008-030 B

LRI B R OBIERIL. 77 B AREE 25.0% (22/88 1) . 75mg/ HEE 32. 1% (27/84 4i)
SO 150mg/ HEE 41. 0% (34/83 f5]) IZFE 8 AL, ERFBWERITZEIED W (77 BAREE 3 6,
75mg/ B BE 7 B K% O8N 150meg/ B AL 12 1)) K OMEIR (77 2AREE 4 5], 7omg/ B #E 6 41 & TN 150mg/ H
BES B . DN (777 BAREES I, 75mg/ HEE 6 B & 150mg/ HEE 4 %) | 838 (FF &R
BE A, 75mg/ HEE 1 4 KON 150mg/ HEE 7 4) & Th-o7-%,

1008-045 B

L VR R B R ORIERIL, 77 2 AREE 39. 5% (32/81 f51]) . 150mg/ HEE 50. 6% (41/81 f1)
SO 300mg/ HH#E 67. 1% (51/76 fl) ([Z58 D Hav, ERBWERIZEFEIMED LW (77 B ARE 11 4,
150mg/ H £ 10 51 )2 Y 300mg/ H #f 20 1)) | AR (77 &AHE 6 5], 150mg/ H#E 12 51 % X 300mg/
HEE 18 ) . MW (77 2R 2 1, 150mg/ HEE 8 Bl &L O 300mg/ HEE 5 ) ZEThH 7%,
TUANY o OBEEREWERIL, 150mg/ B EIZHEEL, CEMERISMNHE, OB MEANEENR/ DS
INHED 3 01 4 ENHAE STz, 25 OEEIFIZHOUN T, DEMERISMGHE . DR MEASEER /U2 1)
SMR IR AREIE, SEELIXEIE 2 HERE S 7™,

1008-127 #Br

FERMEFE R R E R ORBIEMIL. 75 B AREE 36.9% (31/84 i) . AHIRE 73.0% (65/89 ) 1T
B B, ERBIERIZFEED £ (24 6], 77 B REE 10 6 K OAAIRE 24 #1]) | HHHR (21 41,
772 AREE S IR OARKIEE 21 F) | KREMEERE (1261, 77 2 REE2 FIROARFEE 126 . O
Wiz 9B, 77 B AR 2 Bl OARFIRE 9 B) . 9960 BB, 77 AR 1 5l OAFHIHE 8 #1)
ROBEEHRT (TH, 77 vREE L BIROARFRET B]) 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,

. JBIEICBAT 5B 55



QERNEMMHE (RHEFEE) (F5tRxtEBEHER. A0081208 HEx) ¥
B SHEIRIEBRE 238z, LAY 2 300mg X% 450mg % 1 H 2 B 5 U= B3k

KOz et e i i %,
RBRT A 7T AR, EERL, CEER. WATHRE, ZhiskERER
WES HAE e AR 498 B (B G45i])

TR R e R O AR A R < 18 kLA o0 B 2 (BIEHABRLARED DIRBRIEIRAM T# 28 H
FCEAMIEE T IMETEEZHT LN TEDH)
- BIEWIBAMERE (2 1) 12, ACR I K B8 EMRIEOREE (F72bb, 3 » AUk
JEHREIRNHH L BESNTWNDS 18 »FTOERAED 9 b 11 # Al B
BHbHZE) &l LimBH
- 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
TRRWIBMAE (22 2) IC, WMAOREEZBRET A Y B 4 AU EEYICEA L
Tﬁb\ﬂo$wKF137ﬁ4uLf%6%% %

FE 7 FRo e - TRIEHIBHARIE O SKBE O BRI SE0E U 7= VAS il 2381 221 BA 4RI & bhie L C 30% DL _H1K
T L

IR A DOFAMIC T 2 X 5 728 RIE LIS GRS R R . IR AR RS 1
RREEEICHEHIER 728 OMLWEREHFT 5 BE
IKFFHO ) v~ TFWHRER Ce BT HEE

LY DOHENEELTDH LS ) OREBICH HEBE

« 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/ HICHERT D2 L & Uiz, 150mg/H, 300mg/ H TLEMICRIEEN S 255
AlIEERIL Lz, 20%, e 0BEOENER VLM EBE L, &5%2 @
B (3% 4) Lo, ZNEh 450mg/ BICHEE L=, 300mg/ A CZEMICRIENR S 5
Gl EEPIE L, %325 £ (HEFATGH) ITHEOHER EELFIREL T 5
2, 2ok (EEHES) IHEOEEZfThnZ ke Lk,

BE5MEIX 16 @M E Lz,

ANPE DT TERHEE

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

- RIS T B S OEF A S T
* SAFEIFOFESG A 3 T IRAR— 2T A 27 30% LA KO 50%BL i L7z B3

(B0% L AR Z—RNE0% L AR 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 TR L 7=,

BE 24 FEFNC I HAMERIE DI A DREZ R H K< R LTV A HFEEZBRATIE SN, (O&F2F 55F1T
1O LT 7ZEW, )

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

EH hilk

L BUORE
DIEH

V.
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I. AMEORR

(1) FA&RHE DS A = 7
T U TNY RED IR O FEIPEIFA 27 OB RIT T T BRI TREL (F I &

WHEL ORERIZE © -0.44) | HEFHAVIC

BRRAENRO b,

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) AFHIRERIZIIT D0 Z & DR A 27 OHER
WL DR ATIEE 1 @G, T INRY VI T T BRI THEREIKLS . =0
TP G-I A0 U CRRE LT,

i) S LI N 3

=
-

(S0

BT EDER/AIT DR

—o— 7S5t RE(n=248)
——1)1)HE$(n=250)

DA 2FHRTE
*: p<0.0253 (&t 75K %%)

4+
R=251v1 2

5 6 7 8 9

7 8 9 10 11 12 13

& 5HAR

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
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(3) thER (LEFHOEE)
FALRIMRE DOIETE A I T IN_R—= R T A L5 30% M O8N 50% LA Ejgb L7z (30% L AR v X —
FKONB0% L AR Z—) OEIGIE, 7T BRI TT LAY VEBETEL .. BEHICAE

ZENFBO LT,
LARVE—DEIE
- 30% L AR — 50% L AR & —
REH LAk 2 (%) 7T R E O LA St (%) 7T R E O
b fil b fil
77k 248 76 (30.6) - 30 (12.1) -
FLANY v 250 101 (40. 4) 0. 0230* 57 (22.8) 0.0017*

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

I. REHOHR
TVANY R OT T 'R LD wENRHIREIT ORIEAFERRIT, 77 2RFET5L 6%

(128/248 f5i]) . 7L H XY L FET 82. 4% (206/250 f5l) T - 7=, T/ FIVEA 1T AR (45. 2%) .
FEED F U (28.8%) . IREHIMN (14.4%) . 1@ (12.8%) TH-oT-,

\ 7R FLHNRY v

B " (%) n (%)
LV RRAT R G451 248 250
BIIVE S HLG) 128 (51.6) 206 (82.4)
TR 44 (17.7) 113 (45.2)
FEhED F 14 (5.6) 72 (28.8)
RE I 7 (2.8) 36 (14.4)
R 16 (6.5) 32 (12.8)

AEAZRUVAE
(R EIEICHE S &)
WEL. RACIIHIMAEEE LT LAY 1 H 150mg 2 1 B 2 [EICHT TROKEE L., 0% 1 EML

E2TT1 BHESE LT 300mg £ Tl L7k, 300~450mg CTHERFI 2, 728, &fn, JERIC LD #EEH
BT a2, 1 AEAREIE450mg B2 202 L, WFnh 1 H 2EICH T TRAKRET S,

V. IGHRICEEY 5T A 58



OERARFIERR. $Ib RS (HHBERER

GHEAT—82EE) 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 LT &N, )

0 1 2 3 4 5 6
BH

L

% 24 FEFRNZ I HAHERRIE DR A DORREZ RS K< R LTV AHFERA T IZEN,

(O%2F 2H T

7 8 9 10
ikt
BUORE

DFEH

V.
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I. BOMHEOHKHR

(1) RIBEMOERE AT

A0081107 FRERICEIT DIEIFA AT DOR—AT A b O ELE (DAAC) D/ "3 1)
iZ. 7 BREE1L.07, LAY UEE-1.66 THY, 7T BREHIEART LN VREOE
fbENKRE L, MEICHBERZN RSN (p=0.0032) ,

1008-125 FRERICBIT DIEIHF A 2T DR—R T A b O E (DAAC) Dfg/h Y
X, 77 BREE0.39, LAY VL5 THY ., 7T BRI LN VREOE
fEENKRE L, MEICHBERZN RS (p<0.0001)

BEHIICETAERBAATONA—RZA UNLDTEHELLE
A0081107 &XE& (mITT) . 1008-125 FAE& (ITT)

R No.‘ 2. %?K/E%/af; 50 75 REE L Db )

B N BHPEYSD) N e/ IR (SE) 7= (SE) 95 %15 HH X [#] pfE
A0081107

77 &R 106 6.5(1.41) 106 -1.07(0. 149) - -

FULHANY > 106 6.5(1. 45) 105 -1.66(0.157) -0.59(0.198)  (-0.98, -0.20)  0.0032
1008-125

7R 67 6.727(1.446) 67  —0.39(0.167) — — -

FULHANY > 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) EACFHMFREOE R A 27

A0081107 FRERIZEBIT DIEKIFEA AT D= T A )5 DY BED /N T FHT, 75
BAREE-1.25, LAY URE2.02 THY ., TTRRBIHRT VN VEEOBLENRK
=<, WEHIICEBEREN RSN (p=0.0028)

1008-125 FRERICEBIT DI A AT DR—=RA T A )b O ENBED /N " FFHT, 75
TAREE-0.433, LAY URE1.967T THY ., T T BRBICHRT VIR UREOELEN
K&, MEICHEERZNP RS (p<0.001)

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

A No. ot ;ﬁ%;?%® 75 REEE Ol

B N BWEHSD) N b R D EGE) 05% R b
A0081107

77 &R 106 6.5(1.41) 106 -1.25(0.193) - -

FLHAY L 105 6.5(1.45) 105 —2.02(0.203) —0.78(0.256)  (-1.28, —0.27)  0.0028
1008-125

77 R 67 6.727(1.446) 67 -0.433(0.235) - -

FLUIY Y 69 6.540(1.253) 69 -1.967(0.231) -1.533(0.312) (-2.150, —0.916) <0.001
a) BHEHLOMHZR S, N=R T A L OEFA 2T RO 2 BEOFHfiOMR A =27 (40081107
AEROA) Z LR L 2 IFBAITIT L D,
b) ADEALIIIRIER DS E L7 Z & 2mT,
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(3) HaHHRFAICE T D Z & DK A 2T OHER

A0081107 7R ([EREILFEIRER) (B 2EIEOEFAaTIX, 1 BLY 77 2R
LT LAY UETERS, WTNORRIZBW TR FENICHEBRRZDRD biv:
(p<0. 05)

BSEDOEFRAIT DR mITT

s o TSuAE (n=106)
== TLH/N) U (n=105)
& 6
]
A
3
7 .
B
N
£ ]
T 4
B
ERHRELNE TS IS BRI
31 *: p<0.05(% 75 1A

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

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

BTEDOEFAIT DB mITT

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

(SR 1=30) L3

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

@BX AL

4 —— 5L AE (n=106)
——  FLAA1 VB (n=105)

(I 1=>30) LN
(6]

N=234»1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16(A)
RS HE
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(4) tER (WEHOFE)
A0081107 3&X5BR . 1008-125 FRERILIZ K FIE DI A a7 B _R—2Z2 T A4 935 30% K% TN50%
YL B L7z B0% L AR =KW 50% L AR Z—) OFIEIE, 77 BRI H~
THUHNY VEETE L, MEFFICHERENED b,
LARA—DEIE
A0081107 5XB& (mITT) . 1008-125 EXB& (ITT)

AR No. N LR — (%) i 7??%%&@%@@
57 F v Xt 95%[EHE K pfE
A0081107
7R 105 33 (31.4) — — —
30% FLHNY Y 105 48 (45.7) 1.85 (1.032, 3.328) 0. 0390
VAR HF— 1008-125
7R 67 11 (16.4) 0.235 (0. 098, 0. 563) 0. 001
FLHNRY L 69 29 (42.0) — — —
A0081107
7T R 105 16 (15.2) — — —
50% FUHANY > 105 31 (29.5) 2.24 (1. 103, 4. 546) 0. 0256
VAR HF— 1008-125
7R 67 5 (7.5) 0. 285 (0. 094, 0. 865) 0. 027
FLHNRY 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 REMOHER

A0081107 FBRIZ 31T 2 ZAMREAT T S B v D BIVEFHFEBLRIL T 7 AR HE T 46. 7% (50/107 1)
TVUHNRY URETET.0% (75/112 1) Th o7z, EREWER I, BHER (33.0%) . mEito F
VY (19.6%)  KREEPERIE (13.4%) Tholz, TV HNY COBEEZRENVERIL, KIMOFEE 1
BlHs S, BIE LT,

1008-125 FRERICH T DENWEARERRIIT T B REET 49.3% (33/67 fl) . F LAY VBT
82.9% (68/70 i) T o7z, E/RREWEAIL, GIR, ZEWED E WV, J97, DN TH -T2,
FUHNY o OEERBEWERIT, BEDUEGERE, Mg B IE/ D 2 6] 3 AWM E S, Wi
NWHEIE L,
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2) REMHRER
OEREHEERR (FRESKREFE) (A0081121 KE&) ™ - '©
H ST 9 28 AR (A0081120 #RER) (2B W T 13 BREIORMAZ 58 T L= #IRIEE ik
FREEZRSRIC, 1 B2 EEICE D7 LAY 2 600mg/ H £ TORMF 50440 &

OFEE T 5,
T 1 | FEERENER SR
x5 HRRIE B R B 126 6 (B 5-61)
TGN | RIS R R R A k5 & L7 A0081120 BRBRIZIH VT, 13 M OR
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 &
JRBROTFNEEZBMR L, ) T IRRBIANCCEIC L A RIENMS DN BE &
FREANEE | - S T 5 A0081120 BRBRICHBWTHREL L - EEARAEFSLN, IBREML (5HH)
ERfi & D VMTTRBRIKFEE 2 L 0 7L AN v L ORERRAH D LS
7o

- JEAT9 5 A0081120 FERIZ IS THRFEARE ST O B
CRBREAT (SrfH) [ERHC X 0 IEBROSIIA @Y TH D &l S B 5
BTk e VAN A1 HEOAIZ Tomg Z#ARA L, 2 HEMMDS Tomgl H
2 [A] (150mg/H) OHEZ 1 BEMRA L, 0%, e HEiE 150mgl H 2
[a] (300mg/ H : 30<CLcr<60mL/min) & %\ X 300mgl H 2 [A] (600mg/H :
CLer>60mL/min) & LC, 52 @WMIRA L=, GBI, Lotk & Jw ATkt
TOHREEEE L, AHEL | B (150mg/H) THOZRIFICHE L, 1A
BRI G- o R lZ oW CiE, 150mgl H 2 [A] (300mg/H) LLEOHEZRAL
7REIE. 1 EEORWEMZRTIRAZK 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
(TR HH 0T TR%) ) 2AEETIC52lH 503 63 BERMT
LHEHITHRE L,

e 5 HAM] ;- 53 W

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

e HERRE

X VASfE L PPT 22T

S A DIREE T 100mm VAS [Omm G IE72W) ~100mm (ZALLL EOJE TN HWGRYY) 1 12 X 0 3l L
77

TOERIL DRARTR W] 225 T2 EORAIIZRNL S VIRV FTO O B, AANE EJRADRUY
TEEEBEWLEY, ZoOEREIC, BEIEBOLRTDFADORSEZTE (/) TRALTFEW,

itz ESAND CHELEDR TR H VIRV

PPI 130 (<A L) ~5 (MxEEWA) O 6 BFE TR L 7=,
0: &AL IR o3 V/RVAN 28
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 e85 126 51D SF-MPQ DY A D IR E  (VAS i) M OHIAEDIFAHDFLE (PPI A7) OF
52 M E TONYMELRITT LT, _X—Z T A MEIL VAS fEAS 62. Omm X OV PPT A2 7732.8 T
BTN, KGR CIZEN TN 33, Tim OV 1. 7T £TRD L, LAY o OSERNEN R

e X iz,
SF-MPQ DA DR E (VAS B) RUBREDFEADIEE (PPl X27)
AR A N A OIME (VAS ) @ BUEDRAOREE (PPL A7) v
NR—2 T 126 62.0 (19.0) 2.8 (1.0)
B S ST 126 33.7 (25.6) 1.7 (1.1)
S /N YL Y AN 126 -28.3 (23.8) -1.1 (1.1)
N+ ST 41 SE#) (SD)

) B : 0~100mm (FXMEAEVME ERAD RN & ERT)

b) &l : 0~5 (R T7HNEWIEERADEFEENFNZ & 27T

¢) ADEILITERIERNSEELZZ & 2T,

) ZEERABRICTTLIANY UREEINEERE I ZEERRROR—XT A VHE, ST ERRES
INTWBREIIARTEBRON—RZ T A AlEE AWz,

Y

oL

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

& Ny | 4 8 12 |16 | 20| 24 | 28 | 32 | 36 | 40 | 44 | 48 | 52
ST 10151 % 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
H¥DTBERBBRICBV T, TLHNU VPR EESNEBEREEERBRON—AT 1 VB, Tt RPBEShBEEARRD
N—251 %R,

JE N AV 4 8 12 | 16 | 20 | 24 | 28 | 32 | 36 | 40 | 44 | 48 | 52
ET4h 451 %5 126 126 | 118 | 116 | 109 | 105 | 105 | 103 | 102 | 100 | 99 | 105 | 98 | 94

1) VAS : Visual Analog Scale

%2) PPI : Present Pain Intensity

%3) “EERRBRICBONT, LN URBESNERET CHERRBROR—ZT 1 Ul TR
PIE INTZBEIIRRBROR—R T A4 MEE V=,

I ZEMHOFER

ARERIZIBN T, LRMFHlx G5 OREIWERIL 78.6% (99/126 f5l) (258D b7z,
F7RREWERITFEED F 0 (28.6%) | REEMETEIE (16. 7%) | AR (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 Fl) Thoto, KEREKRESET
XPWEEOAEESL. M & FEIED UV 0F 1 HITERD BV, MR TS k%,
FEMED VIR G O—kReh IEZICEE Le, RRBEREZSECERVWEEBLRGEERIL,
. B/ AR, EiEED E o, BEIED VIR O 5N 4 Bl L s Sz, b
DERIFIZHONWT, H+ IBBEE 2 I Lz 1 B3, tho 3 fliXEE SR Sz,

BlERADEL
L VR XG5 126
RERFEBAE (%) 99 (78.6)
RIVE R B 261
B2 EIE AR B 4
EEOFIVEAZRBLBE (%) 2 (1.6)
BIWERIZ L 2 H k6% (%) 13 (10.3)
BIVEFNC & 2 d—Rr 5% (%) 28 (22.2)
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QEANEHZRERE HRBEREHBEZ(CHESEMRE) (A0081164 5X8&)
HAY @ Se17 2@ MAERER (A0081163 3ER) (2BWT 13 WO Z 58 T L 7B RIR MR Ry 4
BREEICEYERFRE LG, LAY 2 600mg/ H F TCORMBS O REOE

2 RIS %,
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

=)

X : VAS L PPI A2
A OIRAEIX 100mm VAS [Omm (FEAIT7Z2Y) ~100mm (ZALLL EOFEAIF RN HWVEEY) 1 128 0 FHliL
7

TOEMRIL DaHRTR W] 225 T2 EOREHIIRNL HWVGRVY | FTO O B, AANE ETRAD R
ZEEBWLET, ZoEBREIC, BEIEBMOLRTEDRADMESEXTHE (/) TRALTFEW,

e THLLEDR TR H VTRV

PPIIE 0 (&<JAHR L) ~5 (M2 ¥E s O 6 B TR L7z,
0: &WARL 1: I h7edm A 2: T b LUVEA
31 RO NN TIF T 22V Vi A 4 LR A 5 ¢ ik Z B Vi A

V.
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1

I. BOMHEOHKHR

FEAf e85 123 5D SF-MPQ DJ A D IR E  (VAS i) M OHIAEDIFAHDOFLE (PPI A7) OF
52 M E TOYMELRITT LT, =T A AL VAS fEAS 52. 8mm TN PPT A7 73 1.9 T
BTN, IR TIEZENZEN 27, 4mm KON L. 2 FTRHRA L, U HRY) OB R IR
N,

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

AT R A N EAOME (VASE) ¥ BUEOWRAOFEE (PPT 2a7) Y
N—=RT A 123 52.8 (21.7) 1.9 (1.0)
T ST A 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 : FFAm % G451 P (SD)
a) #iPH 0 0~100mn (BUEAEVIE EMANRNT & 2RT)
b) #iFH : 0~5 (RaT7REWIEERADERIEENE W & 2RT)
c) FTATTHRAOEITERIERNPLE L2 L 23R T,
d) ZEERRBRICTTLINY UREEISNTCHERFT I _EERABROX—2 T 1 M, 7T vRRnHEKE
SNT-WEBRE IIARIBBRORN—R T A MEE W=,
- TBHDIEE (VASH {iE) DHERS

60-

50

404
(7]
< 304
>

204

10

O I‘I T T T T T T T T T T T T T

N=254 4 12 20 28 36 44 52 (34)

il
5 HAR
VAS : Visual Analog Scale. Z# : 0 ~ 100mm(EEHSBNFERADBNE L ERT)
pIEl N AV 4 8 12 | 16 | 20 | 24 | 28 | 32 | 36 | 40 | 44 | 48 | 52

ET40 151 % 123 123 1120 | 119 | 115 | 115 | 112 | 108 | 105 | 103 | 102 | 98 | 97 | 97

V.
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IREDEH DIEE (PPI*2Z 17) DS

PPIZa7
&

1.5+

RN=2717 4 12 20 28 36 44 52 (B)
%3
REHAE

%2 : PPI : Present Pain Intensity .  : 0 ~ 5(RAa7PBWNEEBADEEENB\I EERT)
%3 ZEERERICHEVT. VU DPREINEBEEZEERBRON—ATA UME. 7o 0RBREINBEIEARBRON—
S MEERVE,

JE N AV 4 8 12 | 16 | 20 | 24 | 28 | 32 | 36 | 40 | 44 | 48 | 52
ST 40151 %5 123 123 | 120 | 119 | 115 | 115 | 112 | 108 | 105 | 103 | 102 | 98 | 97 | 97

I R2MHDOBER
ARERIZ BT, LRMFHlx G5 ORWER X 70. 7% (87/123 fil) 125D HiLTz,
FRBIERT, IR (22.8%) | KEHEI (22.0%) . FEMED F W (20.3%) TH-7,
HEFERICLVIERZPIEL-0IZ 19 FIT, 2095 12 FICTRIBEEHR 2 5 E TE 220 & H
éﬂto¢iwﬁlkﬁotlﬁﬁﬁ%mb@wﬁ*$%@o%@ﬁ@%%ﬁ;ngﬂt
EEEDEWN QH) OATHoT, REBMFRERE CERVWEHEEOHHFEFRRIL, FEIE 1
mm WO BT, BEPIEZICHA L, RRBAREZSE CERWEERAEFRIL. W
FER OVE A 1 QIS S22y, 2 huii e ONal 18 A3 eRs S iz,

BERDEL
2 VAT X5 123
RIVERZBHEL (%) 87 (70.7)
RIVE R B 196
B2 EIE R B 2
HEORIEARBLIE (%) 1 (0.8)
BITERIC X2 H 1615 (%) 12 (9.8)
BIVEFNC X BT —Frp - Fi% (%) 34 (27.6)
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CEANERMAKREREE (RMMMBIE) (A0081209 ;&) '
H T3 28 AR (A0081208 #ER) (23T 16 RO A 58 T L 7= Sk e B

ZXRGIT, T LAY v 450mg/ H £ TO RGO 2 M K O M %2 5+ 5,
w7 HERE I 535

x5 R R FRE 106 (5] (3 5-451)
TG - BRHERRIERE A X4 L L7- A0081208 RERIZIHBWNT, 16 MBI DORA 25T LI-&
H

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 &
JEAOTREE L 100mm VAS [Omm (R 1E72VY) ~100mm (2L EOIFE TN SRV ] 12X v 2 m L
72

TOERRET ERIRN] 5 T2 EORAITRN BV £TO 5, HHNE ERADTR
ZLEEEBEWLET, ZOERLEIC, BE1IEMOBRIZORADORIEFTHE (/) TRRALTFE,

AR X2 I EDORE TN < B DRV
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I. BHEOHKHR
FRA 51 106 B 0DIE A D VAS . CEMME) 13— R T A LAl 4 BIp, 28 @8, 52 Wi,
HEFHMF CZ 40 61. 8mm, 48. 5mm, 48. 3mm, 47. Imm, 48.7mm TH Y . EHFREIZBITH 7L
H N DOEESEHR K ONE DR RS Sz,

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—2F A I DE 106 -13.1 (25.3)

N = BFAfiet S0, SD : AR HE(R &

70 1 JBAHDVASXYE (EHME) DH#FE
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) ®mi&

15 HARS FAEES
%1 :VAS : Visual Analog Scale . &iF : 0~100mm (BEASWNFEEFBAMNENI EZRT)

pIE] N MY 1 2 4 8 12 | 20 | 28 | 36 | 44 | 52
ST 4 151 25 106 105 | 106 | 106 | 105 | 104 | 104 | 101 | 98 | 92 | 87

I. ZEMOER
ARHERC BN T, BRI R I BITEH L 84. 0% (89/106 ) 127D b7,
F2RRWERNTEIR (26.4%) . EMMED EV (24.5%) . REHMN (18.9%) . Hf# (16.0%)
Tholz, BIEHOEEEIZ, £ RETHY, BEEORIERAITRO N7,

N (%)
B RVERRAT R 5451 106
BIERZBEE (%) 89 (84.0)
TR 28 (26.4)
FFENED F 26 (24.5)
RE M 20 (18.9)
155K 17 (16.0)

N - Rl ek 52451
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G@OEANRHRERE (SHEG®RAER. WEDRER. SHRMUELERLRE) (A0081252 HER) 9
B : BARANO PR EEMALN (FRERERIEN. M2 %REm., SR MEMAIERR) &
FrRXGIT, TV H Y 2 600mg/ H E TOREYBGRiOZ2VE, RN O 2 % 5Hf

‘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) HEMEhR McGill ¥ AR (SF-MPQ)

FEAMEF 851 103 Bl D SF-MPQ DI A DFRE  (VAS E) M OHEDHADFELE (PPI A2 7) O
W2 RIR LTz, N— AT A AEIE VAS 73 67. Inm L ONPPT A2 778 2.5 Tdh o 7273, ik
FHIFECTIZZE NI 47 0mm KON 1.8 T L, X=X T A U EDOUGENRD LIV, M
PRI MR BT ISR T 5 7 L TN R G OSRNR O R e ST,
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SF-MPQ fE#H D5 = (VAS fE) RUBRAEDEAHNDIEE (PPI X2 7)

HRGTETS N AOME (VASE) ¥ BUEOWRAOFEFE (PPT 2a7) Y
NR—2F5 A9 103 67.1 (16.6) 2.5 (1.0)
ST O 103 47.0 (26.9) 1.8 (1.1)
R—2F5 A B DAL 103 -20.1 (25.2) -0.7 (1.1)
N : R % G451 ¥ (SD)
a) %iPH 0 0~100mn (BUEAEVIE ERMANRN T & 2RT)
b) #ilH : 0~5 (R T HREWIEERBOEIEENEH N & 2R T)
c) AJEERO 1 H BLURTOEIE D2k
d) AJEEROHEFREE - JEFHIC R D RKRI 2 2
e) ADEILITERIERNEELIZZ L E2RT,
(mm) EFHDIEE (VAS“ B) DIEDHERR
704(103)
&0 )i
50
L ]
o 40 @8 ©5) ©2 ©n &N (85) (1039
<
> 30,
20+
10
o4
R=254y 4 8 12 16 20 24 28 32 36 40 44 48 52(E) B&K
YRS

RS HAR

31 : VAS : Visual Analog Scale . #ilfl : 0~100mm (B2 EVME EIRHDMN T & Z2oRT)

REDEHFDEE(PPI22 07 ) DFIHEDHTS

3.0
2.5 ( YA
201 . 37) e °

Pﬁ =N @&n (85) (103)

~ 1.5 (95)

o

a
1.0
0.5

0+ 1 ; . ; y . : ; : ; : ; v ;
A-254¥ 4 8 12 16 20 24 28 32 36 40 44 48 52(8) %{g@{}
SR

RS

¥2 : PPI : Present Pain Intensity. #iffl : 0~5 (R a7 REWEERHADOEEENES VD & & 7R~7)

(2) EIEREH S &M 10 THH  (mBP1-10)
mBPI-10 ¥8 2 2 7 OYHMEIZN— R T A L 3.9, KEHMIFE 2.5 THY, X—AF 4 nHD
KT BNz,
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I. REHOBER
HeAT9 % A0081107 FhER7.N & BAEFE ANEAL U728 D W AT BR AR TP (3 72 (23 B L 7= BIE
X, 87.4% (90/103 f3]) TR BT,
FRRIERIL. GEIR (50 ], 48.5%) . REHIIN (29 fil, 28.2%) . FREWED EV (23 .
22.3%) . RAYMEVRIE (18 B, 17.5%) T o7,
HEEEDLICEGEZPIE L0 16 ]l (15.5%) T, D95 134 (12.6%) TH ISR
EEETE RV EHE S,
HERAEFZIT 196 (18.4%) T, T0H LRZEFZEFOEE 14 (1.0%) IZFEH BN
R TR & ORI RREREZ B ETE RV ST S L, REETH -T2,
HEOAFEFRIL 126 (11.7%) T, 2055 441 (3.9%) IFIRBRIE L OREERE G ET

XTI,
BlERDER
TRV R 551 103
BIERZBHE (%) 90 (87.4)
RIVE B 229
EERFEIVEAZRBIBE (%) 1 (1.0)
BEEOFIVEAZRBLBE (%) 4 (3.9)
BIVEANC L 2 R IEFE (%) 13 (12.6)
BIVEFNC & 2 E—Rr 5% (%) 41 (39.8)
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ONEERLHBERE (BRADER®HERE) (1008-061 3XEx. 1008-198 HER) (WEAT—%) 2
HI : Jelz 9286 L7- —EE MRS (1008-045 5Bk, 1008-196 #kER) (2L, IEEHRRABE~DOB
1TEME LIRS %R aRE R IZx LT, LY 2 600mg/ H £ TOMEE R
5 UT-BE O FNE R VRV EERET 5,
WERT A 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
- [ EREL S 2500/mm’ B, AFHEREDS 1500/mm’ LL_E 3 2 W i 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 OREEIT 100mn VAS [Omm OFAIE72VY) ~100mm (ZALBL EDTRAITZRN H VIRV T Ick v EMEi L
77

TOEME TRAIRN] D T2 EORAITZRZWNL BV £TO O B, HANE AR
:k%%%TiTo:@Eﬁhﬁ\@flﬁ%@%@t@ﬁﬁ@ﬁé%??%(/)TﬁALTTéwo
I I

itz ESANA CHELEDR TR H VIRV

PPLIZ 0 (&<JHARL) ~b (M2 EEVEZ) D 6 BB TRHM L 7=,

0: &WARL 1: I h7edm A 2: T b LUVEA
3 R0 N T 22V Vg A 4 WLV A 5 ¢ ifit 2 EEV VR A
ARRAERVAE
(iREEEER)

W RACITHAREEL LT LAY 1 H 150mg 2 1 B 2 BT TRAOLL S L, F0% 1 B
I T 1 BHEE LT 300mg £ THIET 5, 235, Fin, ERICE D EEHEET 228, 1 BimHER
600mg ZBZ 72N L, WG 1 H 2ENICOTTRAKREST 5,
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I. BOMHEOHKHR

AL BARR B E 268 & LR GRB 1 (1008-061 AR 154 i, & 312 @& 5)
KON 2 (1008-198 &R 275 B, A& 172 BEH) (2B 5, FADOEE (VAS i) K OHIED
JADOFEE (PPI 2 a7) OfERER Uiz, BHHIR ORI > CTEEAGRI B R 2 1235
HLIZb DD, B ROMENN—R T A VREOEE EBD Z L ix e o7,

SEREARSHER 2 SRS (1008-061, 1008-198) (23115 VASER U PPl R a7 D#F

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&)
pIE N MY 4 8 12 | 24 | 52 | 104 | 156 | 169

ST 41 151 25 429 410 | 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)

IE N2y 4 8 12 | 24 | 52 | 104 | 156 | 169
ST 4t 151 25 428 406 | 348 | 325 | 264 | 182 | 110 | 46 | 30
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I. ZEMHOFER
1008-061 ZEr
AR 2B R ORIERIL, 75.3% (116/154 #) (2588 Hiv, ERRIERIZEFEMED
V(32 fl, 20.8%) | MREEHEAN (23 B, 14.9%) . AR (21 B, 13.6%) . FHHC L HHME
(1561, 9.7%) . HNEEE (1341, 8.4%) . RIEMEFEEORH (& 1161, 7.1%) | &)
FiE K& O (4% 10 i, 6.5%) ETh 7%, HEERBEWEMIT, Fi X 29ME 3 fil, R4
AR, EBIEE, KT Y v A, EEMEEISMGH /ORI AMIGHE, ot/ i K B AME/
FIZ L DM 5 61 8 EE S, Wi bIEIE LTz,
1008-198 #BR
L RVEREAM R B T ORWERIE, 65.1% (179/275 i) (2580 Hiv, EREWEAIZFEINED £
VN (44 B, 16.0%) . ARYMETERE (35 1], 12.7%) . IR (29 fl. 10.5%) . HESE, F94.
(REHIN L OEYE (% 16 fil, 5.8%) . .l (15 #il, 5.5%) HETho7™, EEZFEIERIL,
FERMARLRR 5 | IR BRI/ Rt D 2 ) 3 (R S, 2 DRIjIZE N E U REIE, BIE Th -7z,
ALNE B

ARERERVHE

(HREEEEER)

WE . AR LTF LAY 1 H 160mg % 1 H 2 BEIZH T TRAJKE L, F0% 1 EFDL
BT T 1 HHEE LT 300mg ETHET 5, 7ol Fln, ERICK O EEHEKT 22, 1 BHEmHEIR
600mg X RN L L, WIS 1 H 2ENCHT TRAKET 5,
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ONERHRERE (EHESE®RER) GWEAT—4) (1008-202 5X5&)
HEY : JElc i L7z —EEHRAR (1008-125 RER) (2L, HEERARB~OBIT2HE LK
FaRHBE LT, L H Y 2 600mg/HETI1 H 2 WEEEMKEE L-FoLeetham 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,

R SeATEER (1008-125 BBR) DK TREZZO%., WAKEIZEEMAEE 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 :VASHEE PPI 27T
A OTREE L 100mm VAS [Omm (JRZ1EL72VY) ~100mm (2L EOIFEIAIT N SRV 1 12X v 23 m L
72

TOEET DRIV 206 T2 EDREHRTRNL B ViRV £ TO I b ARNE ETRA DT
:&%ﬁ%TiTo:@Eﬁit\@flﬁ%@%@t@ﬁﬁ@ﬁé%&?%(/)?ﬁﬂbf?émo

e EtANN I EORE TN < B DR

PPI 30 (&<MA7R L) ~5 (M2 HEWwA) D 6 BPE TRl L 7=,
0: &<mHlL 1: T 7Rdm A 2 T EbLUVVREA
31 o MWTIE I 72V R A 4 B LRI 5 ¢ ik % #E R A

V.

TBHICE3 5 TEH 77



I. BOMHEOHKHR

BEIFEZ31F 5 SF-MPQ DR ADFRHEOREIIA T | FEIA 2T, 53 A7 OR—
AT A INDDOELDIY) FEHERFZE) 1L, TnEhn-0.7 (5.8) . -0.3 (2.8) KOU-1.0 (8.1)
T o7, VASHE] NPPT A 27 DR_R—RA T A L) B RAKEHIEE £ TOE(L DY) (FEAE(F )
L. ENEN-7.9 (25.2) k1-0.3 (1.2) Thol,

BASEHI IR0 € ARSI R ORIl S SN TV BF X 88 Il ThH o7z, T TEHLL
L) (43.2%) . TELLELE) (27.3%) XiT IR0k LZ) (23.9%) Th
STZBENRKEETHY  TOTTEL LTz (8.4%) T TE - 72 < E(L LTV (2. 3%)
LR L7 BE I o T,

SF-MPQ iE#A DR s (VAS fE) RUBRAEDNEAHDIEE (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. ZEMHOFER

BIERIZ, 78.6% (81/103 ) 123D HAL, FERFHIMBRBIEOFEL CHEIR (18.4%) .
FEPED EV (16.5%) . RIRAE (10.7%) OFBNE N7, ZOM, FIHEN 10%LL ET
bolobDlx, ERE (12.6%) . Hl (11.7%) | B (10. 7%) Tho7, EERENEM
IEANEREE, O DML, FRERRTUEE, BRSO 4 FIHE i, WIS [EIE 2 A
wEhi,

ABRZERUAZE

(HREEEMER)

WE . AR LTF LAY 1 H 150mg % 1 H 2 BT TRO®BE L, F0% 1 BB
2T T 1 BHEE LT 300mg £ THIEET 5, Zds, Fln, ERICE VEEHEET 223, 1 BimHER
600mg ZHAX RN L L, WL 1 H 2ENCT TRAKET 5,

V. IGHRICEEY 5T A 8




(5) #BE - RAERIGAER
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 3ER) 1Z8IT D AFHIREOE TR A 27 K ONVE OZ b EO BE ZH [ (5B
PEo ZebE) | AEERE] (18~64 1. 65~T74 5%, 75 kLA L) | IKER (57keg AN, 57kg LA L) |
SRR (18.7 » ARG, 18.7 » HEL L) | X=X T 4 LEEA 27 R (6 miAw, 6 8L 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) 12817 D RAEFHIRF QKR A 27 KO D2 L EO BEY
BRI TR (B, etE) | AEER (18~64 %, 65~T74 ik, 75 mkLA k) | IKERI (64. 65kg AT,
64. 65kg LA ) . BERRIE OFRIFHIFAI (12. 03 FEAN . 12. 03 4ELL 1) . BEIRIFMEA RS et 212
PES SR ORIFEHIMB (3. 194K, 3. 19FLLE) | X=X T A4 IEFA TR (6 mATN, 6
LLE) JOFEMT OFER ARFI OB IEIC K & 72 B % AT RO & 5 R 113780 b e o 7z,

RIETRAEIZHE S &R

AHNDORHETIRAEIZAE D IR T D AN B 2 KIZ T ATREMED 8 B R FI2 oW T, [ENH
ITFRRRER (A0081208 FRER) (2 351T 2 e RATh Rs 398 T A = 77 0 /B84 5! [HERI (B ME, Zehh) |
AEERBI (18~64 %, 65 bl b) | {RER] (54. 20kg A, 54.20kg LA L) | FEFHIMAI (36.32
» H A, 36.32 4 HLLE) | AAER] (F. #) | NSAIDs fFHIRI (7, ) [ 7® 7/ 7
= VBRI . ) | N— 25 A LRI A TR (6. 43 AL 6.43 L) L R—2 T
FIQ# A =7 Bl (52.29 mA ., 52.29 KU L) 1 OEHTOREEK, AF DAV K E et Ba
FETRFIERD o,

BHEEICHES PREARESEER NNBEAT—228T)

AFNOF ARG LE D PRI R PR E LR 26T 2 A IS B % IE T R REME N B B IR 112
DN, [EFEILE S AR (A0081107 3ABR) S ONEALE Tb FHEER  (1008-125 #lER) (2H1F %
VIR A a7 OWH)EEOREE SR (MR (BrE, Zetb) | Fleil (45 A, 45 sl ) |
{REERI] (70. 15kg A, 70. 15kg LA E) | FHEREORIKR] (BB, Fik, Zoft) | ASIA e
fEE 2 — Bl (5E2, Aed) . BESME (C4-10, C2/C3/T11/T12, Znfth) | HHEHEED
FEEER CobBREE, DUMBRED) | IR ORI (FRt7s A4, R & B A ikd) | Fhis
SRR ORI HIR] (60.0 » ARG, 60.0 » HELE) | RXR—=RAF A AT H] (6.4 5FK
i, 6.4 JRLLE) | FREEAIDERR] (B, ) ] O ORER. ARIOEMEIC K& REEEE K
FTERATRD 5o Tz,

MALPNEE B

V. IGHRICEEY 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/ AEE | 300me/ BEEY | 600me/ FEEY | 7T AR | 150me/ BEEY | 300me/ HEEY | 600mg/ AREY
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

: FEE CLer JB @ 300mg/ H i & RIFRE ORFE 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.

1BRICEd 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)
DFBIFIXTFTERO LY THY | K Cler JOIEFIEN D 7o\ DFHIIXREETH 5 23, SIS
K CLer JE CHEYE Cler B XV b A EFHRBRNEME TR L TN &, L LARD, HEiEE
IZOWNTIE, BHREDORE R OHEICEDL LT, 12 A CPBEIFEETH Y, BEMICH
BERDLDTIHRNEEBZ OGN Z L0b, WKEBHZMRREBEE L RRICEHRELBE L T
BE SN AR (BHEREREE B (30<CLer<60mL/min) {Z%F L, BHEREIEH £ (CLcr>60mL/min)
DYBEEPE) IZOWTITFRHI R X 2TV EEB X b,

MERRIMEREAEES CHESIERENRE LEERFEMARER (A0081163 HER) ISHITHAFEERERE

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)

FHBE (%)  GEEHIED
B KEYE CLer JE o 300mg/ H A & [RIFREE O i & 72 B4
(] : BEYE CLer JE o 600mg/ H R & [RIFREE O L 72 B4
a) ERCE SNT-HEZ LR Lz, LAY 2 600mg/ H#ETIIAERE Cler J8 OHEERE (21% 600mg/ H |
1 CLer J& OHEBRFE 1Z1% 300mg/ H 2 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
WEL. RAICIIVIBHAESE LT LAY 1 H 160mg 2 1 H 2 [ECHT TRAKE L, 0% 1AM
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,

V. IGHRICEEY 5T A 81



(6) AEMER

1)@%&%%@(—&ﬁ%m%mﬁ BEFEARERE. FARBELEERAER) . 2ERTET—4
RN—RAE., BERFERERABEONE
)Jﬁﬁ7ﬁW®ﬁ%&mﬁ§(%ﬁ@W 2011 4F 1 H~2016 4E 7 ) %
MR R B A XTI, FHEETICB T 2R ROEMEEZRFT 22 &2 HEE L
T\Kﬁ%mmﬁﬁ%i%bt(ﬁﬁﬁﬁ.wﬁ)o
2011 4E 1 A5 2017 F 4 H £ TITIENSE T Lz,
LV R SIEF] 3613 BT T 2 RIMEHFE BT 15. 03% (543 f#)) ToH YV | FEREIERILE
FPED FEU6.50% (235 B1]) . MR 3.68% (133 1)) . RFYPEERAE 0.83% (30 ) THo7=, &
Db, ﬁ%ﬁ@iw&w@m@\ﬁﬁ%%%4ﬁ&ﬁf@%ﬁﬁ%<ﬁb%ﬂtoW@%%ﬁ
B L 52 2 R 2t Lo, Ml Fln, BleEEORE, 717 F=0207
T o AME, BOHEOH ., OFHEEAIOA M, AiERIEOA wiﬁﬁ(&ﬁﬁﬁﬁ)\lﬁ&
& (K IZBWT, RIERRBBLRICAEEZNEO b,
BIWERATRISIEGI D 5 G| BRI OFAN (B SUTHED) G656 T\5 3350 Bl 5
ZhEIX 84. 1% (2816 i) Th-olz, £, BEDOFHMIZ L DEMA 2 72BN T, KA GAi &
i L CHBERUGENRD DLz, ARICHELY 52 555K T2 Mt LR, PR AE
(k) . 7 vTF=0 7 07 7 AME, ANEREOAE, IRIERH] (RE5HEE) | 1 AkE
& (BHAARE) KON 1 HEEE (K IZBWT, AEENED b,

U U B h 7V ORER AT GBI ¢ 2011 454 H~2016 48 A) *¥

fR R R BB 2 RIS, M ERE TR 2 R AR O Z &Mk G2 et 5 =
EHRBME LT, KRB S AREREZ 30 U-, AHE Tl SBT3 2 6 AR A o Bl g
13 WD LT, KT 104 1 (B GBALERED 728 H) ECEBEMME Lz, 72720
P 5-BAAA 104 B AR TG T TP Ik LIZIEFNZOWTIX, T OB £ T 85 @W&Lto
L RNMERRAT R SAE R 800 B2 1T 2 BIVERFBLIZRIL 12. 75% (102 ) TH Y . FE/2FIVEM IXEHR
4.50% (36 f71]) | VFEIED E N 4.25% (34 f) | RAEMERE 1.13% O ) THH, ZNET
D ENI O R AL 0T LI ARG & RO FRTh -7, & GBE 13 BHENS
52 MUNIZH T 2 OBRWERRBUC B Z 52 2 RN T2 Re LR, 2v7F=2271
7T oAl DFRERIOFEE, FEEEOFE, 1 ARARFEGRIZBWT, AWEHBERICAR
MR BT,

BNMEFRHT R RIEF D 5 B AFEGHE T RSO IERFZ R ROl 23S 5 TR Y, 2o
HERREZBRZ 769 BIIC BT 2 ARNHRIL91. 0% TH o712, £72. BEDOFHMEIC L DKM AT
ICBWT, ARG & L CHERGENRO SN, ARICEEL 52 5 RINT 2K
LR, BEEREOA®E, SO0HEOAE, siaREOAE, JFHEOFmIZIBW T, AR
BEZEPRD LN,

2) RBEBHELTERFEOARIIIEREL-HAE - HABOPE
HM L

V. IGHRICEEY 5T A 82



() =0
1) ERNERKRHER
OEATSARxfEHE? 122
TR AR B E et & Lic 13 G 0 —HEMREGBRIZB VT, ZEFHMEEE TH
B IAEFHIRF O A 2 T IX FRDO EFB Y THY , 7L H/NY 2 300mg/ HEEKL O 600mg/ H#E Tl
77w AR R L CREFENICE B R ERRD b,

I KGR O A =2 77 &P
o gy | TR 7IERLDE b i
T AEAERA S [95% 5 HH X ]
7T RR 97 5.127+0. 19 - -
LAY 150mg/ A | 86 | 4.8140.20 | -0.31 [-0.85,0.23] | 0.262 |
FUANY v 300mg/H | 89 | 4.2640.20 | -0.86 [-1.39,-0.32] | 0.002 |
FUHNY > 600mg/H O | a7 | 4.49+0.19 | -0.63 [-1.15,-0.10] | 0.019 |

a) HERAEMVE AL DM A0 HEEN DA Uiz LEMOPERA 27 [0 (A2 L) b 10 (ZH
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

) VLT F=r s YT Ty AHEENE (Cler) 12K - TL 30<CLer<60mL/min OHERE1Z1% 300mg/ H |, >60mL/min
DYEERFE1ZI1E 600mg/ H BN 5 STz,

BRI E AR RS RS = L S R B E xR & L= 13 G0 “HEREERIC VT, T
FHIEIE H T D IR HMIiRF O A a TIX FRO LY THY, 7L HNY 2 300mg/ HEETIEI T 7 &
AREE L ol U CREEH P B s 030 BT,

TR DI A =2 7 > )
\ - P N = R
R P o oy | TR |
S — & =
- . [95% (&1 1]
IR 135 4.83+0.21 -1.20=%=0.21 - -
% Y N R T -0.63 |
+ - +
s0omg/H__ | P Aeemeem g ke 1.09,-0.17] | * %
T HNY -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,

BRI DS A =2 7 =)

Be i o Y NE SRR EDE i
Y [95%(Z g X 1] P
77K 248 5.4540. 12 - -
A% Y T -0.44 |
+
300-450mg/ F 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)

AR D P B 123 1, BRHEARTAE B 106

Bl S AR MEf R B R GBS, MR %K. R MEMLIE I RE © &%) B
103 Bl & xt5 & LIz B 5 EE (O3 52 8) 1281 29 A D58 (0~100mm @ Visual Analog
Scale TN K EWITEBWVEAZRT) OFBHMEIZTFED LBV THh-oTz,

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) GWEAT—2ZETL) W
FRRERIEFRZT 2t L L= 16 MRG0 - HmEMEERRICHBW T, FEIMEE Th 5
BIEHIOEIFAaTIITROLBY THY, F LAY B (150~600mg/ H) T T REEE b
L CHEHFIICE B R UERRD b,

s A7 o
B o BFEHON—2F A e s
s 134 D ORI JTEREDE b it
O [95% (I
—_ ~J — I~ o~

75ER 106 ~1.070. 149 - -
___Q_I_/__:\__{]__: _______________________________________________________________________________________________
;o-g)gm;/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) HEERKRHER MMEAT—2)
O NETZRABRE (HFRESRERE W
R HMRREE 2 5 L LI ZEEREGRBRICR N T, FEFHMEE R Th 2 Gk i iRy
DERAATIITRDO LB THY, WTFRORBRICBWTH AL AN > 300mg/ H KO
600mg/ HBETIL 7 T B AREE & el U CTHERHRAICAH BRI ENRZE D 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 JEFEE) 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 J@ﬁfﬁ) 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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Q@ SNE TSt AR (FHEEG®RER) ¥
FRREREFRZT 22 L L 12 B G50 " HmEMREERRICHBW T, FEIMEE Th 5
AT ORI A aTII FREOEBY THY, LAY R (150~600mg/ H) T7' 7 vAREE
& H U TR RIS B R E N RO b T,

FATHERF OFEIF A 22 7 2 )
50 ———
4 _ i TTEREDE

J SN Al /i) i 2 Y E/E: VN =

iE 51 5 /N IR AR YRR [959% 1 H [ ] p &
WA« 67 6.199+0. 235 - -

A% VA N T e R

150-600mg/ A 69 4.665%0. 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@ SERMIESRER (FRASRERE. TREGRER © ¥

WIRIELBARIRRE 2R LRI GBR 1 (154 6, &E 312 ##5) | 2 (275 #i, &
F 172 88E) ROEHBRESERE 2SS L LEERGRBR 3 (102 4], &KE 167 HiEhE) 128
T BIEADRED T TRO L EBY THoTz,

B DOFRE  (mm) @
HORIEIZ 14 AR TR FHEHREZ AT
FFAG R A EMR GRS 1 ER 53k 2 R 55 3
- . RIS T e " Y fiE+ . " S fiE+
R 512k e AFAG 51 % T AT 512k e
L BGET | 164 ] 69.4F18.7 | 275 | 67.3+£17.9 | 102 | 61.2£23.7
oo lewd ] 114 | 42.8426.1 | 21l | 40.34+25.4 | 89 | 51.9£23.6
24W 91 ] 40.5%25.1 | 17 41.4%+24.9 | 77 | 48.8+23.8
... bz#@ | 63 | 38.3%+24.6 | 122 | 35.7%£24.2 | 58 | 561.0%22.7
104 1A 32 36.8%23.2 78 32.5%x24.1 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. EEPMICEEHILEYRIIILEYE
SN RV ERE TSR T
HE : BEEOH HICEYMDOIEXIINRFIX, HFTOEIRXESHRT L L,

2. EBEA

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

RIS F T ~ e o o
) HWEFSF TR ~. 7 IJ;J_I \U> .
g 4‘
AW
e 4@2097JI1=wh
L]

Ca®*FvRIL »
- » Ca2+
18
o
< -
B A
HRTEYE

wEmEnE 0 L

BRI IR

REPEEZ TV DIRE

MBI F TR

TULANI D ERIERAZFEEL T SIRE

Bl . BARRZPESARRER . NI SRR
ORI = TV 5 REE
N T hA Ty (Ca*T) FrRAMBIHA L CaNIC L D A 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
TUHNRY L Ca2TF ¥ R Da,d VT 2=y b EDFEEEIN LT, DAL T LF ¥ 1O
T CTORBLEK ) Ca® OMAZIK T S, MRIEEDE O 283 %,

TUANRY L, CTTF XN Da,§ 7 2=y hAOEWEEBRAMEICLY, AT AF v X%
OB TORBER N Ca> D7 A KIH~OFAZ KT S, BRI E O R ik
HAEREIT A2 L0k by, WREEE L L/-=a—n 28, BRERNERET S, 512, LA
U OEFRERIIT FTITHERAES RO /L7 KLU UREBE e F= RIS 21EH b
B LTWDZ EREBEINLTND,
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VEFBEF % ST 2 Rl B pil

1) Ca’*F|AMFIER (in 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 URHRERIZBWO TRl I LoD AA R E ([Ca*t] i)
EFICR L CRBE G250 E ) Dk, b MRIMFTREN O L= )7 by — A THRE LT,
TUTNY) ALERED V7 LA A4 (30mmol/L) THERE LT T LA F AR L Tl
FERAFH 72 MBI ER 278 U, e KB =R1Z 35%., 1Cs 1% 16. 8 umol/L (2. 7pug/mL) THo7-,

Caz*AlCK 9 % 1EA (in vitro)

100 —
IS
e
T o
TR
on
] e
i(zg 80
IF
+ O sksk
N4
h
o N0
{unD
60 — @ HN\RVFY
O 7LANY Y
T T T T
0 10 100 1000 (mmol/L)
YRR

FT—=BIE TV HNY AR OB IV T hA AR ([Ca2t] i) ERZE2 oy ha— U fEickt
THESFE TR L, PO RE, 1 REHZY 2 RIKTHEIE L 5~23 OEBROFEYE, =7 —/—X
ERBRFEERT,

*P<0. 05, **P<0.01, 22> b —/ Lt L OER, —TEES BT O% Dunnett O 5k,

J5E e PRI E NSO L2 T 7 N Y —AICKIREOT LV AANY U ERM L, 30mmol /L O &R D
BV T EAF AN K VFER SN DN Ca2H A ZHIE LT,

2) YITRAVRPIZLDYILE = UBKEBIERERICKT R (/n vitro) *V

TVLHNY DTy MEBEI R NSO 7 VZ I VBRI T A1ER % invitro TRET LTz, HE
£ Hooded Lister 7w r3BLiBIL7=W % PH] FAVZIVEETT LA FaX—ML, HiE
FEAV D LA A (30mmol/L) THH SN BURMEE R O 2 RE L (n=3~7) . BN
WRANTF R THLHY T ZZ 2P (1umol/L) OIFET TIEL, [PH] 2% 3 o256
PERE (IR U U LA F U USINEI) O 150%FEEICE T RS Lz, LAY v [i43155
SyATL VA, 30umol/L (4.8ug/mL) ] X, BT AKX AP (lumol/L) L@EREN Y T LA
¥ (30mmol/L) PFRIC KB N2 I VI ZERED Y U AA 4V HEIMTO LT E T
il L 7=,
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3) VLT KL URHBIZHT BHE (in vitro) *
Ty MRIMFREY R EAREZ 1] VAT KL T ) U2 EG0RERTT LA > FaX—FL, &
BED Y T LA A 25mmol /L % 120 PREIM L Tl A&z L, [PH] /A7 RvF U
BHEZRE Uz, £, ERED U 7 LA T 15 SRS LAY > 1, 3, 10, 30, 100,
300, 1000 xmol/L Z AN L CIRERIZHIE L7z,
ZORER. T VI NN AT VT RUF U 2B 2 PR BRI NG L L e KNSRI 100 2 mol/L
THI40% TH > 7=,

4) EEEEOHBRTF FOBRBIZHT 2%E (/n vitro) *
FVLHNRY DY T AL AP RO b=l BEASTF R (CGRP) i+ 27k
RZEBFTH701IC, TYay MEGICL Y REEZFESET v M OHFHZ BRI L CTER
L7 RO EEARZ R L. LN » 10 umol /L ZWINL721%. B 7% A 2> 500nmol/L %
WUz, BERETR DY 7 28 2 P KT CGRP D& B Id A sa il s L v llE Lz,
FORER, RIEZFEL LT FBIEA T, 27 A 2 U fiRIC K 57 A % 2 A P} OY CGRP D ik
H 259 50% 0l L7223, RIEZ AR L CO 72 WEERTIEISI Lo 72,
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(2) ENEEMTZHABRE
1) #HREEHEBRETIVICEFTS2TLANI D OEME
DIgMERIEMIREE (CC) ETNIZEITAI7OT4 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 T L DEMMET 0T ¢ =712t L, 097 27 4 =7 1% 3mg/ke
Vb, BT v T 0 =7 1% 10mg/kg UL_ED A& CTHEBKRFENICIH Lz, —F5., #ERHAEOT L E
KL, BT RT =7 FMH L2b o0, RHETENT 27 =713 L LR Th - 72,

CCIEFIVICBIFAHm707 + —71EH
(8) F == . = ey &
S BH7OFTAZ7 %) ) BH7OF1Z7 %2)
154
16
& 101
M s I
fi& 7
BF
4 5
i) b
2; T 0 1 1T T T
5 (EsME) 58 O 1 2 (r5M)
WAV AUNZ 5 TUAN) 2 51585
FRRERIBLRAME - RISEBEF ¢ JAHE, ZLAH/N)>3mg/kg. —e— FLAH/N)>10mg/kg. —a— FL A/ 30me/kg
RIHAIBRRAME - RSB O B, =2 LA/ 30me/kg
(8) BRI 7OT 17 %1) B 7O7 127 %2)
324 * *k (%)
154 O— —i } ul
16
& 10
® g i
& B
B
4 o
2 T T 1 I T T T 0 T 1 T T T
#5851 O 0.5 1 2 (B #5581 O 1 2 (B§ME)
BIVERBEEREFE B EXBSEEERE
RRERIRERAE - RSB ¢ B, —e— FIlbXxImg/kg. —a— EIER3me/kg
REMBIBLRIE - RISHEE - B, & BIex3me/ke
707 <=7 Mann-WhitneyQURRTE. EW7O7« 27 | —TEREESHAHE. DunnettiéE 1) RREEDIR (25%0r75%)
% p<0.05. 3% :p<0.01. sk p<0.001 G:HAIEES) %2) TR EERE

XI5 o HEME Sprague-Dawley 527 v b (1 B n=6~10)

ik FIOBEMHREZRESES Z 12k CI BFF VA /ER L7-, von Frey hair Z &M EHFICHI LY C,
B ORI TEN 2 TR/ DEANFNEZRE L, 3.63g A FTOENTRIGELEHA, BT as =7
ECHIE U7z, 120 B2 MRk TR < HiE T2 & X T TEN 2 R CORIZHIE L, R 8 LT D
Ba BT e o =7 LR Uiz, LAY 03,10, 30mg/kg AR NG B/ E RIT 1L 3mg/kg
ERTHRE LIz,
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QEHHREE ONL) ETNIZETFAM7RT=7HEA (Sy k)
TUHNRYE, SNL ET LY Ty MCRASEREFHFHOECEN T e =7 %, &HiZ
10mg/kg LA LD B CHEKFIICHIH Lz, AETMZHBNTH, B ERTIHNT 2T 4 =7
THHTHST-HET, BT uTs =712 L UEE Th - 72,

SNLEFIVICSIFRH707 +« =7 R

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

FRAEMIRRRIE - RISBEE 56 B, —e— E)lbXx1mg/kg. —a— EJLER3me/ke
REHABRRE - RISEE - A, -2 EJLex3meg/ke

#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

®t5 . MM Sprague—Dawley 527 » b (1 B n=6~10)

ik FOE 5 ROV 6 IEEHRIRZ ML T 22 810k SNLET AV EER L7, CC1ET V% A
R EFRRO FIETHN T e T =T c8M 7 a4 =T 2B L=, L0 03 3, 10,
30mg/kg X OHE, E/AERIT 1, 3mg/kg L THEE LT,
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@R LT YLy (ST2) ERBETIIZETAHT7OTA=7ER (S k) @
STZ ERIFET MAZBNT, T LAY T 3mg/kg UL EORAFGICLY, BT 074 =T %
HEEKFICIH Lz, BLeEXROKRTHEREG S, HEERFIHOGERMEWERZ 7R L, £/,
FVUANY ATET BT 0 =71k LT H, 10mg/kg LA EORR A G THHIWER 27" L7y, 4
FWHEOE /L E XL, BINT 0T « =73 2MEERIZRD STz,

STZHERRETIVICBIF D707 « Z71ER
®) B FOT A7 5D \ B 7 OT (27 52)
161 () s
154
8 -
& 101
£ 4 iCs
& 7
B
2 5
1 T T 1 ) T T T T O T 1 T T T
#5450 1 2 3 4 (B5RE) 58 O 1 2 (REfE)
TULAN) iR 5 TUAN) 5155
- X8R, 96 B ZUANI3mg/kg., —e—TLANJ10mg/kg. —a— TLH/N)>30mg/kg
(8) BHY7OT4Z7 1) EH7OF 17 %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
®5H 1 2 3 4 (BFR) #58 O 1 2 (BERS)
BV RIS EEERE BRI S EEERE
- X8R, e A, Tlex1mg/kg., —a— T ER3ME/KE
B7O7« =7  Mann-WhitneyDURRTE. BIM7O7+=7 | —TTECED DML, DunnettidE ¥ 1) PRETHALR (25%0r75%)
* 1 p<0.05. ** p<0.01 (r/84%2%) ¥2) TigEHiZ#ERE

S5« M Sprague—Dawley 52 7 v b
1#En=8~10 ((FHT7T T 4 =7) . n=6~8 (W7 T 4 =7)

Jrk NG D B A RIRN T2 G35 A L7 F v (STZ, 50mg/kg) ZHEIEENES T2 Z i
ST, A VAV ARGFHERRIFE T VR LU,
von Frey hair %?&Hﬁif‘tﬂﬁl%ﬁibﬁ“(\ B OB TEY & RS I/ NOIE R A RIE L, 3.63g LLFD
EFTRISLTIZRE, Bl 7 aTs =7 ¥ Lz, LAY 0% 3, 10, 30mg/kg. PD 0144550 i
10, 30, 100mg/kg %*ﬁxlﬂ&“ﬁb‘— E/Lb RIL 1. 3mg/kg B TS LT,
—J5, BBEREA R TR BT & X I TEN 2R T CORRIZHEIE L, ER 8 BT OGS
BT aT =7 LHW L=, LAY 4T3, 10, 30mg/kg AREO&FE, £ RIT 1, 3mg/ke &
BTHEE L,

Z v hCCI BT /L, SNL BT /LK ORSTZ HERIFGET VB W T, SERHAEDOFE/LE R, &7 as
S =T IMEHE LZb o0, RHETENT eT 4 =71 LU CThH 7=, —FH, LAY
FER LR OBIRNT 27 ¢ =TT HIEWERPA R I N2 LD, B/ R &R U CRIE M
PREFEEMEIIEIZRT L L0 AR @V Z ERRIE S LD,
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@EWRBSERERETIICEFTA 7T 7R (XHR)
R 72 PR PER R P E MR Td 2 F RS (SCI) BKRD~ 7 A2 W= T LB W T,
FLH Y 0T 10 KO8 30mg/kg DREERNIERGIZ LV . BT 07 1 =7 & KT 5
T ERHERFERIC L RS T,

T O9RSCl EFIIZCBIFAIRT7TOT« =T EH

—Oo— Y HRIEH
1 JLARYY

0.8 —A— 10 mg/kg *

—m®— 30 mg/kg *-—»-_H *

0.6 1 ®
jm
|0 = '
BQ 0.4+ * 4
CH ///A“““§-~l*
* L

0.2—- /l

p—pg®-o—O0—0O0—0

T Ll Ll )

$i;ﬂﬁ - :'30 0 30 60 90 12‘0
BrfE (%)
TR il + R UERA S
Kruskal-Wallis &
* 1 P<0. 05 AEPRAMFIREG-HE & DO

K5  HEME dAY v 2 (1 BEn=T)

Tk BRERE T 8 ke (T8) L~V oMES 28I L, WA 7 U T L 7= H6LC 2. g DOFEZ ¥ N &+ SCI
ZER U 7o, BRI O3 2 RS T, ~ 7 AR IBUEBEC von Frey 7 4 7 AL M ALY T
WA TENZBIZT 2 2 L CRIE L, B TEID 50%RBIMEA R 7=, Zeds, BIEIXEAWBE TITV,
ZOVENEE T —5 & LT, SCI # 4 #IZ 50%fEAS 0. 1g LA T TH - 7= Bk & FFEMIC AV, AHE
HE 37 v A8 > (10, 30mg/ke) & MERENES LTz,
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OEEHBERREBETINCETAR7ATA=7HEA (Y H)™
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
HNRY o ERO#EE (3, 10, 30mg/kg. 1 BE n=4~6) L7-E, 10mg/kg DAL TH#EH% 2 N3 Ky
MIZBWTHEHFEIICHEERT 0T « =7 OISWER RO iz,

Sv MEMBBERRERBETIVICBIIM707 « =7{ER
() FLHN) > 3me/ke* () ZL#75U>10me/keg*
307 . 307 *
25 25
\ £
20 20
B 4z R 4z

10 104

5- " ! 5-

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

WER RS 1 2 3 (m5R9) WE 15 1 2 3 (85R9)
TUAN) 54 TULHN) 5514850
(8) ZL#/N\1)>30me/ke* —o— AR
307 JLHINJ>3me/ke
251 * N —— L3> 10me/ke
—e LA\ > 30mg/Kg
20
B 4z
10- ~TREA UM%, TukeyDIRTE
*p<0.05. & 5HIEE DL
5- | B HRESE
O T T T T T
WER RS 1 2 3 (85R)
TUAHN) 5405

XI5 o It Sprague-Dawley 527 v b (1 BEn=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) TOMOBEEBBETIVIZEITDTLAN) D OEDHE (Sv )

ORI Y TR MIBITZEBREICHT DERBERS Y
Z v MEPEASOFRNL Y R TRGICE VAT D 2 AEORIERETE (B%W) ISkl 7L
TRY DR TGS AL 5 2 2o 208, THRYEEIENBE 545 L SNDE 2 4
FERAFHNZHENSI 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
5 5
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)
XP4 - WM Sprague—Dawley 527 v b (1 B n=8~10)

Jiik

R, 7"v o8 > (1, 10, 30, 100mg/kg) % F2 #6451 Wefilth, ZEBEEBHC 5% B~ v &K
TG Lz Gopl) . Z0%k, 5 EERDTZVIEATE D T HITEIORE 2 B 5% 45 3 THIE L
77

FUHNRY ATRAFGIZ L > THH 2 02 RIRA SR FEIHHE U R/ a2 &I 10mg/ke.
50% A& (EDs ) 1% 19. 1+7. 3mg/kg CEMIE HIEAEIRFE) Tho7-,

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+

# # .
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)

*fge
JE

HEME Wistar 527~ b (1 FEn=8)
AL, 7V N > (3, 10, 30mg/kg) ZfkOPEE 2 Bf% ., ZEREERIC 2.5% K~V v &R TR
HLl7 GOoul) , 20%, HERLERDZ VAT T HITEORER 2 B 5-1% 45 /0 £ THIE L 7=,

VI, HEHERBY S H A 96



Q3 v rRENS T UFRBEABETIVICE TS TLANY >OFEME ™
i) EVAE R EEI S H S P ER
NTr =27y MEBICEE T2 2 LI X0 EER L BVRIC kT il st L, e
NY v (L) 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

i
7
=

1 r T T

=> 2 4 3 4 (B
FUHNUY (ETFRS)

HZT U 5ER5E
BN B A, Dunnetti®E
% p<0.05. x3k :p<0.01 CehA5EEE)

%P4 I Sprague—Dawley 527 v k(1 # n=8~10)

J7iE AR RS T = (20mg/mL, 100 u L) Z#E L. 2.5 BEEBICRE. 7LV 80 > (1, 3. 10,
30mg/kg) HFE TG Lic, 7 77 =B G5RIK OG54 2, 3, 4 R R BE~IRAMRZ B U (B |
% B RIS T Bl D TR A E L 72,

i1) B (770D i R ek D il VE

FVUANY) & T = B 3.5 BrE# 12 F# 5 L, Randall and Selitto % VT,
Ty MRBICHR A CIEN R ER LT, B TE R B A E L7 (1 BEn=8~10) , 7L W
AU (1,3, 10, 30, 100mg/kg) DR TFEEITRY | FEMAFAINC L BORBETE) O BIE A -5
L. /AR EN 3mg/kg TH -7,

TNEDRERING T VAN ATRAEHERIEIC KLV FEFE LM A SGET 2 2 LAVRS T,
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@5 v P MEMBERBETIVIZEITZTLANY D OBERME
7 v MEBEAZ YIRS T 5 2 LI X0 A U BV R s Ol (B T e T 4 =7 ek L
T, U HARY > (3, 10, 30mg/kg, 1 #En=8~10) % Ff 1 BFrREIRTICH B TG L- L&,
EIRFHZIHEERAZ R L, s/ NEHEZZENEN 3mg/keg XN 10mg/kg TH o7,
weE S (30mg/kg) Tl itk 3 H O MU IS 2 52 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/§\{ 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

AMREBE | DunnettidE

B 7O77=7 : Mann-Whitney DUIRTE

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

XI5 MM Sprague—Dawley 527 v b (1 £ n=8~10)

Tk BRI T O TR IR B SR H 0D B2RE

PR R OV S 2 ES 1em GIBH L, 510 2453 24 FIR 2 01T L

SR FINRIETRE 7 L2 ER Lo, FARER ORI, BV RIRME 2 563 5 72 O RS IC K 2 #2)

WEHEATEY E TOWRr 2 JE Uiz, BERMIET 07 ¢ =7 OREHTIE,

von Frey hair Z W T o5 4

=T &AM L7z, TV N 43, 10, 30mg/kg & T 1 RERIATICHEIE TG LT,
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FIERIC, T 1 BRI TS (30mg/kg, 1 B n=6) L7t &, MEBBELOT T 4 =T %
SERIZHNH U723, (EHFHRe 1340 3 el T o 72,
—J7, E/ER (1, 3, 6mg/kg, 1 #E n=8~10) OffiaT 30 4yl TG Tid, ZWEER &2 H
BIEKFOICHH LIZb0D, TarT 4 =710k L Cidikm

& (6mg/kg) T—i@MEIZHNH] L7z 2

ThHoT,
M@ ETIVICHIF ZIMHEIER (IR TIRS)
HMEREBE e (B8m9) 707127
() TR (8) HRR B R (25%0r75%)
10+ 10" T Fk e
kk
kg skek
& ok sk
It ok £l *
& 5 ok &
B
1 OO_
BTHRS BTiRE
0 _| 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)
FTEEFRE FATEEERE
—Oo-BR RILERIB | HSOROHEE
—— JL73/\)>30me/keg 7071 =7 . Mann-Whitney DUIRTE
% p<0.05. %% : p<0.01 HAEEE)

XI5 MM Sprague—Dawley 27 v F (1 #n=6)

Tk SRR RIRE T A 2 B L AiTATE G & RIS AR T, ke o7 =7 2Rl Lz, T

T RY 1% 30mg/kg % TN 1 RFRIR (S HIEI R TG Lz,

ARETMZBIT DRREIBE L T 05 ¢ =TI RS E I L 2R 72— kR k=2 —n
YINBDAITNTED | FREICB W TRE R EOTTERNEE I N TND O EEX LT

Do

@Y TAB VAP RUN-AFIL-D-7 R85 X E (NMDA)

A

FREEABMETILICE TS TLANY

YT 2AE AP ZTy MIBIVERNEET 52 L IC ko> TAEU-BWEREIBREIL., LAY %25
v N OREREN (1, 3, 10, 30, 100mg/kg, 1 B n=4~6) & L < IIBEEEN (1, 3, 10, 30, 100 u g/rat,
1 B n=4~6) \[Z&E5T 52 LIC L AEEREFICIEl Sz, £z, 7LD CoEENES:
(30mg/kg., 1 #En=6) | NMDA BERENH 5-TaE 3 L7z Wada & il L 7=,

ZORERDP D IR M= 22— 1 b OWBFIIR AN K- THRAET 2 HHE CORZMIUEL 7
VANY UNREST D ERIF S, TLANY) O EPIEHNICS 2 Z LR Einsd,

(3) EFARIARR - i
BNE R L
<HE> [V-5. (4) 1) DA0081120 R
2 a7 O B

L. AEORER (2) FFHlR AUl R D8 Z & D&

VI.

IR A A
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VII. EYBEICEHT HEE

1. ImHREDOHR

(1) AREAL Db RE
LR L

(2) BERSEBRCTHEIN-OPRE
1) HEEE
HARNBERERSR A, 7 LA /3) 250, 100, 200, 250 RN 300mg (%855 6 ) % HafRme 2 Hila]
RO%E UK, B E%K 1 T Co \IE L, Tip 135 6 FERI T o 720 Coe KTV AUCy o1, 300mg
FCOMEHPF T, HEIZHH L THEINL 7,

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) RIEHRE®
HANBERER A T VAR > 18] 150 OV 300mg (&% G876)) 2 1 B 2087 HREER D
B UTeRE, 5% 24~48 Wl CREFIRIBIZE L, 5 7T HHD T X Z 24 5. 95 KT 6. 31 I
fMiCThHole, BETHHDAUC, X, HEFHE1HEHD LL4fETH-T-,

Cmax Tmax AUCO*IZ Tl/Z
(u g/mL) (h) (ug-h/mL) (h)
1A A F1H HTH ®1H HTH ®1H ¥ 7H

1 [A] 150mg
(1 A 2
1 [A] 300mg
(1 A 2

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)

SRl (BEERZE) . & 7 6
MAEHF 7L XY PR ORIE : LC/MS/MS ¥

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) EYMEMRFNE Y
HA AR 24 BlC, 7 0 A4 — R—{EIZ X0 7L A/NY 20D §E 150mg UL LAY b~
Bl 150mg & Z N ENZERERFHRERR O &G Lz & & LAY o fsEhRE K QS ERE X Z
A—HIFIUTOEBY ThHoTz,

ﬁ”ﬂ%&w Cmax AUCL Tmax TI/Z

b & (p g/mL) (g h/mL) (h) (h)
OD$E150mg 5. 794 31. 180 1. 00 5. 955
K72 L CHRAD (1. 180) (4.958) (0. 333-2. 50) (0. 679)
OD$E150mg 5.793 31.410 0. 500 6. 008
OKCARH) (1. 421) (4. 560) (0. 333-1. 50) (0. 698)

oL

;;;/Héogg 5. 787 31. 690 0. 875 6. 036
1.231 4,477 0. 500-2. 00 0. 698
(KR ( ) ( ) ( ) ( )

B (EYERZS) | TaodTHP R G/ ME - BRE) o 24451
AUC, : Fe#&t o 77U o VI t S T op e i e — e R i T s
MAEF T L BN APREORIE : LC/MS/MS ¥

T LAY 20D 150mg (K7 L RIFKTHRA) RUTLH/N) 2HTH)L 150mg OKTHRA)
iq&%ﬁwjbﬁﬁupw$mmﬁ¢%§ﬁg

@ 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 XOVAUC IZDWT, FUANRY 7B IL 150mg (25T 57 L A3 o 0D BE 150mg D FHEE %
A D D 90% XML, K72 LUIAKTIRA LEZSEOWTFICBW T, 80%~
125% DFPHNICH Y . 7 LAY > 0D 88 150mg 1%, L AN b 7L 150mg & AR
A% CThHhDHZ L DRI N,

INTA—H Cuax (1 g/mL) AUC, (ug+h/mL)

0D £ 150mg

k72 LR 5. 683 30. 810

0D £ 150mg

RIS B T 5. 627 31. 100

(K TARA)
FLINY
7 & 150mg 5. 669 31. 400
KR
0D & 150mg 100. 25 98. 12
FLHNRY v FEIL 150mg I (K72 L CHRAD) (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) FRFEGE A RMEEEO & L TR

F7o, FUHNY 0D EE 25mg KON OD £E 75mg X, [E BN B 2% O EFE A O L o R S
RERTA RTA ) (PR 2442 A 29 HATERERA TS 0229 26 10 BRIk 2) 123X, L AN
U > 0D $E 150mg ZAEvERIAI L Uiz & &, IWRHEFENRETHY . EWFEIICFELSE & A7 ST,

DI ANANAy

() s
U L

(4) BE - ftRARXOEE
1) BEOEEY
HARNEREEC A 19 BBV TR R ORI T U N % 150mg HEIRE OG- L 72 RED C,y
XN EI 4. 95 K TN3. 22 1 g/mL Ty 13 0. 947 Jo TN 3. 37 FE AUC, 45 1 XN E 4 31,2 Je 1N28.8 g+
h/mL ThH o7z, BEEGIZEVT Couy 13589 35% KT U, T 1349 2. 4 FERIER L7275, AUC, 45 DK
TR 8% THY  BFEOEED LW L AR THIENTH o7z, 72, FEIED FVDOFRBLHRIL,
BHEE5.3% (1/19 4]) & H~HmRi b 30. 8% (12/39 ) TE-o7T2,
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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;ﬁw?z% 44) | 45) | 46) | 47) | 48) . 49) . 50)
(/in vitro)

EMIBWTT LAY T, 1FEAEREEZITT. invitro®BRIZEBWT, LAY 159
w g/mL (Immo1/L, 600mg/ H # 5-HF D E HIRAED C,, DA 10 £5) TF ~ 7 1 L P450 431-Ff (CYP1A2,
CYP2A6, CYP2C9. CYP2C19, CYP2D6, CYP2El K TFCYP3A4) ZPHE L72/no7-, E7-. Kb by
JEHIR 2 =3 BR IC BV T, 3~300 g mol /L D F LA XY L EE T CYPIA2 } O CYP3A4 DR
HIIRD LN oTz, EHIT, VIR NIEAMKEERLIELS . TRy EIEREL Y . Y
FEERZSIEE T AREEIMEV B2 65,

TLANY UL GRERIOEMEREICRIFZTHZE GEAT—42)

FRRRBRICBNT, LAY U N Fafg, IR~y SERNI X, Jo= A0,
TR F o ROBHER* 0T B RA, X a RN ) — )LD IRYENEEIZ M T8
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 IS U CABIDEIMICIER T a3 dH 5 ( IVI-T. HEEH] S8) .

TLANY UAGREFIOEMEEICRETEZE 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

i;;gA 1§§?g 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

GrREEINTLANY DOEYFEICRIZTEZE BIEAT—E)

FERAREBRICIRWT, S r e, w8y, JEMNIFY, Tz by, AT R
MY 0B/ A, AF v a RUROTH ) — V3T LAY o OIYEREIC M E B %k
HLUFER., 2O OFEFNT T LI O ENREIC Y RIF S o7, HL, B FEA,
FF¥a R ROTH ) —Vx T LAY o OPFHIC KD | FREIBEREREE K& O E B RERR 1
K UCTARIDINMICER T 282 n® 5 ( IVI-7. fRE/ER ] &R) |

BERAZERATLANY D OENBEICRFTEZE GEHER)

= TLINY

SRR Pl il T VAN v DOEYBREIC RIE TR
LT a iR 1 [A] 200mg Chi Il T BT JF O S D LD
HEFF - 1 H 3 i)

TR 1 [#] 200mg . GEFRr O S BIBEIL . JEGERIE © OfEE & KL
HERF I 1 H 30 TADAEE
ZE MY X 1[H] 200mg ﬁ:F)EH H#@%:F@@Jﬁ%bi‘ éﬂfﬁT‘ﬂﬂE%E ) @%%ki’/g1&

R
HEFFR 5 1 A 3 TADABE
TJrx= kALY 1 [5] 200mg BRI EIREIT, FEOFARE Y ORfER &R
HEFHR 5 1 H 3 TAD BT
HARRF o 1 [7] 100mg . BT, Co 20 AUCowiE. 0.734 X 010,949 [
300mg Hi[m] B[] e A
HANRRF o 1 [7] 100mg . BT, Co RO AUCos 1%, 0.824 R 010,922 [&
1[5 400mgl A 3[E 1 A 3 e A

T pAY. e ‘\4 7 7/7.]_(

PR Lo ey DI BT 7IREISRE L
=R TAUN 1 [A] 300mg ' BF A, Coax L OVAUCo 12 1, 1. 02 TR 0. 982 fi%
Img HL[H] 1 H 2H TR A
= N 1 [A] 300mg . BERT . Coax LTV AUCy 150, 0. 955 & TR 1. 00 {5
10mg Hi[A] 1 H 2 fRERRERRA
TF ) =) 1 [A] 300mg . %, Co RO AUCy ot L21 RO L OL{%
0. 70g/kg Hil] 1 H 2 fERER A

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. RYEERI/NT A—4
(1) fEFrAE

A R—= A RETL

TR 72 R M VB RERESE R 193 5l (HA N 1 70 ) | HRRIES R 2 9 5 B 267 4l
(HARN 126 f5) | BEIRIGPEARTE AR ICLE 5 AT 154 1 (HARN : 164 §) e OSHERT R E
B 224 ) (HARN @ 224 ) OIMFRERET — & ZUNEL, —RWINEETe 1-a 2 78— KA K
EFILEAE L, NONEM™ Y 7 k7 = 7 Z W THEMT L 7=,

(2) TRUREREE

Ka=14.6 (h™)

(3) HEEEEH Y

HANBERERS A 24 B2 7 L B3 o 70 150mg & 7L H 23U o 0D B 150mg % ZE A2 BA AR 1
B U O ASHE TR (kel) 1E, 0.116h" (B 7E/L) | 0.117Th" (0D $E/kd 0 THEH) KO
0.118h™ (0D fE/Kk72 L CTHE) Th-oT,

4 9IVFS52RY

HARNEERAIC, L8 250, 100, 200, 250 KT 300mg (F535-8 6 f5]) Z ARz BEERR
A5 Lo ENToed 7 U752 A (CL/F) 1% 4.64~5.15L/h Th -7,

(5) HMBHEY

HANRBER A, L8050, 100, 200, 250 L TR 300mg (4358 6 f5]) ZHaA iz BEERR
A5 LI2RED BT oA FE (Vd/F) 138 40L Th o7z,

6) Zoft
R L

3. B&H (REaL—>av) @

OF 2
KR L

(2) NS A—2ZEBHERA

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
BUFL T LAY vEERe A RS 5 A TR 2 L—3 9 » PK T2 946 L=, EPN CTEM L
ToRERERR N B A et & L=kl (G 1 HEER, AR ORE - AW rryRIEMRER, sl 4
AR, SMETHENE LA A xR & LR (5 T AR, B ERE 2 045 Lzili)
53R, EWNTHEN L AIREZ %R B 25 & Uil 1 3R, AME I L 72wzt
PRI B A kI L7 3BR 3 BB K ONEIN C N L 7 RIS M AR RS AP e 5 LR O TR AR 2 %
Gl L7l 1 B K OE N T L 7 frMER TR E 2 5t e & U 7238k 1 BUBR 2 AT i s L7,
ZORER, G EOREHINLEL RAMRMICARERIELREL LT, ADTO2E7 VT T A
(CL/F) (o, Z7v7F=>27 V7 Z A (CLer) BRI NT,
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4_ [&”X 52) . 53)
WU ERSL - IR URAERE
In situBRERE UM MEZ2 W= RO R L0 . /DBIZRBIT B 7 VY IR ITHE K
DT X7 LR OG- 2NV R XL, 8 R CIRE R AR T 2 AIREMED R ST A3, REEERR
ZxtGe b U BRREEHERBRICIB W T, LAY VIRINORFIT A DR N5 T,

0D fE % 5 p5 D OREFEIE A S DIRUN
U U 7 0D $EIX AENAREERI T D, U U B 0D BE 150mg /K72 LXIIASH D THRALZEEE VU D
71 7L 150mg WNAERFNCRIZETHDL 2 Enn P | U U H 0D EERARHC 7 LAY 2 id D kG
MRS RN EEZ BND,

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

HAR NGRS A B 7 LR % 50, 100, 200, 250 KON 300mg HE[EIFE &G Lz & &, &E%
60 IRFfH] £ TOR B GHED I BFEIR TARZAUIASRIE R, £ Z11 83.9%., 95.0%. 91.8%. 95.6%
KX 97. 7% CTh o7z, BERAIBIT ST LAY CORFHEERIZZORAEICEEI N> T
TN, MRANALFTRATEY T IR GEEOBIN XL » TEEBEZZ TV LAVRIR S,

<SHEANT—F >

SMENBERERC A B MC-T L TN o (U PR RRIR) % 100mg HEIRR OG- L7z & & | JREL OV
ERIZZ N EIRRISEED 92% K TN 0. 1% A3 BN S 47z, B &SI OfEER, IR S vk
BIEEDK) 99%I1%, FLANY U ERESNIZZ E0 D, RIPHEERNHSTI A AT XA T Y T 4
ERTEEZEZOLND,

5. o

(1) Mik— xR @E@tE
bt NORYER e L
<BE T A, Ty b, P> 0060
MCAVINRY v~ A Ty b PUCROEE L& & BERENPIMTISRD LN &b,
TV HNY 2 DWW ORI E-IMBEF 2 F i D = LR S T,

(2) Mk —RREEBEFT @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 RO MU REIRE S e b R o 72, FFE
DOKEEETHHITRENFRD BT, EDOREIIME -7, FRIHRRN O RRILE G 24 K& I
LR S,
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(3) AiF~DIBITHE
<HENT —H >
%%12@%UL®§%%(wﬁma;tfvﬁﬂjylmménzﬁﬁfe’&ﬁ(%mya)Lt
g, 7 LAY AIRAICBAT L. BT OEEIREICK T 2 FRE L, BHERMET O 76% T
botz, 3 @Iﬂﬁ%%ﬁ%%lwm&yakﬁmié&\7vﬁﬂj/®%ﬁm@1a&k@@
R FE R 0. 31mg/kg/ H (REME 2 &L RHMAR G EDOK 7%) LHESND, ( [VI-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~DIBITH
<BE>SWIE T SR

(5) ZtDMB~DIEITHE

mERRFT °Y

<HEANT—H >

AV E N AEFEHERT 6 B11Z 100mg (107.9u Ci) DT L HNY U ZHEEE L, # 5% 60 FEfich7z -
M R OV 2 RO CER I L 72, ARIMER (4217 &) R ONMmSE i fe gk »F 1L — 3
YH B ERWCTHE LT,

Z DGR, ARIMER/ M TP Ay EAR B DO EHIEIL 0. 76 TH W | BRI R OVEREEITHAFE L7222 & DVRIR &
nic,

<BEB >k (T by ) VW

7w PRI HC TN 2L 10mg/kg, 24. 5mg/kg &5 Lo & & M &RS 1

RF R I BRI 0A0 L, 85 1 RFE# O K0 DAL NIR EE I XL PR E L RIRE CTh 72, 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 B FE (i P g P & I RIFREE C BB e b WU REBR B (iR DFY 2 fi5) 3%

b 4 RH®RICRO bilz, 7 v MTRBW T, &5 24 FFRIRITIZRER ) O TR EITMIE S

T REENTIC T VAN o ORESTFRG% 24 FRILNICHEIE S D 2 L AVRIR STz,
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HILIZE T B85 H
BE (ng eq./g)

HLE/ides  (WBA) It i3

I PRE 4h 10h 4h 10h
Elk=s 11.7 5.83 18.8 3.74
1% 12.6 6.48 18.2 3.49
ik 3.49 1.41 4,07 1. 44
7N 3.51 1.65 4,19 1.32
JRE'E 3.8 1.41 4.52 1.69
HE 2.47 0.86 2.45 1.24
FEH_EIR 21 10.1 NA NA
N7 13.2 6.61 18.5 4.12

5 ik 26. 4 16.9 36 11
KA 1.61 0.82 0.91 2.01
JF sk 13 6.93 19.3 3.79
fii 12.7 5.8 13.7 3.42
IPAN i 13 6.85 16.6 3.76
B 10. 6 4.15 10 2.99
37 1Al 13.9 7.24 16.2 3.84
e 11.7 5.15 14.7 3.38
TR 6. 63 5. 42 10.1 3.01
WEE TR i 10.9 5.16 13.2 3.23
R R 6. 39 2.94 8.3 2.39
J0% i 14. 8 7.27 20 3.99
iy 16.9 10.1 NA NA
o i 13 6.58 17.8 3.75
BRI 4.01 1.98 3.93 1.43

BWRE . =7 AV PERI (HE/ME) /B - 1/ PRI/ R

FREHSM: - Mol A/ BREIERE  K/TRIR BEJ7HE  sEElR O
PN U ERE (ng/kg) . (uCi/kg) : 24.5mg/kg. 82.5uCi/kg
O PERGRE - MC EAkEBE £ 3. 4 Ci/mg

WBA=2EA— T4 T T 71— NA=HERL

(6) MFEAFEE
<in vitro>%"
MAEZ 0. 1~20u g/ml DT L HNY U EFRML, 7L H AU DOk b, VRO T v bEEE~D
WA E., BAASEEEZROCTHRE LR, 7L a0 %, 7 b, Ltk MEEAICIEE
A EFREE Lo T,

6. i

(1) RBEBLLE CRBHRR
<HEANT—H>
t MZBWTT LAY ARITEAERBEZT T, BICREOEFRF~PRES NS,
TR D 90%LL EAFRA, 0. 1% AR 2 F UL S Aviz, JRHIZENN S 7 i RO 99%
NREMKRTHY . TERBEITHD N-ATFIFERITZ0.9%DHTH -7,
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(2) R#I“EAS5T HEHR CPF) OHFE. F5F
UERR L

) PEBBHROERRVTOHE
R L

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

TUHANRY U EROZRG LIz~ T A, 7y MO WIBWT, KD BRELR L L CTRFBIZHER
SN, v T AT v hORFPIZITAE RPBEHEDOENEN 2 KT 3%) ORI S
e N-AF IR ERIE SN2, 2O N-AFUIRIE, PVRFICIIHBHE ST, iz Ly
ST EAERBH ST, RPICHEERDONRHDS 1H K1%) miShiz, ~U A, 7y FED
PO MBEHFITIT BICREED B &, N-A F VRIS e o7z,
—F. A XCBOTIEEGEDOR 37% (RFPBEEEDK) 45%) 23 N-A F LR E L CRHICHREIE S
7oo F7o. 3SHOIEMMEORE R B IRFICDE (DTN HER) B s,

ALNE B

1. Heit

(1) HEtEpA R U428
TR

(2) HEzR®
HARNEERAIC, 7L H 280 250, 100, 200, 250 TN 300mg (5358 6 f5]) Z ARz B ERR
A5 U7-HED CL/F 1% 4. 64~5. 15L/h ThHo7-. T OBED R FHEM 1% 83. 9~97. 7% Tdh - 7,

(3) it
U L

8. FIUARKR—EF—IZEAT B1EHR
< 7in vitro>
TVHNRY) NIV AT ALT I VBN TV AR—F—DIHEETH 5,
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9. ENFIZLDBER
<HEANT—H >V
MIRENT 252 1T TV D EERE 12 Bl 7 L H N v 50mg Z BRI O #E L=, 4 B o Mg Ic
XV IMBER TV NY PREEITK 50% F TR Lz, TOREOSENTZ V7T 7 2 A% 192nL/min T, 4
B O MIEHTIC K > TIERNED 58. 1% M BRESNTZ, INDORERENL, LAY Tk
THSCMNZMIENSBRESND Z L aRmENTz, Lo T MEENT 2% 17 TV 5 BEICE LT,
MEENT 25 F 5 Z L ICMEENTIC L > THRESNEZTLIANY V2T IVNERS D EEZ LR
%o (IVI-10. @& OESHR)
T LAY OB REREERF I T A HIELOHE, MRETZOFRARICOVNTIE, V-4,
FELROHEICEET HER] OHET.2 30,

10. REDEREHIHEE

(1) =EE
WY 6T~T8 1k D H A NEFEE s 6 Bl 7 L A3 > 100mg % BA[AIRE 4% 5- U 72, T, 0% 1.4 B
M, Tiold 6.32 FEfICTH 572, AUCe SN Ty 1, BEREFERIIREIC 7 L AT/ Y > 100mg % Hi[RIRE O #¢
5 U= & B L Th TR R OE R 3 2 m A3 RS 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 )
MEFHF VTR PREOWE - mEEk s v~ T T 4 —

(2) FTHEREfEEESE
In vitro B RN MC-F L AN Y U & WG BT D R SRHERB ORENIZ 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) BHaelEEASE
1) AEAT—42 Y
EIMEBE D F e DIEERE 26 B 2 ktEIT, LAY v b0mg A HEREO#EE L7k, B[R TIC
P T Ty DIER L, AUC, o3I L7z, CL/F RO VT Z A (Clr) 37 V7 F=2707

TR LT,

ILTFF=v Comn . AUCy Tus CL/F CLr
JVT TR (ug/mL) (h) (1 g-h/mL) (h) (mL/min) (mL/min)

>60mL/min 1. 86 1.00 15.9 9.11 56.5 44.9
(n=11) (0. 39) (0. 224) (4. 4) (2.83) (17.6) (23. 6)

>30 - <60mL/min 1.53 1.29 28.2 16.7 30. 6 15. 4

(n="7) (0. 29) (0. 393) (5.0) 4.1) (7.3) (7.7

>15 - <30mL/min 1.90 1.93 52.3 95.0 16.7 9.23
(h="7) (0. 62) (1. 48) (11.7) (6.7) (3.9 (3.37)

<1(5nmi/1";m 1. 69 1.00 101 48.7 8.30 4.30

B 5.5 50mg (HAME])
CLr : 27 U772 A

- CPEIME (BRTE(R )
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2) BRAANT—4 (BEEEMEIEREN)

838 il DHIHRE (HAN AT4 Bl & Eite « fEFEHERTE 70 . WIS H AR B 26 i, FERRIFIE
KRR E I O IR 2 A9 5 B 164 Bl L OSRHER R B 224 B]) x5 & L CREEFZEY
BB 2 95 L 7= fE 5. — RN A & T 1-a L /8— M AV REFANRRE S, HEEE LT
CL/FIZH LTI VT F=27 T T A (Cler) ROBEATE, VA/F 2% LC BMI, HARMAKRE,
PER K ORI RIE STz, LAY v OSBRI 8% 5 % IR+ & LTIk CL/F 12k
% Cler WEHETHDH EEZ LI, B¥EHEFERAEIZENT, Cler DIETFIZLY, FLATRY
O CL/F KT T 5728, Cler iz 5E L LI-AELOCHEOREALETH D,

F7o. HARANDOERIFVEARE IR F L B A 1BV T, Cler A3 30mL/min BA E 60mL/min
RIIRTF L TCWDEEIZT LAY > 150mg 2 1 H 2 BIKKER D&KL (300mg/H) LizE ZDE
FAREBIZEIT D AUC), (AUCyss) DET MZ X DHEEMIX, Cler 23 60mL/min L EDOBHFIZT L
H3Y 2 300mg & 1 H 2 BIKERAFKS (600mg/H) Liz& & ERUTH-o7, Cler A 30mL/min
L F 60mL/min RimDBEFICBIFT LS LANRY D7 ) 7T A%, Cler 2 60mL/min LA FOEE
ORI ThoTe,  (TV-4. AEROCHEICEETLERE) . VI-6.  (2) BHEREES )
KO VI-6.  (8) mEilindr] OIESM)

HAARRFEERHEAZESEECE TLERENRSELBREDNHR

. _ . ~ AUCy 15, 56 CL/F
IJVTF= YT TR w5 (1g+h/nl) (nl./min)
>60mL/min 1 [A] 300mg 86. 1 63.6
(n=31) (1 | 21m) (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 WNEAT—2)
VI-9. B EIC L A%ER) 2R

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

ERNREZTNDER
RE STV

o g

1

=

2. FEARLZTDER

%

2. BB (ROBFIZIIHBRELLZNI &)
AHND RSk LIBBE O BEFERE D & 5 B3

..|

<>
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. MEXIIHMRICEES HIELTNDER
(V-2. ZhEESUIZNRICHIE T DERE ) OHEZZMTHZ &,

4, FRERURAEIZEET 3TELEFDER
(V4. HEROHEICBEES L EE] OHEE2SWT L2 L,

5. ERLGEFRMIE L X DER

8. EELEXRMIE

(ZheEHE)

8.1 AFID#EEIZL VO F W, IR, EH#HAENRS LD, BBEFERIZCESTEALHLDOT, A
A G OBEIL, ABEOEEEGRZ MO BROBEICER S TR WL FEET L2 L,
[11.1.1 ]

8.2 AREIOZW A G IEIC LY | RIR, Bl B, FH., A LEROSITHESEOBENIER D & 5 b
NHZENHLHDT, HEZPILTHEEICIE, D b 1EMMU ENT ThRAICHEET 5 2
L. (1.1 8]

8.3 AFIDOEEIC L VIKEMMA KT Z L NH LD T, IEMICHEE L., IEHOBIER S &b -5he
X, BERE, EERESOBEYRAELZITY 2L, B, BEBOBN, H5WITELFREIC
PEVVAERMARD HbNDZENDH -0, EHRNCAEFZFEET5 2 &,

8.4 AANIOFEIZL Y, R, HREET . FH, BHEOIREENEL D RetkEn b 5 DT, BN
W2, IREFIZOVWTRHRZZITOHER L, BEXRD ONIGAIITEY RAEEZITH 2 L,
[15.2.2 B ]

(HEEEEER

8.5 ARANC X 2 iR B EMISE OTRF IR IRFEIE Tl < HERIETH D Z LD EROJFIK & 7a
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 K
WIS e AR P D 2N ﬁi % ¥ ig E
7ot TLHRY R T | FUHNY R %@k g%&%
- - % | i MR
EE [ 150mg/ B [300mg/ B | 600mg/B| ¥ [ 300mg/A| 600mg/a| & | W&
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, WIS RRYR, HEIRPIEARR R T IS0 5 R M OSRHERRIRIE (S O IR O BH x5 &
LZEWNEIAHRERICEN T, £t 46 (1.5%) . 361 (0.99%) . 161 (0.3%) O - Hisdk,
FRERIG R 2565 & LT ERSEFES IR IV T, 1] (0.9%) DEEEDFRO LTS,
HREIC, OFEWV, IR, EHGHKE L4 ABEERFRORENH o7, £, THFV, HIR,
EEES] CRVEFICEoTm G b H D, LIedo TRAR G R OBE I, BENEOEIREAR
O B OBEICIEF S TRV L S ERET 2 2 & FiZmlind Tid, BEZI 00 L35 IF L
DAME ] (ZBET 5 A EFR LD TOOEICE L TESWENLETH D, milimd TIEEEE
0 R VCIRTFE ORERIC &0 BBIS5E 20 5 AIREMEDN H D720, +ICER T 2 &
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3 AR AR B E AR & LI T R A REERIC

<BE>FH ﬁ&oﬁ%gﬁww\@ﬁ&@ﬁ@ﬁ@@@ﬂ&i#ﬂﬂx

S ENBERERR A 24 B 2 551, AHKI (450mg/ B, 1 B 3 [BI#%5) 233850 K& OFEMIEEIEAE, FEIR &L O
EEVENQST IRy SES %@%%ﬁ%ﬁNVYV7€HV%$ﬂT%6?W77/7A(myE\IES
[mIfe5) A PR L UCRME L7z,

AR T, PR L OEMEBIERE, MEIR, FE 727 F 777, 7 L —FUGK R ORBR % Fhi L 7=,
ZORER, RINEEE K OB HEE ~KIETAFIOKBIL, TLVT TV T LNEDOEPBED LI, 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,
MEARICBET B /3T A= 2o\ Tk, LAY U OMERBRERFE DS R Sz 08, MEIREE L
o iz, MALNE B

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

LDTENHDH M FhHEEPIET 25 A< e TRMU ENT ThHRAITEET S 2 L,
AN TV-4. ER O EICEE T 5 R UDIE 7.1 ZH,

BT HEEBEMOBH T, ENREBRTIX

7T RREE0% (0/98 B) | AFIFEGEE 10.6% (29/273 1)) . SERBRTIZT 7 B AREE0.7% (3/415
B) . AFIEGEE 5. 1% (47/924 1)) &, ENRBROAFE GRS T 2 EEEINORBERIL, SME
R AR TEWERATRD bz,

B, BERAERS L L CHRE SR ESEME OERERINC X 2 B5H IIXEN, S ERER &
HITHE I TR0,

Fo, BHIHRGRBRICK T o REEMOFBIRITENRBR TIL 13.5% (17/126 1) | FAERER TIX
10.3% (44/429 f5]) T o7, KEHIMZ L 25 P IEFZENZRER T 16, SMNEREET6e i Th-o
77

ERNRGERGRBRICEBIT 2= T A b OEKREOE LR Z L FIIRT, il (EANBITHHE
7t$ﬁ%ﬁ%)f$ﬁ%&ﬁbtﬁi Z DFATRBR OB G 25 O - B 5RMRE (N—2 T A
V) MHDOKREDOEESE L,

R—Z5A VP EORENELE (ko) : ENEHZSHER

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

8 | vl a s a6 ar o] o ]on]os]as] o

FATRROBe 537 LR v

N 93| 93 |9 | —|B|—|0|—|88|—|8a|—|T9|—|79| || —|TT|—|B|—|T|—|73|713]72]|7
S [L21]1.24]|2.06] — [L79| — [2.02] — |2.12] — |2.30] — |2.31| — |2.86| — [2.91| — |2.81| — |3.35| — [3.47| — |3.17|3.44(3.63|3.43
FEAEEFE 1.02) .28 [1.71) — |1.88] — |L.87| — |2.11| — [2.30] — |2.52| — |2.60| — |2.59| — |2.64| — [2.68] — |2.88] — |2.77|2.883.24|3.41
FEAERAE] 011 0.13 [0.18] — [0.20] — [0.20] — 0.22| — [0.25] — [0.28] — [0.29| — |0.29| — |0.30| — [0.31] — [0.33] — |0.32[0.34|0.38|0. 40
PR (100 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
BoME | -0.8|-1.4|-L5| — |-2.4] — [-L7| — [-2.2] — |-L.9| — |-2.2| — |-L.8] — |-L.8| — |-L9| — [-2.0| — [-2.2] — |-1.8]-2.0{-2.0|-3.8
BAME | 4.4|45(61| — |62 — |66 — |65 — |83 — |85 — 96| —|9.7| —|9.6| — [IL1| — [1L.6] — |11.4[11.1{12.9|11.4
FATRBROB SN T 7 2R

N — |31 |22 —|26]|—|26|—|26|—]26|—|5|—-|25]|—-|25|—|24|—-]24]|—]|23

Sl | — [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

FErEERE — | 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

frEEsEl — 10.22(0.26]0.32| — [0.37| — 10.36] — |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

FoME | — |-L8|-L7|-15] — |-L4| — |[-L.o| — |-L.3| — |-2.0] — |-L.2| — |-0.7| — |-0.8] — |-0.4| — |-L.0o] — |-L.1

B | —|30]|50[70] — |68 —|72| —|62| —|67] —|60| —|7.0| —|45| —|61| —|7.0] — |80

KT St Tk oo B 5 4R
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B, MRS BRI R 2RISR L L2 7 7 R RRBR O ARAF SR BT, 7% L1 A E RN
DRD HITIEBID 5 BIREOAEES CRMERIEDIE ), FIE, HEHiEE, SFmEsETe) 2
PO BRI, EIPNERER T 31 BT 10 B, SMERRERCIE 68 Bt 17 BT o 7=,

PLbEX 0 AR ORGAC X WIRERINZ K-35 Z L8 H DD T, AFIOEGICEBWLTUIEMmICESE L, B
TOMEN D SN - 5EE, BREEE, EERESOMURAEETTH 2 &, Fro, &5EOBN,
B D WVIT RIS MEERINAZRBD D Z LR 57, CHIRICERENZFEfid 52 &,

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

RIE LT,
GABA 7 X HHRB IR L EK CHURBIEO BTN MY VOHIC L 1 RZEDOREN D -T2 & %
=2 A EARRESR (HPB : Canadian Health Protection Branch) X EH /X VU O FEFERER
FICOWTHHIPREBOLE(LEZE=HX ) 7T HL58EN 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=,

mRETREERE

772 ARERBRIZ W T, KRBEREMDRVIRICET2HFFLD ) BB LI FLRITHE
B, BHEOENE T Th o7,

FlE, ENRBRTIET 7 B AREE 1.0% (1/98 fil) M ORI GHE 3.3% (9/273 #1) (2, SHERERT
X7 7 B AREE2.8% (11/398 fil) L OVARAIF: 58 5.8% (49/852 i) 1Z#8 bz, #fRIX, ENR
BRORANBEGHE 2. 9% (8/273 f5]) K OFMEFABR DO AFNE 57 2. 0% (17/852 f5i]) IZRD HITZ3, W
THL 77 ERBETITRD N T,

F7o. HEEDRGRBRICE T D EROEBRIT 5.4% (23/429 #) TH Y| S ET T & R R
DAFIBGRETOFRBIZ5.8% (49/852 i) LRIRRE TH -7z,

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 7B EE 2.2% (3/135 i) KOARFIEGE 1. 1% (2/179 #) 12, sEER
TIEZ 7 BREE1.0% (8/830 f5]) M OAAIBEERE 3. 2% (53/1637 #i) (238 Hiviz, #HERIX, EHWN
HEROARFNEGHE 0.6% (1/179 f) J OSMERER OAHFIE 58E 0. 9% (14/1637 ) 1T Hiv, W
THNHE T 7 BRHETIIERD b T-,

F7-. SHEEMHEERBRICBIT A BEORBERIL 2.2% (16/738 ffl) THV . #ET T & Rx Bk
DOAFNE GRECTOFREBLF 3. 2% (53/1637 f5]) LRFEETH T,

BEHEGEER. NEFTEERRUZSEMBEILEICHES KR

FREBERIER & x5 L Uo7 7 v IRERER (EFERLR S MAHRER & A E 77 & AR B O OF5)
IZBWT, REFEICOEINTCAEEEZD ) LWTNOOEKEGEETRIEN 5. 0%LL EICEO il
FRIITER FHEGHERAR : 77 R 1%, VAN UEE6.6%) DA TH-oT-, B
FEREEIL, 7RO LFIE FLHNY D 2 il (PR 2BEx. WTFNbRETH-T-, &
Iz kv eIk L7955 & 2 WIXEE L HIE SN HBRF IR b n o7z,
EHHREGEHRBRICBOWTCHRENDETCIREEICOBEIN-AERRORIR L, ENRBRTIX 15.5%
(16/103 i) Th-otz, HWUENED - A EFRFGIL, ENRER TIIH KT 6.8% (7/103 ) |
FEtH 2. 9% (3/103 f5]) Th - Tz, ENHER TN TR O S vz | FITEE &HE SN2,
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 B8R 1.2% (3/248 i) R OAAIEG-HE 5. 2% (13/250 ) 12, AhEEER
TIXT 7 BARBEL 0% (7/689 f5]) M OAAIEGHE 7. 3% (152/2069 i) (238 HiLiz,
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FRESRARERUHERFERHEMEES CHESIEREFERNRE LTS ERARBHRICE TS
HRERZEHLGVRICET ZEEZTROREER

EHN EANEs|

RSB % AP S TUHNY YV (mg/BE N TLHNY Y (mg/BE
o PR 77 ER 150 300 (6g00 B i 77Em 150 300 <égoo ) At
2R R x4 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)
EoE) 0 0 2 (2.2) 6 (6.2) 8 (2.9) 0 5 (1.7) 6 (1.9) 6 (3.9) 17 (2.0)
BB 0 0 0 0 0 0 0 0 0 0
TR 0 0 0 2 (2.1) 2 (0.7) 0 2 (0.7) 0 4 (2.6) 6 (0.7)
HAETF 3(B.1) 446 1(.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
FARE 0 0 0 0 0 0 1 (0.3) 0 0 1 (0.1)
I 0 0 0 0 0 1 (0.3) 0 0 0 0
TR 0 0 1 (1.1) 0 1 (0.4) 0 1 (0.3) 0 0 1 (0.1)
BRI OEAL 0 0 0 0 0 0 0 0 0 0
H 0 0 0 0 0 0 0 0 1(0.6) 1 (0.1)
— i B 0 0 0 0 0 0 0 0 0 0
J 2B 0 0 0 0 0 0 0 0 0 0
SeHm R 0 0 0 0 0 0 0 0 0 0
Bl 0 0 0 0 0 0 0 0 0 0
M 0 0 0 0 0 0 0 0 0 0
— MR IE T 0 0 0 0 0 0 0 1 (0.3) 0 1 (0.1)
TR K8 0 0 0 0 0 1(0.3) 1 (0.3) 0 2 (1.3) 3 (0.4)
>H 0 0 0 0 0 0 0 0 0 0
EEgc=a=1 0 0 0 0 0 0 0 0 0 0
ko R VIRELE 0 0 0 0 0 0 0 0 0 0

" EHN ZANES|
PRI ME AR Ao Aok B 75 — - ——
C e e FLHNY v (mg/HEE) N FLHNY > (mg/H
IofF 5 7EiR 77 300 0 Zat 77ER —5 300 (6(320/ : GEF?
AR A A 135 134 45 179 830 212 474 603 1637
TR 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)
5 0 0 0 0 0 0 0 0 0
TR pea s 0 0 0 0 3 (0.4) 0 3 (0.6) 2 (0.3) 5 (0.3)
HAMET 0 6 (4.5) 1 (2.2) 7 (3.9) 1 (0.1) 0 10.2) 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
A 0 0 0 0 0 1 (0.5) 0 0 1 (0.1)
I 0 0 0 0 0 0 0 0 0
R DA 0 0 0 0 0 0 1 (0.2) 0 1 (0.1)
KH 0 0 0 0 0 0 0 0 0
i B 0 0 0 0 0 0 0 0 0
LR 0 0 0 0 0 0 0 0 1 (0.1)
peL i) 0 0 0 0 0 0 0 0 0
Bl 0 0 0 0 0 0 0 0 0
E 0 0 0 0 0 0 0 0 0
— PR R T 0 0 0 0 0 0 0 0 0
FREF KR 0 1 (0.7) 0 1 (0.6) 4 (0.5) 3 (1.4) 1 (0.2) 3 (0.5 7 (0.4)
>H 0 0 0 0 0 0 0 0 0
EEREa=1 0 0 0 0 0 0 0 0 0
b VIR B 0 0 0 0 0 0 0 0 0

a) 150, 300, 600mg/HLSDOMAE (F : Tomg/H) Z&Hie
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HRBGRER. MEPRER, SREBLERRBENRE LEBRRKRARICE TS
HREREBDOGLVRICET SAEEROFEERE

FREGRE ERETR G2, A% m . 2381k
(B [R5 AR BR & A E 7T 2 R B ER) (ke (EAR& SRR
77 'R TVHNY 689
(N=174) (N=182)
R P 6 (3.4) 20 (11.0) 16 (15.5)
GEE) 0 1 (0.5) 0
R A ¢ 0 0 0
[0 0 1 (0.5) 2 (1.9)
T LV —PEAE RS 0 1 (0.5) 1 (1.0)
A 1 (0.6) 3 (1.6) 0
ARG 1 (0.6) 0 0
A HH 1. 0 0 0
AR R i 0 0 0
AR 1 (0.6) 0 0
AR e 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
H R 0 0 2 (1.9)
i R e 0 0 1 (1.0)
£ 0 0 1 (1.0)
e IR AE 0 0 1 (1.0)
R L HEARAR RRE 0 0 1 (1.0)
SRS HA i 0 0 1 (1.0)
HIMET 0 0 7 (6.8)
i TR 0 0 1 (1.0)
% (%)
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BRHEBREICHESIEREEENRE LETSRMBHRICE TS
RICEHET SRRBREMODLGEVEEZTROREER

MedDRA #5'E Bl K 5348

HAGE =P SHE
\ o e | ST o e FLHNRY v (mg/ HEE)

Bl TIERNT gL T TER 300 150 600 &f

2R 0 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)
LVl 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 i) % 0 0 2 (0.3) 0 4 (0.6) | 3 (0.4) |1 (0.2) |8 (0.4)
BRIMKT 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)
ARAEIE 77 1 0.4 |1 (0.4 0 2 (1.5) 0 1.1 |2 0.4 |5 (0.2
AR 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)
AR IR 0 0 2 (0. 3) 0 11101 [10.2 3.1
IR 0 0 0 1 (0.8) 0 2 (0.3) 0 3 (0.1)
AR gzt 0 0 0 0 0 0 2 (0.4 |2 (0.1)
AR ER V2 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)
SeAAE 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 oD B4 0 0 0 0 0 0 2 (0.4) [ 2 (0.1)
T UL — PR RE RS 0 1 (0.4) 0 0 0 1 (0.1) 0 1 (0.05)
AR AR 2% 0 0 0 0 1(0.1) 0 0 1 (0.05)
AR Ag T 1 0 0 0 0 0 1 (0.1 0 1 (0.05)
MR A 8 N 0 0 0 0 1 (0.1) 0 0 1 (0.05)
7 ERE 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)
AN 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)
ERRLNERUL Y] 0 0 0 0 1 (0.1) 0 0 1 (0.05)
AR 0 0 0 0 0 0 1 (0.2) | 1 (0.05)
AR 0 0 0 0 1 (0.1) 0 0 1 (0.05)
B e 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 e 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
s PR I NBE 0 1 (0.4) 0 0 0 0 0 0
R D i 0 1 (0.4) 0 0 0 0 0 0
R o> S 2 (0.8) 0 0 0 0 0 0 0
NG H . 1 (0.4) |2 (0.8) 0 0 0 0 0 0

Bi% (%)

UEXY, AFREGIZELDER, OETRHEOND ZENHDLD T, AF LT3 HBED

BN TIE, IRFEFICOWTH EE L. BEPEOONIGEITITEY R L E %

&o

8.5 NSAIDs < DA & [RIEEIZ,

BEAT O %

—ARA AR E RIS B9 D R A R L 72,
Flo. A2l FCARIDNER L RGP S e K O EEFHRARH L,

aul

1

T
SO

|
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6. BENEREHIHBEICHT IR
(1) AHHE - IERFOHLEE

9.1 BHHE - BMERZEOHLHEE
9.1.1 EENS ~MmMELFENEE
DIEFEEZFTHRFICBNT, I MELARERHLEDONDE Z End D, [11. 1. 28]
9.1.2 MEZEODEENHLEE

[11.1.5%MH]
9.1.3 EMREFDERDHLEERIRETEOHLEE. FHESOHLIEH

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

<R >

9. 1.1 AAEOTIREZ OMEIZIB T, Dl EREDHEE AT 5 @l EE ~OARF B G- 12 9 - fifER
PEORIAPRESINTND, T2, BRNAEKGREBRIZHBW T 1 #], S DARBRIZBSNT 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, ABELROWE) KOS (MREAR OWRER) OERZR ERH 5, £z, MERISHEIEOK T L
HBEICBWT, BRRMENVLE L SNZEMIIPPDOIMERELHE I TWD,

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

(2) BHREEESRE

9.2 BHREIEE 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 >

RXSREIE E R A kPR & LT AMEIRR R SR AR 1 3 T BHERE DI T ISR T, DIER: K TR AUC, .. D HE AN
NROGNTZ Y, Fi2, CL/F KO 27 V7 F & (CLr) 1 Z7 V7 F=0 7 VT T ACHAITEZ L
MRO LT, L7eio T, BHEREDH 2 BEFICAKNEZRGT 581, 2V T7F=2 20T 7
A% BE L L TCRAOER G ER O GRREZFRET 5%, EEICKET52 L, BHEREEOH LR
FA~ORELROHEOHMT, V-4, AELKOCHAEICE#ET HER] OHET.2 3,

(3) FFeEfEERE
REIHN TV

(4) £FEREXHET 5 HE
BEEN TV
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(5) bEi&

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 - JRYER AT BT 2 3B B OV AR AT S QN AR 7% D 38R 10 DN REBNA O B REIC BT 2 3Bk 2 oDk
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 MZFVARY % 500~2, 500mg/kg D FHE TR 6 H~17 BIZ#EE Lz & 2 A, BEWM~DF
B OWE IR OBLBIENNTHOHETH Ao, BIbOETA 1, 250mg/kg LA £ T, IEIAE O
25 2,500mg/kg TR HivT=,

TYRIZT VTN % 250~1, 250mg/kg D E TR 6 H~20 BIZEG LI 2 A, BEW~D
EBRNWTHOHETHA LIV, £72, JirE, I R & UG E & O e W ONTEEINH] 23 1, 250mg/kg
TRD LN, EHITET 2 MAREILRD b o7z,

(2% WAL OHAEROREW IR OKEICBET 238 8k (T v ) ]

AR T v M T VAN % 50~2,500mg/kg DB TR 6 H~WE 20 HETRE LA, E
BT, AREBK TR ONROEEER EO TR S —BRIERP VT Lo HEOEIm TL AL
72o 250mg/kg LA ECIIMBI L OB O A R MARKE, BEMHEESRIGET L, 1, 250mg/kg
TIXRERILE, AFTEEEICKT 2 BN ST, 2,500mg/kg TIEAWRICE 5720 TR E TR
JEDFRARN B L, HAER 3 HEBEOAFRITERD biviehro Tz,

(25 RN, AR R O A% ORI ORI 28182098 (v k) ]

TUw—J, T4 VTR, INTz— AV x—T VOTENERT 5 B EICIE S BT
— A R= RIS T U HNY TEREEE LT 2, 700 BILL O 2 x5 & UT-BIERFZEIcBs W T, it
KU, HAERFOAEREIR, HAER ORISR T OKIE/2 U A7 IR S iehoTz, it
PR 1 W COEERR A Z T TV L RZBNT, LAY L HBIRIERER L HI T AN ASKIERE
FEOFEA TR (aPR) B LY 95%EHEXE (CI) 1%, 1.14 (0.96-1.35) Td o7, £7-. FEFE.
RHEREN, B, FERNREERIER, 777 —2a 7IE, NEEITEEICHnE., BT
VTR Y THRE ST /NRERICRB W T, EEXMZEMPERTS (ADHD) | BHPEREA <7 kT AREH

(ASD) . FNEYFEZED Y 27 FRIIRB IR o T,
SN E R
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(6) RELI7

9.6 $RILIR
AFB G IIRA LB T SEL 2 &, AFlITe FREEALFT~OBITRRD LN TS 9 0 [16.6.4
2]

<fifgn >

SN DREIRERER 2 (2B W T, AFIAS e MERLFICBITT 2 2 e shTnsd, (IVI-5. (3) #it
~OBATIE] ZH)

(N MR

9.7 NR

INBE R RS b U A R OV e A R & U7 IR R RBRI T E N L TV R, $h3E T > b TR
DR E <, KRR (600mg/H) & [FAFEOEREEIZIBWVT, FHAFRIER (B FEB) T
EROEELD) KORE~ORE (—RBIEOEREEINMEG) HNfE S Tngd, o, &KERK
HED 2 558 % g CIRMEEIESIEOIK TN, 5 [FOgEE TR IEM OIERE NHE S

Tb\é 63) R
<fiign >
ENEERRBRICE W TR ARE IR, FrAR, LR, SRRk 2 EHARRIT <, ZettiX
ST STV,

BB ARNONR~ORG2ZE LA T v b2V m iRz 32 L T\ 5,

ZORR, T v b TEHAROBEZMEDR &< RKEARAE (600mg/H) & FFFEORERICENT,
FRARRER (HREBTELOHE LY ) R OE~OZE (—iEEOREIME) 235580 b,
£lo. BRAREBARMED 2 5282 2R CHREMEEISISORTFA, 9 5 (5O TRHIRIEHOER
NENENHESNLTND P,

(2% . i e A -EERR 37 v ~) ]

THEDNAE T > M LI 250,100,250, 500mg/kg Z 7 3 [H] S AE#% A #e G- U 72 38R Tl 50mg/kg
P ETHE LY, BIREROTUHER OIRER NG A8 Ihi,

7T BEOSHTT v T LAY 2 50, 100, 250, 500mg/kg % 7 AR D 3H L7230 BT,
KD 250mg/kg LA b CTHRER MRS S DK T3 A B vz,

HERET » b OEFERA TR TlX. KD 500mg/kg (2B T, K BIRER, KHESGE N OER
TERERE T DFEIG OWD . ERFTIMTR LR OEEINN A2 bz,

F 7, MED 250 N 500meg/kg TRIGRIEMIA LR L, ZIREIMET Lz, MRHHEEE, B, 9%
H - SUEREICA LI A BN o T,
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(8) &tnE

9.8 StE

9.8.1 7 VvT7F=0 7 )T T AERSEICEBRESE, KEMRERE T8 BEEICRET D Z L,
BHEEENE T LTWA Z &30, [7.2, 9.2, 16.6.2 B ]

9.8.2 FE Vv, fHIR, EFEASICL VA 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) mlE 28 .
<BE > EIRE BT 5 3 pEhRe ©)
H AR NGERE 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 LN T o 1, fEHEFEE MR E IS T L AN Y o 100mg Z BRI O # 5 U728 & Heilis L Thnc iR
K OGRS DA D3RR 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)

MRRER G, 456 B, FE (EERE)

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

1. HHEERA

(1) HREZEEEZNDER
BIE TV

(2) fFRFE L ZEDER

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 (41 R RETHHA]D)
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) AF%vaky, aFERA, Ta—L (fKH)

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 77 R & 22 iR 12 BEREIERE ¢ 3 [mIsERR D
5L, 3EIHOEERICAF T 3 Ry 10mg LT 78R E KRG Lz L &, AFloMmEERR
BACRIREE D Cprap BTN AUCy 19, DERATEMEDE (v a RUOEHE/ M 5E) X, %
A 0.96 LN 1L.00 THY, ¥ a RroftHIc L 2EEBIIERO b Rhote, o, AF v =
R D Cpoy LY AUCy o DEEATEIED L CRFIGF RS/ B 5-K5) 1L, Z240 0.99 KT 0. 91
THO ., AFOPEHIC L DEEBIIFRO -T2, T, AFlE AT a RooffAHIcL Y,
FRINFERE M OV IEBIEAE 1 J5 1T 5 M B R0 1E 287 SR 458 708 B A% G- B | He N CHRE A IR R %
B 255880 BTz,

OSE/NLEDHR

SRE R 12 61 2 %0 5212 . AF 300mg L7 7 R & 22 iR 12 BRI C 3 [ E & G-
L. 3EEOHELGHIZE T ESRA Ing KITT T EREZHMELE L L X, KHIOMmEfRREE
TREE D Cpo OV AUCy 1, DEMTEEIE O (7 7 B S AR AR/ BB 51F) 1%, ZhEh 1.02 &
0.98 THY, a7 B RLAOHHICLAHELZITT. 7T E/NAD Cpy LT AUC) o D)
O CRAIGEHHR/ B 585) 13, ZNFN1.06 KOV1.08 THY . AF OO L 8%
ZFimot, e, AFIE v T RO LY, FREEEE K OHLEEEEE IS 1T 5 MG
WS IE A SRAE N BRI G- e~ TRNAY ISR T 9 A M 25580 7z,

IR/ —)LEDHEEER

AME MR 13 61 2 6512, AA 300mg XL 7 R & 22 lERHC 12 BERERE ¢ 3 [ ERR D
Beh L, 3B OEG%IZT S ) —)10.70g/kg XIT7 TR E0HKEE Lz & &, AFIOMmiET
RIACARIRE D Cpoy B OV AUCy 1y, DRMEEIEDOLE (=& 7 — VORI B GHE) L 2 O35
KRx, £ 1.21 [1.07, 1.37] KOV 1.01 [0.97, 1.06] T&H Y. Cuy (ZOWTITAEWFEH
[FISEPE D FENE (0. 8~1.25) MHDOTMNITHEILL TND B DD, AUC, 1o 1 THBEEZ T 2o 72, 72
By TH D Cpy O AUC, o DI O S RAFNOF A/ B 5-FE) 13, 241 0. 91
KN0.90 TH Y, KFOOHIC L DHEBIIRD bRt £, AL % ) —/LOPEHIC
£V FRAEERE K O R IEBIERE IZ 35 1T D S o B R0 1R 22 58 4 S B A 1 - IR L Hb A~ TR A ICAR
TT DHENFED i,
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(3) IMAETFIEZ B & 3 3KA (7 o DA T v o A SRR 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 TOWHATEEMENE 2 Hiv, ACE FAEAITIEF =T — BRI S %R, mE
PEFRREAMEE SIS 5 &\ ) SEEL2AB S HE S v Tn g o0

ACE PHEESKA: M THIE L OBEMIN R ENTWAMA L OPFHIC L Y, MEFEOREY 27
DEEDIBENALRS D=0, FHICITEETDZ L,
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BAJE 2SR OFLH LT, £ AAEOHIRZISHE SNIZREITERICOW T O RENAHTHD Z &b,
FRE 15 RBR T OB LAIEMIL, £ ORISR L, 16 3UBR TR b ivia - 7RIV & S

PRI e OFF BRS04

R E LRtk LTz,
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¢ HEREERRBEHEERUVBRRREERERE-&
) BIMEROBE

LNk YE i

EWNH &SRR, ENRIIR G5, S E% 5 AR, S E 5 AR5 & O E &%
HBRIZEB W T, AAI 75~600mg/H%E 1 H 2 [BH DT 1 B 3 [BITHE G Iz a MRt
G451 1, 680 71 1, 084 il (64.5%) (CEIEHNZEO bz, FERBIEAIL, FEhED F v 393
B (23.4%) . HER 267 61 (15.9%) KOVEE 179 4] (10.7%) ThHo7-, EBEFE TOMH
EOHEED)

FERREREARESICESER

EN —EER G, ENEREERBRICEB VT, AAl 150~600mg/H% 1 B 2 [0 THR G &
AT MR e G 302 R 199 4 (65.9%) (CRIESER O bz, FARBEWERIZ, iR
74 1 (24.5%) . FFEIED F O 68 fil (22.5%) K OVERE 52 5] (17.2%) Th-otz, (KR
Kk CoOFME DR

FiiaGERER. REPFEREERUSHEEBEILEICESER

FREBIEHRIRBE 2 xtR & U EEE LR H M EGARR & O BRI 47E0R  iM2e P %K
. ZRVERALIE IS PE D IR 2 xR & L7 ENEE GBIV T, AH 150~600mg/ H %
1 H 2 BTG STz 2l 541 215 il 165 il (76. 7%) ICRIERAZRO b, &
PREIERNE. AR 87 #1 (40.5%) . VBN E 43 6 (20.0%) K OVEAE 40 41 (18.6%)
Thot, KBEFE CTOREDES)

R RAE

EN E SRR, ERNERRGRBRICB VT, AHKI300~450mg/ H % 1 H 2 [0 THRE S
AT A NERFAM 6 G151 356 R 295 i (82.9%) \ZRIMMEHGRO b, FeBWERIE, IR
141 B (39.6%) . FEhED F > 98 il (27.5%) M OMKREIENN 56 5] (15.7%) Th o7z, Ok
R E CTOREBEDOER)

<fiF7n >

HRETEHEE

FER OHEORERIL L 72> 7o, HREBHM R BE 2 xt4 & LEENHERGHER, ENE
FehaklR, SMES IR TSR, FME S TR ) O E R B3 53k 2 OF & T L7 k6 L. AR
75~600mg/ H % 1 H 2[H&H B\ 1 H 3B THR L I 7= LRI 541 1, 680 41 1, 084 41 (64. 5%)
IZRWERDFRO b7,

FRRWERIZ, ZEMED E 393§ (23.4%) . AR 267 5] (15.9%) K ONVEME 179 fi (10.7%) T
HoT,
ZDMOEWERIZOWTIE,  TVI-8. @B RIEWEMREBESEE K ORIRMEERY -5 2) | 28,

HERAEEREGEES IS ER

FER O HEORERIL L 72> 7o | BERIFIERMEAREE ML) R 2 AT 2 BF x5 L LIZEN
T HEEREEER, ENER SRR RS ENT LR . A 150~600mg/ H & 1 H 2 A T H-
iz 2 MERTAR R G245 302 17 199 fl (65. 9%) (ZRIMEH 23788 iz,

FARRIERIL, IR 74 61 (24.5%) . @D E V68 1] (22.5%) K OVEE 52 4] (17.2%) Th-7=,
ZOMORIERICOWTIE, V-8, @I HBIENWERRBUEE & ORIRREE T —% 3) ) &,
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a)

a)

ERiEEERER. WETEREBERUSEMELLEICHES ER

FER OHEORERIL & 72 o 7o | FHBEZE BT 2 x4 & Uz EE LR —E 5 sl g O
FHREZETR ., AP RN, 2RI LAE I 2 M 2 x5 & L e BN E & 55080 % 0F 5 Mt
L7-Ab S, Al 150~600mg/ H % 1 H 2 BTG S L7 2 MERHIix 561 215 #4165 §1 (76.7%)
WEIER DGR BTz, FE72BIER, R 87 5] (40.5%) | ZEMIED E 43 1] (20.0%) K UOVE
fil 40 #1 (18.6%) TH -7,
ZOMOENWERIZ OV TR,

(VII-8. @IE B BIEIVE S ORISR T —R 4) | B,

IRHEAT IR IE

FER O H RO ERI & 722 o 7= BRHERRIEICPE D B A AT 2B E 254 L LIEEN_E SR
ek, ENRIR G2 RO L7oRE R, A5 300~450mg/ A & 1 A 2 [ TR G- S/ 24tk
FEAT 51 356 it 295 B (82.9%) IZEIEH TR b,

FAEIERIL. EIR 141 6] (39.6%) . {FEMED EV 98 ] (27.5%) M OMKEEENN 56 1] (15. 7%)
ThH-oT,

ZOMOBEIERIZOWTIE,  [VI-8. &3 HBIEIVEM S B Nk OlRR AR T 5 5) | 2,

<HBE>

FEENE D F S OMHR

HRALERSEREL IS L LEERNRIER SRR 21780 W0 R OMEIR O FE Bl &k OV #E
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 L Lo HEFRROERRR CRBRERIOER Hik L 138 5)
ERNEHIREHARICE T HMEROFRRFHR VEEE
B ] R R
<43 | <8 | <120 | <24 | <3608 | <520 | >52 M o
FLHNY | GBI 126 122 117 115 105 100 90 126
FEBLBEL 15 1 3 5 2 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

BRI T 1B L LA EEROERER GBI BI D4R ik L1372 %)

£, FEED O ROBIROMIZE B O P RET T ORGHTH 5 HUNTH -7,

HRESREER TR E LIKERN TSt AARERRICH 1 2RREREEOLEVEESROVFEE (FRIE)

e TULAHNY Y (mg/BED)

HEER 7R 150 300 600
T &4 ET il R 5 98 87 89 97
RREH (%) . ST (%) | B | REAI(%) | B | BRI 00 | B | BB (%) | BM
HIEFEFTOAHY
TRTHDEEER 62 (63.3) 29.0 | 65 (74.7) | 23.0 78 (87.6) 22.0 | 90 (92.8) 10.0
ZFEIMEOHEN 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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I

TRASRMER IR L LIEENT T AR T 2 FRIEO R I 2 £ITRT, M FREOR
PV R M OV - IR 685 51 PR 0D ARAS VRIS DU T, 600mg/ H A T O $2 5-FE LT H TR FAGIREIZ 2
L FBED BN HIRE D 7> T,

TRAZERGZEZERNRE LEERNT S ARMBRRICE 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)
FIE+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)

Bl (%)
MOEBF, TIE+1 (FIROVEIE) | FE+2 (FERDEICSNT TOMERE) | HE+3 (X0 LR/ SUIRTEEHALOVIE)
N - Rl ek 52451

TRBEBREZFRE SR L LIAET T AR5 GRS T DO FEH B2 K IR, FEICOW
T, BHAIE OISR 3 5B X 2 A B350 0 b o1z,

TRABPEMEREENRE LEABE TS ARMBHRICE T ZBORERK

S 77 R TVANY ~ (mg/ AEE)
" N=93% 150 (N=87) 300 (N=98) 600 (N=90)
R—=RT A HF IR 6 (6.5) 9 (10.3) 6 (6.1) 5 (5.6)
JFIRE+1 5 (5.4) 6 (6.9) 5 (5.1) 2 (2.2)
IR +2 1 (1.1) 1 (1.1) 1 (1.0) 3 (3.3)
o B3 1 (1L 1) 0 0 0
W TR ORI RS R 5 G 11026 5 G178
EE41 7 (1.6 7 (8.0 11 (1.2) 10 (11.1)
IR +2 6 (6.5) 1 (1.1) 4 (4.1) 2 (2.2)
IR +3 2 (2.2) 0 2 (2.0) 1 (1.1
e o N—AT A 4 (4.3) 0 3 (3.1) 3 (3.3)
B - IRFERPA ORI g or o e 5 (G.4) 223 41 3 (3.3
. I R—2F A W 0 0 1 (1.0) 0
25 H 5V IEHEE B AR 3(3.2) 1 (L1 1 (1.0) 3 (3.3)

Bl (%)
SCEBR, FE+1L (FRRORE) | JEE+2 (FEAOBICHT ToORE) . BE+3 (X EROY/ U B SR O T7E)
N o 55451
a) it FREORMFEOFAMIZ OV T, N=92
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2) FREPERAREENRE LEERNEREAERICE T HEERER AR

P 16804
BIE FREHIN 1084%5) (64.5%)
B AR 26894
EEEHEEAETAY @E | sk | pEmE 8194 BE | 1658
o , EHWERDEREE ) - , b2 EWERIDEERE (H = , 3 EHERDEEE (H
BEROBE | o m momn | P m;f,; fgt; ;‘? e m;g; f;r—t; g:)
BEE T 1(0.1%) 1 mEEE 20.1%) 1 1
) 86(.1%)] 63] 13] 10 R E % 10.1%)] 1 B 20.1%) 2
il 53(3.2%)| 30 22 1 SR 28 1(0. 1%) 1 BAER 1(0.1%) 1
T 280.7%)| 19] 9 FEEREE R 10.1%)] 1
g 21(1.3%) 9 12 RS 7(0. 4%) 4 3 I 1(0.1%) 1
7% 180.1%)] 10] 7] 1 P 10, 19%) 1 R 10.1%)] 1
FE ERAE i 15(0. 9%) 8 7 RERHAT 1(0. 1%) 1 P 1(0.1%) 1
55 110.7%)] 10 1 eEE 10.1%)] 1 REREA 10, 19%) 1
HIETRE 905%)| 3| 4| 2| [mE=E R 10.19%)] 1
BRHRE 704%)| 5] 2 B 203%)] 53] 1] 2| [MARVY-RBE
B 3(0.2%) 3 B8 31(1.8%) 23 7 1 BF BRI AME 5(0.3%) 4 1
n0Ex 20.1%) 2 BAHET 18(1.19)] 16 1 R 40.2%)| 2 1K
OEsE 2(0.1%) 1 1 HEES 8(0.5%) 5 2 1 BBk E 4(0.2%) 4
A% 20.1%) 2 B 60.4%)| 6 T MRH A 20.1%)] 1 ]
WA 2(0.1%) 1 1 BRERAERR 3(0.2%) 1 2 K I MERGE 2(0.1%) 2
P AR RS 200.1%) 1K BESHY 30.2%)| 3 M MREAD SRR | 10.1%) 1
ExE 2(0.1%) 2 R 30.2%)| 3 EIRIEE 1(0.1%) 1
B+=fElAs 10.1%) 1 BmE 30.2%)| 2 1 BREVMEROEENE | 1(0.1%) 1
BEE 1(0.1%) 1 IROEE 2(0.1%) 1 1 B 1Bk ANAE 1(0. 1%) 1
BRESREESE | 10.1%)[ 1 BRH: T 20 1%) 1 1 amn 10.1%)] 1
BiSthm 10.19%)] 1 BRS 2(0.1%) 2 mEmE
B 10.1%)] 1 BRERSTIE 20 1%) 1 1 BHME 170 7] 4
®BEY—7 10.19%)] 1 FLEEH M 20.1%)| 2 EmE 60.4%)| 2| 3| 1
I {E it 1(0.1%) 1 FLLEF—HEER | 100.1%) 1 ETY 5(0.3%) 3 2
DR 1(0.1%) 1 HEBHE 10.1%)] 1 o) 2(0.1%) 1 1
2£F 10.1%) 1 EHZ 10.1%)] 1 EEER: 10, 19%) 1
P M 1(0.1%) 1 BRZ >R 1(0.1%) 1 EERIRIALE 1(0.1%) 1
B 10.1%) 1 ROEHE 10.1%)] 1 BIRELE 10, 19%) 1
HILBTE 10.19%)] 1 BRFEI 10.1%)] 1 RS, MR UREEE
EHEE 1(0.1%) 1 RS 10.1%)] 1 o 905%)[ 5] 3] 1
EEE 10.19%)] 1 RRAR 1(0.1%) 1 SHEE 50.3%)| 5
R 10.1%)] 1 R TE 10.1%)] 1 & 40.2%)| 4
HiE 1(0.1%) 1 S 1(0.1%) 1 TR 20.1%)| 2
PHEE R 10.1%) 1 R 10, 19%) 1 OEREER 20 1%) 1 1
LEE 10.19%)] 1 BHRA 1(0.1%) 1 Sl 20 1%) 1 1
EEIEEL 1(0.1%) 1 %A 1(0.1%) 1 IRHESE 1% 1(0.1%) 1
REBS 1(0.1%) 1 8 1(0.1%) 1 WEEETHE 1(0.1%) 1
RIFIZ S i 10.1%) 1 REEE 10.1%)] 1 REEE 10.1%)] 1
B 1(0.1%) 1 ARAES 10.1%)] 1 BIREEE 10 1%) 1
B R UL R BRI R 10.1%)] 1 Wi 10.1%)] 1
BRES 30.2%)] 1 2 R EERR 10.1%)] 1 ERUVABEE
RIS 20.1%) 1 1 BT 10.1%)] 1 EEEEDHE L 200.2%)] 9] 8] 3
D 1(0.1%) 1 BELER 1(0. 1%) 1 =L 6(0. 4%) 5 1
ANLRRY A VAR | 1(0.1%) 1 MBI ERARRAZE 1(0. 1%) 1 EDEE 1(0. 1%) 1
AL RREBRE 10.19%)] 1 HERRR VRS AREE BB 10.19%)] 1
BiS % 10.1%)] 1 EAERIEAR 16(1.000) 8] 8 BHEE 10, 19%) 1
THEE % 1(0.1%) 1 HAET 12(0. 7%) 6 6 B 1(0. 1%) 1
WS ke 10.1%)] 1 BRIEAE 120.7%)] o] 2| 1| |E. sHERURESEHE
ARBR R 1(0.1%) 1 M sE 11(0. 7%) 6 4 1 R - % 28(1.7%)| 13 11 4
LRERR 10.1%) 1 R 7% 70.4%)| 5] 2 SR 30.2%) 1 2
BRE 1(0.1%) 1 A 6(0. 4%) 3 3 RBEEW 2(0.1%) 1 1
) 10.1%)] 1 B 503%)| 2| 3 i 20.1%) 2
RE# 10.19%)] 1 GEREE 40.2%)| 2| 2 BEES 1(0.1%) 1
B2 10.1%) 1 P 30.2%)| 1 2 LRERR 10.1%)] 1

VITI. 24t (A FoEEs) cET5HEA 137



= 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

DREE BrE 10.1%)) 1 RRIRIEE 10.1%)] 1] |
IDEMES RS 7(0.4%) 3 4 R &R 1(0.1%) 1 BEERUVKETHBES
BE 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 3(0.2%) 3 SREE 1(0.1%) 1 IREEEFE 9(0.5%) 8 1
IR 3(0.2%) 2 1 LB 1(0. 1%) 1 piid 4(0.2%) 3 1
LSRR 3(0.2%) 2 1 THERATBE 1(0.1%) 1 FIBE 300.2%)| 1 2
TERR 3(0.2%) 3 RBREEBE 1(0. 1%) 1 LT 3(0.2%) 1 2
DRE 2(0.1%) 2 BISIRR 100.1%)| 1 (] 200.1%) 2
F-EEEJOvS | 20.1%) 1 1 AEEX 1(0. 1%) 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
EWJovy 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 EELE 8(0.5%) 8 kKB 1(0.1%) 1
DIEBE 1(0.1%) 1 fal 8(0.5%) 1 4] 3 TERRIERR IS % 100.1%)| 1
ILEHED 1(0.1%) 1 SERS 8(0.5%) 5 3 IRAEEE 1(0.1%) 1
DEMEH 10.1%)| 1 J E F—iR 6(0.4%) 2 4 BB 100.1%)| 1
DB SERR 1(0.1%) 1 RS 6(0.4%) 3 2| 1 RRE% 1(0.1%) 1
SR RAR 10.1%)| 1 5 2% 50.3%) 1 3| 1 R8I 100.1%)| 1
AT EEEE 1(0. 1%) 1 BEEE 5(0.3%) 4 1 EEEE 1(0. 1%) 1
SEAR 1(0.1%) 1 LS 50.3%) 2 1 2 BRI 100.1%)| 1

HEREE [NBE 4(0.2%) 2 2 RESE 1(0.1%) 1
EBHEL 393(23.4%)| 279 90| 24 B 40.2%)| 3 1 32 10.1%) 1
1EER 267(15.9%)| 195 55| 17 5289 4(0.2%) 3| 1 HHD 10.1%)] 1
B 60(3.6%)| 32 20 8 Bt AEIR B 4(0.2%) 4 REREE
FHEE 42(2.5%)| 26 15 1 it 300.2%) 2 1 TFI245F G| 10.1%) 1
EEKR 402.4%)| 22 14 4 EHEE 200.1%)| 2 7 LLEF—tiFE 100.1%)| 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 REHM 111(6.6%)| 79 32
miEEE 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. 1%) 1 1 o GRE& 8 0 5(0.3%) 4 1
SEBE 6(0.4%) 3 3 £ H5BERVHEEBFE BUN 400.2%) 3 1
Pl 40.2%) 2 2 EE 179(10.7%)| 119 52| 8 FRep gt 300.2%) 2 1
EEHEL 400.2%)| 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
REHHE 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
CRERS— 300.2%) 2 1 BEEB 19(1.1%)| 16 3 FEFL 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 12(0.7%)| 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 7(0.4%)] 3 3| 1 BHET 100.1%)| 1
BEBEE 200.1%) 1 1 SR 6(0.4%) 1 5 REELS 10.1%)| 1
YA 200.1%) 1 1 M5 6(0. 4%) 4] 2 /MRS IS 100.1%)| 1
fetil 2(0.1%) 1 1 BRET R 6(0.4%) 3 2 1 mepALSILELS | 100.1%) 1
BEER TSR 200.1%)| 2 Ak 400.2%) 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 100.1%)| 1
B 1(0. 1%) 1 et 1(0. 1%) 1 LDERESE 1(0. 1%) 1
— BN M R 1(0. 1%) 1 bk 1(0. 1%) 1 DERZEIL 1(0. 1%) 1
BERIE 1(0. 1%) 1 TER 1(0. 1%) 1 DEBTE 1(0. 1%) 1
=XEE 1(0.1%) 1 FEKEF 10.1%)| 1 FRIERS FalgiE 1(0.1%) 1
KREBE 1(0. 1%) 1 RERURBEBE PRAE 1(0. 1%) 1
EREDVEET 1(0.1%) 1 BRTIER 14(0.8%)| 8 6 R EABYE 10.1%)] 1
BRI 1(0.1%) 1 B MAE 7(0.4%) 6 1
FHNRERE 100.1%)| 1 BRE 40.2%)| 4
HEBE 1(0. 1%) 1 wiRErE 3(0.2%) 1 1 1

BRUREBEE 7L — LR 2(0. 1%) 1 1
PREE 7(0.4%) 4 2 1 =M 2(0.1%) 2
£ 300.2%) 1 2 EF kYo LlE 2(0.1%) 1 1
SERR 300.2%) 2 1 R 1(0.1%) 1

TRERREFE VAR
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3) MEFRRMERHEAEEETICHSIEREANRE LEERBERERICE T SRMERARESHK

B2 IR R BIM 302451
BEREEAIN 199451 (65.9%)
B ARTEM 4344
EEEREIAREAR BE [ 3o | wmE | 7245 | BE [ 3¢
0 |3l FEE 3 # (= TERE 3 w = R 4

BBEE HEREE Bt EMRUSERAOREY GRRUKRI—T£8T)

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

Mm% 1.(0.33) 1 18R 74 (24.50) 64 9 1 ALT (6PT) HgMn 2 (0.66) 2

il 2 (0.66) 2 EBIREILE 1033 1 AST_(GOT) ##&mm 1033 1

5 1.3 1 WS 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 LEETES 1.3 1
BRER USERE RAEt=1—0/55—| 3 (0.99 3 STHATR | 1033 1

£a% [ 103 1] | T 1.(0.33) 1 DERTHNER 1033 1
FEEREE IR 1.(0.33) 1 LERTEEERDS | 1 0.3 1

FrgEEES 103 1 EHEHEN 68 (22.52)( 54| 14 GEEM 47 (15.56) 43 4

FEE 1033 1 FHEE 1033 1 BIRE 5 R 1033 1
RIEE REEE 1.3 1 RepmgtE 1.3 1

EHZIE 103 1 BRURKES (B mgE 1033 1

IRE:1E 1.3 1 BigamE 103 1

R TE 2 (0.66)] 1 1 BRAELEEE 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

FiRE 1.(0.33) 1 R 1.(0.33) 1

BREE 1033 1 ERRARVAEEE

BHET 5 (1.66) 4 1 ZHALLE 103 1

R AR 2 (0.66) 2 TIREIA R 1033 1

B 1.3 1 ) 1.3 1

a8 2 (0.66) 2 BUERITIRIEAE | 1 (0.33) 1

518 5 (1.66) 4 1 s
HEBRR U EREE BERE 1033 1

FadA bS] 1 0.3)] 1 FRES 2 (0.66) 2

s AR % 1033 1 REESE 4 (1.3 3 1

HEREE 3099 3 m> 285 1.(0.33) 1

BNET 2 (0.66) 2 S EMERURSRHEE

i 1.3 1 SRl 103 1

BT 1.(0.33) 1 ETT 2 (0.66) 2

P 3099 3 HEZE 15 4.9D] 13 2

HHE 2 (0.66)] 2 W5 1033 1
MERUY o AREE TR 1.3 1

MR E 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 SIRE 2 (0.66) 2

ETy 3 (0.99] 3 ®AE 1033 1

EIE 1.(0.33) 1 RBRUEERE

PR AR IS 5 1033 1 BH Y LIE 2 (0.66)] 2

EmE 1.3 1 B 2 (0.66) 2
RS, MR UREEE EREBIE 1.(0.33) 1

WUE 103 1 BYRFE 2 (0.66) 2

TR R 1033 1 BYAE 2 (0.66) 2
HRURBEE & g 1.(0.33) 1

A=I—LEK 103 1 R 3 0.99] 2 1

EEEMEHE L 5 (1.66) 3 2 ERRUETHEBES

HiB 3 0.99] 2 1 T35 R 1033 1
BE. PERUVLEAHE IR R 1.3 1

TEER 103 1 B 2 (0.66) 2

58 - i 3099 3 =5 2 (0.66) 2
DRSS R 3 1033 1

Pl iE 103 1 A5 1.3 1

DR 1.(0.33) i

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 HEREE 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
A e 1.(0.5) 1 AR 3aa | 2 1 1B e 1.(0.5) 1
HIEF B 34 | 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 83N [ 1 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 1oLz ovREE 1 0.5) [ 1
EmE 34 | 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 MMFBEICHIERBENRE LEERBRARICE T SEEFRER AR

EE i e 35641
BIEARTAIN 295651 (82.9%)
BIEARTA R 7034
BEENEEARRAR 8 [ a3 | wmmm | 604 | ET [ o
_ . B [EROEEE () _ . R [EHEROBEE _ . R [BHEROEREE
BEROWE | o }—'—M iE o semomm | oo EIRCHELIEY semoms | T EERDEEL MR

BEEE RIS 103 1 RELE 103 1

A LS 1.(0.3) 1 #HRZHEM 1.(0.3) 1 BiZKE 1.(0.3) 1

Eb 1@l 1 BmED 5 0.4 5 EEEE 13 1

B R mEmE BRIEE 103 1

EMREMEB R 1.(0.3) 1 mE 2 (0.6) 2 ZERD 3 (0.8) 2 1

TH 7(2.0) 5 2 ke 1.(0.3) 1 TIRSE 3 (0.8) 3

) 13 1 TR, WBRUREES m>o5% 13 1

&R 103 1 T -ERERR 103 1 2 HIEER VRS BFHE

=12 P 5 (1.4) 4 1 TR 2 (0.6) 2 BEER 23 (6.5 21 2

8 P H M 1.(0.3) 1 PR, BRI £ 1.(0.3) 1 BEEZIE 3 (0.8) 3

HIET B 2 0.6 2 OEIRTE 103 1 7% 13 1

BiE# 3 (0.8) 2 1 B AR B SR AT IR AE 15 B 1.(0.3) 1 B 1.(0.3) 1

R 1.(0.3) 1 SIREE % 1.(0.3) 1 [=p::] 13 3.7 12 1

B 103 1 ERUXBERE e 103 1

ot 10 (2.8) 8 2 EERMEHFE LY 11 3.1 8 3 i 2 (0.6) 2

IR E A 1.(0.3) 1 REHE 2 (0.6) 2 TR 1.(0.3) 1

REERTHR 2 (0.6) 2 i 1.(0.3) 1 FHE 29 (8.1)] 28 1

fEfH 49 (13.8)] 45 4 HB 1.(0.3) 1 HITEE 2 (0.6) 2

AL 1.(0.3) 1 R 1.(0.3) 1 =i 1.(0.3) 1

et 308 2 ] (5%, "ERUMEAGE (BB UREEE

FEE % 1.(0.3) 1 B 1.(0.3) 1 BE 1.(0.3) 1
R UBERE i 2 Bt 103 1 BhEmE 2 0.6 1 1

BE% 1.(0.3) 1 BxfE - iR 1.(0.3) 1 BT 10 (2.8)| 10

UREA % 1.0.3) 1 IDIEEE R HEAE 1.(0.3) 1

RS 2 0.6)] 2 g 4 an] 4] [ ER 13 1

A LRR 103 1 RRNE R U TS

ZHilE 1(0.3) 1 BEME 10.3) 1 8 308 3

B 1.(0.3) 1 BIRSE 1.(0.3) 1 il 6 (1.7) 6

BISRE 2 0.6 2 B 2 0.6)] 2 FRAIH 13 1

EQR 1.(0.3) 1 @R 141 (39.6)] 130 11 B 1.(0.3) 1

REX 13 1 &M 103 1 8 5F5E 13 1
FFREERES ’s 2 (0.6) 1 1 i EAE 2 (0.6) 2

iR RS 2 0.6 2 WEEE 2 0.6)] 2 =5 50.4 4 1

RERART 1.(0.3) 1 HREL 2 (0.6) 2 ERD 3 (0.8) 1 2
BRIEE EEAEE 4 an 4 EEERRE

IROEE 1.(0.3) 1 BEfE 17 (4.8)] 15 2 ALP#1n 1.(0.3) 1

EREZIE 4 (1.1 4 RFHREIR 1.(0.3) 1 ALT (GPT) #4n 6 (1.7) 5 1

BRAE 1.(0.3) 1 B4 22 1.(0.3) 1 AST (GOT) #hn 5 (1.4) 4 1

BR 13 1 5t 103 1 fLeCPK (CK) 17 70 7

HAOETF 5 (1.4) 5 FEHOEN 98 (27.5)[ 90 8 me7I5—HiEn 2 (0.6) 2

B 17 (4.8) 17 FEEsE 1.(0.3) 1 My L7 F= A 2 (0.6) 2

IS H M 5 (1.4) 5 inlokikEss 1.(0.3) 1 RERD 1.(0.3) 1
GEERARURSAMES BRURBES REEM 56 (15.7)] 53 3

BHHET 13 1 BRIRTERERE 103 1 FReP T R gt 13 1

BRI 2 (0.6) 2 REE 1.(0.3) 1 BRAp S 3 (0.8) 3

IR R 2 (0.6) 2 HEPR R 2 2 (0.6) 1 1

e 2 0.6 2 LRARUVAERE

LRI 103 1 EESLASEm [ 1 03] 1
MER U o AREE AEER 103 1

/MR RE 1.(0.3) 1 FaEE

SRR E 700 7 5o 200 1] 1]

AR AR T
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9. BRERRERBRICREIZE

FEESH TV

10. BEKRS

11.

13. BERE

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 % &
ETnzZ 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| OB ER G OB, BH L TODIERORE N U TSI 0O FEix ZE3 52 &, ( TVI-9.
BT L DRER] BHR)

BHRLOEE

14, BRLDOZEFE

14.1 ERIZFEHDOEE
(BIF|HE)

14. 1.1 PTP 2L DEEANZ PTP o — OO H L TIRAT 2 L 288325 Z &, PTP > — FOFRERIC
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 ERE 84E3 H 27 HAT  HESHIEE 240 B TPTP OBEMKIEICHOWT) ICHESXRE L=,

14.1.2 AW E SRR I 2 IR F1E, ARBRAE RIS & DFENAEESE & L COEEMLE 2 7%
E LT,
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12. ZDMDEE
(1) ERERERICEDIER

15.1 ERERERIZE D < 1R

15. 1.1 9 T SN I=AF 2 E0LEEOFR TANAIRIZBIT D, TALA, RS 255 L
L72 199 O 7 7 &R FREERRBROBRFHERIZB VT, BERSELOHBZEX ORI Y 27 )3,
FCADPAERORRAETT 7 8RB il L TR 2 55 < I CADASRIRARE : 0.43%, 77t
REE:0.24%) . FUCADAEOIRMABETIZ, 77 BREEEH~N 1000 AH720 1.9 AZ W EHEA
SN (B5%IEMEXM :0.6-3.9) , £72. TANABREDOY T I/ NV—FTld, 77 BREEL AR
1000 Ndr721 2.4 AZWEFE I TWED

1E) AFNIMANCHCAMAIRE L ORRSN TSR, ARCET BAFKIORNAE « ST TSSO, MR C i 5 9

JiE 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. KEAMERKMLF (FDA) 1L, TANA., FHEES LS LT LY
N U E2ET 1L OFLTAMNAIRE 7T R & D 199 DEEVEL AL ELEGERERIC BT, H 2R BT % (B
AP, BREEM. AREER) KOHZBREICEET D MWE 2T L7oRE R, StTAPAEEE IR
LTWSHEBEIZEIT 2 HEABEITAD Y 27 N7 7 v RBHCH L CRFICAEEICE W Z & 2oRIR
TOHRENEGEONTZZ LB AL LT,

FREERBRRE R A ST T 2008 A 12 AIZ FDA I KREIC THRGES L TN A2 TOH TANA IO RIE
EHITR L, WA CEICBWTHERSE L VA ZRERORBLY 27 1CHT 2 E2 BT 2 L )i
= L. 2009 4 4 AIZET M T,

KENZB T HHEE 2B FE 2 ARIZEB T D3RR SRR RFOTFLTADNAIRKIZONT 1%

OMOEE] ICHEASEROHZREHOREY 27 ICBET#E B LIEEMmEST 2 & L,
2000 47 H 3 HAF R EAE RIS R L SR RS 2 T THEA EOEBEOWET M T
nic,

AFRIZ T D AFN OB T RIT THREBEFE MR, SRS HE DR TH D3, KEZ
FCHET OB TITH TANPATEL LTHEARBINTND Z 16, KANZBWTHIEER
WAkl 24T 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) ERRAREERICE D FH

15.2 JEERFARERERICE D < 1HIR
15.2.1 2 O~ U AR AFHRBRICEB T, RKERHETOFEY e MNEEED 6 (FLL EogdE
BICHY T AAEKOBELICE Y . HEKFOICIERBEORAERNEM LT OWRERH D P,
15.2.2 2 FF# D Z v FBAFHERBRIZIH N T, RRERAETOYEY e MEFEEO 5 5L LOgE
BICHY T IAREOELEICE D T L E /T MTEERD D MEEZENE O BLENHEM L
LORENRDD P, £2. Ty bEHAWHEBROMARERICB VT, KEAETO YC-F LAY
> BRI BE DT RITIMIE e ONE & A EDFRIFRIC S BB IRTH 728, T v b 13 KO 52 K
5RO BIRIC R 2 EBIIER O b o 7=, IRICET 2 EIER ORBLRIZ T 7 &
AEEL V&<, MREERER A ISR E Lz 13~16 ARG 0 7 F v Rt (3 B
D7 T BARFETIL 3. 8%k L, AAIFE (150~600mg/ H) T 10.6%. EHIHFGHER (3R BROFE)
TIX 10. 2%, FRMEFRIEZ ISR E L7z 16 &G5O 7 7 2 Rt a0 77 B R TIL 2. 8%
xfL. AAIRE (300~450mg/H) T9.2%., EHIHEGHABRTITI. 4% Tho7z, [8.4 ]
15.2.3 [T v b OZIHRER OWIHIREANC T 23R8 BR ICB W L I KB ETO 8 e MRFEED 28
LI EOBETE BATH S § D AKOE 2 L0 . RIS ORABEENRM LT L O#ERH D 2,

< fifan >
15.2.1 24FEf O~ 7 AR AJFEHERBRICEB N T, BKERAZETOFY e MREEED 6 5Ll EOgEEE
WCHYS 57 LAY O GI2E ) | FARKFRNCIE RIEORARNEEIN LT & ORENRDH 5,
< AT L H Y 200, 1,000 O8N5, 000mg/kg/ A & 104 AMIBEES 5 L7- & &, 1,000mg/keg/
H UL ECHETIIA BRI E RENZED 5N TW5D, EEEML TOME REDRENED Hi
TWD DS, FRIZHHR, WS OVE B Crada B ISR BL L, MECIEF e b mBEEICRO b, 7ok,
ISR & LT, fifld~2 a7 7y —U ORI, ERRMERFEOEM, FERMEkEaFEED
N, i RER OB, S M N FE OSSN, AR IMER K QU MR O T RESE B BRI T D
B RZEREIE N, BORIERCR AR I A O BT . EAZERE OGN, EAZER R 5 24 00 BE 18 O K
WEM b~ 07 7=V OREENRD LN TNDS & |
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 BAFHERBRICB W T, RKERARTOVES e MEFEEO 5 5L EOREE
WCHS T AARIEOBEEIZL D, M7V E ) T v MOEERD B D IS O R BRI L 7=
EORENHD P e, Ty bERAWEEBSARBRICE N T, KEETO MC-F LAY U H
SHFHRE D W ARITMAT K NE & A E DB BBIRTH 7208, 7 v bR O62 B KE R 55
MERRER CIIK B IRIZRT T 2 BT b o T,
7ok, RICBET2RWEHORBRILIT 78 REEL 0 &<, MRREEMEERE 23S L Lz 13~16 H R
BHEO7 IR BRRE 3 REBRFE) OF T BREETIE 3.8%I2xt L, AHFIEE (150~600mg/ H)
T 10.6% CTho7-, BHEMMIEL ISR Lz 16 BEHEEGO 7T RBRERD 7 F & REETIX
2.8%IZx L, AKIHE (300~450mg/H) T 9.2% Th-oT-, 728, MREEMEFEZIRE LK
e HRER (3 HBAOFS) TIXAKIFET 10. 2%, SRHERRIE 2 %15 & U BRI 550k CIaARAIRt
9. 4% CHRIZBIT D RITEH 23RO BT,

15.2.3 #EZ v b OZIEHE K ORI AIZBI 9~ 2 BRICI N T, KRR ETOY e MREERE O
28 15 LA EOURFE RN TAR Y T 2 AFEDOREAZ L0 IR IEIE OFEASE BRI 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 VU 7 AF ¥ RIVEFRIZH LT, 60 LN 600 umol/L (9.6 LR 96ug/mL) OFLHANY
T, IEEAEERLERIFI o T,

FIRHRRADEE (Sy b, YDIR, YI) ©

HRRARR R~ DI T 2R CA DAL B 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 LA EO B CTHEEEBDME T L2, (KHECTHEHBAOLOAREITRBD N Tz, T
v N COEBNGH 2 TR T, 25mg/kg (BROG) L0 @O ED DB OEEN LT
O oz, £72, Beamwalking iE&E HWT, VAN U OEELE S DIZGEMICHRTTI LT 2 A,
10mg/kg (F& OV $E5) 2 & BATIEBY O W R OB B 7250 P RE O FE 5 & O B A R X7z,
~ U AIZHBWT S BRIEB 2K T I 7228, #ati7e A B EN RO LAV 01X 300mg/kg E RN %
5303 1000mg/kg A G LTREO R TH 72, S5, URAPFITBNT, FLANY D30
KN 100mg/kg DFEAHEGIZ LD | B D, DT TE) LR ONEE) B RME O T2 H & KAFHIIZERD &
ni-,

DIER~NDEE (Sy b, 4, ) ™

HEEZ v MZBWT, VI >0 300mg/kg £ TORRABGIZLY | D5 QI 28 01T
oz, Flh, REEA XIZBWTH, LAY O 50mg/kg DFEAFKLGIZL Y, BIRE, L
M DR, RSP, ASIEE R OO ERICEIT 20~ T2, & HICEEEY VI 10
KON 40mg/kg DT L HNY U EFFIRNE S LTz & &, —UERICBEFIZIR O, EYICEEE 4
L E R DAL S 72 hr o Tz,

ERRADEE (4 X) @

RFEA XKL L AN Y % dmg/kg/min & 50 4y R EENRINEREIEA L 72 & % o (B F 200mg/kg)
i, FiNANEZZRIE L, 2P 8o 77407 A 1 B E, MRS OV
PR EE T URE R, RIS TR b o7z,

HIEBEEEBA~DEE (Sv k) @

7 v M2 100 & U300mg/kg A #% M2 5- L 72356 . BRI BE K OVING N IERE DI N 235588 BT,

F72, 30 LU 100mg/kg XA E LeGE ., KIBNEM ORI ZAEICHERIEZ, L)

L7e8 B, HARMIRKHEKME (300mg, 1 A 2[[E) 2L Lzl X0 25 5 ORHERICE

THHBOT VAN & Ty MK 2 FRKER G LERBRIZB W T, MEEICET258

EEFIZERD BTV,

) 7 v hORAFEHERBRICEBWT, M LA NY 0 900mg/kg ZIREEEH L7z L & D AUC)-242960 11 g
h/ml % BA NI REER A& (300mg 1 H 2 B) 2 O#5 Uiz & ZOEFIRREIZFI 1T D AUC)-1258. 8 g
h/mL @ 2 5 TER L 7=,
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6) BE~DEE (Sv k)™
Z v M 15mg/kg K O¥ 150mg/kg D7 L HNY U EFARNEES- L7z & & 16mg/kg THERB K OLLIL
BRINT A — B EEITRD B o 727, 150mg/kg TiE 8 #ilh 1 il TRRIZ L B DIHENMR
WO LT, F7o, 150mg/kg FHARNE G2 L0, DA%, BAKE, REPFEICHEMLZ, L
LAHBETOFLHNY D Cuy 1 210w g/mL TH Y . HAANITHKEEE A& (300mg, 1 H 2 [A])
EREHLEZEEDC,, (10.3ug/mL) OF20ETHD I & KOMLE X ITIR HEME PO 2L
TR bR -T2,

3) ZDihDFEHER
mMEEELEORE (Sv k) ™
7 v N O S ERE R OVERR AR O R LV HEE L, 7 v h TOEBERBROEM
FHEMAEICBITD Cu 2 RITR L, ZOFELEONS, LAY OSERIERIZMEFREN 9.3
NS 15 g/mLFEED & X IZRBT L2 LRIz, BARNCERKERARETHS 300mg (1 H 2
M) Z#5 L7-ROEFIREEICIIT D Cu i 10.3ug/mL THHZ NG, BRAETOHDMEL T
F+aboetEzoNT,
HARIEIR OFBERAENE Co 2 9.3 g/nL PA LD & &2, BEDOEBGFNEDOIK T, HEEBHOKT,
B S OFBIEIT C,oy 23 16 205 185w g/mL, THALEBIVEA & B9~ 57 FLIX Cpuy 23 32 g/mL LA ED
L XITRO BT,
INDDOFRERNG, T U HNY o OMRRBEEMEE R 3T 28R EA . BT WAL AER KON E SAREIR
OFFAERTMIEFIRED 10 g/ml LT THELT b0 LEX N, —FH, 2L AEORIFERIX
MAEFREES 10 wg/mL 22 2 HA&ETHRET 52 LB RBI N,

Sy rZ2RAVEEMETIVIZBIFATLANY DOEREOEREEDE LSO

Bre 7L e, | e femam | R IEE

(PR EAR ARG T /L T OSEEEH Z v b, &0 3mg/kg (MED) #99.3 1 g/mL
S — N = AR I A R

FREAPRERE BT 7 L TOBREM AN 10mg/kg (MED) #9115 u g/mL
FNv Y T A N TOEIEIER Ty b, RO | RIEMEESE 10mg/kg (MED) %915 1 g/nl
FUFVAAMEA (RRERET VA 7y b, &0 | TAnA 1. 3mg/kg (EDsofi) | #97.9 1 g/nl
PIRZAEM (Vogel 2V 7V 7 bETA) | 5o b, &1 | FEEE 10mg/kg (MED) 15 10 g/mL
YD R OFER: (Beam walking ) S b, O | PHREMEREIEM 10mg/kg (MED) 915 1 g/mL
SR S 720 b D% T EIEHE N F v b, O | THCEREIER 300mg/kg (MED) >185 11 g/ml.
RO T o, B e | 1oone/ke OBD) | #9911 g/nl

H

NAEE 2R Sy b, RO | TRPEREM 257mg/kg (EDsofl) | #9185 u g/mL
J 2L SRR OB F v b, RO | PARVERIER 3mg/kg (MED) #19.3 ug/ml
KAGRAFFREH] D HE N S b, ®&o | HEEEIEM 30mg/kg (MED) %132 1 g/ml
H R HESE Sy b, &0 | EEEIVEA | 100mg/kg (MED) %991 1 g/ml

a) 7y haeHWEYEERR CEONIZEEND, BUREICXKY Cu ZHEE L=, AL, 257 LT 300mg/ke £ 1% 5-

WEOD Coax 13, ZEFHFEAE BAMERRERIZ ST 2 250mg/kg A FE GO b X axxT 0 7 AT =2 E i,
OARKILT v MEOBGRED Cpx ZHEE L TV D,
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(ZE1GH)

OBEEY T ST vt A (in vitro) ™
38 FD— IR BT AR, B, A A2 T v FUTxET DRgHE Y 7 M*/\ iZxL<C, 7
FI8Y % 100 pmol /L IZBWT E 30% &8 % 2 FRRAS A OEIIHRITBO o nT, 7 v b
Wﬁﬁﬁ;kwT/WT%VT)/\tmb%/\FA:/@E@D&#%%%é&ﬁﬁot:
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 PITHKRIT/e D T E DR ENTZ, EDy flITI L% 1~30mg/kg TH Y . ERIEM DA
wELFEIBETH- T,

OHIARLER (T h, ~mR) .71 .80.8)
TVHANY CORAREERZ, R T RBEUNEIMNERT T v hEAWE Geller KUY
Vogel =7 U 7 Mgl @R TR BR e OV~ 0 2 % W T2 R EERBR I W TR L 7=,
FLHNRY 1F 3~30mg/kg DARIZTBNT, 25 0ORER THAZ/ERZ2 7 LT,

OIER~DOFE (T v k) 2
HETH DTN FUORIER E LT, HIERED LN TWAEZ ENnD, T v O HESRHEIRIC
KT OHBERT LIz ZA, LAY (3, 10, 30, 100mg/kg, #XOFL) (TR MEARREM 2
KREL A2 2 L, FFAEIREES) (/L) MIRAZBINES Y, MEICRB T 5 5REES)
RN,

QEMELHOEENE (T v b, P) ®

T U HNY) ATEBELHA OGN S 555+ [GABA, A A A K, FIVE Il 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 A POV FRBIERER I W T H 7 LN T 2 (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-,

EEAER

(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,
~UAKRDT v N TIERAEE T 5000mg/kg, #ARNFE 5T 300mg/kg £ T, HATIIEOEET
2000mg/kg F TH LMK ORFEMRAME O ZALITZRS bR d o T2, £io, HIH L OYR B 2O
TH, BHICHE LRIV T NORGRE 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 bEAVHR
BN M OV E EEENMIK TS 500mg/kg (AUCy-,, : 1280 n g+h/mL) LA EDOMET, RO LEE
28 250mg/kg PLE (AUCy o : 802 g-h/mL LA E) TR LTz, RIC K DIGHKIREEA & T 22RE
TRO B, MED 50mg/kg LA ETIXZOSEEN EH U-, (KEBININE (18%~70%) 7% 500~
5000mg/kg @D 4, 13 Je O 52 M5 TR Hivi=A3, 52 B G3ER D 50 & O 250mg/kg (e
AUC : 1210 z g-h/mL) TIXMAREIEMEIZZITRRD bz oT-, I 61, BERBR L ORI
RO U 72 e O 25 (b R OSSR 72 SE TS 128 250mg/kg LL b (AUCy o ¢ 802w g+h/mL LA E) TR 5
Nz, FRMERRT A—% GRIEkE, ~EZoberg&, ~~ 27Uy ME) OHEMN (6%~16%)
23 500mg/kg LL_E D 4 B G- TR BT, ARIMERE D DM (5% ~11%) 7% 50~1250mg/kg
(AUCy 94:228 w g+h/mL LLE) @ 13,26 F N 52 %5 T biviz, 7=, M/ MEOBD (14%
~36%) 7. HETIL 50mg/kg VA F. HETIL 100mg/kg LA D& (AUC)., ¢ 228w g+h/mL LA F) T
R 52 HMRD bz, RIMERNT A — & K O/ IMER O ZAIE, 4 BRIBEG#% 0 4 B OARSE
HRPICEE Lz, 7y F TIRBRT O ORD (18%~44%) A 250~1250mg/kg O
13 M. 26 MW UL 52 B G- TR Hivlz, 50mg/kg (AUCy,, : 228 u g-h/mL ELF) CTl&, 52
WG BT HEHEEOZE] mu@%i’bfoﬁﬁ)of_o ¥ _ERORE 7408 7% 500mg/kg LAk
(AUCoogq : 1690 p g-h/mL LA E) @ 4 ERH& G TH %i“b?iin 52 WM GHRBECIIREHED
500mg/kg THRO LI NoTz, 7 v MOMEEMERIL, 13 BEEE 53R Tl 50mg/kg (AUC, 4, :
189 u g-h/mL, WEHES-YIfE) To v | 52 53k IC wfiﬂ%;ffﬁ&%k# WD BTz,
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2) HIILERALRAER

13 W F CORE G R TIIE K OHE - T2 100~2000mg/kg (AUC, : 388 1 g+h/mL LA
) . BREEBOK T/ EEIZFHA 500mg/kg L E (AUCoo : 974 1 g+h/mL LA ) | FELH] ($¢5-BH
1% 3 HLAUN) 23 500mg/kg (1 H 2 [B]) | 1000 }2 OF 2000mg/kg Tiah Hivlz, RIETHID k¥
AXRT AT AT —E BB LD TIEROD, FECHINCISIT D AUC,, DRIRAEIX 1640 1 g-h/mL
Tholz, DO 4 BRH5-3ERIZI T 50mg/kg BLETRD b= 23, BHOEMERER
TIEFBDONT, TV ITANY UFREIZEET A2 L0 TIERWEEZ O, EEENEN TR
MER K OV MEFEREIZ 1E 10~500mg/kg @ 69 HM] £ TOEIZB W THEIA LN -T2, &
DEREREN 25mg/kg LA ETERO iz, F78. M FEE MR O~ D 2T 500mg/kg D 69
G CbA LN oTo, BOKEELZRE, BEFENICEROH 520X 500mg/kg @ 69
MG THERD LR - 7o, MEEEIL, 4 BB 555k CTlX 25mg/kg (AUCy 5, : 225 1 g+h/mL ;
Coae © 34. 3 p g/mL, MEMEHME) | 13 B GRABRTIT 10mg/kg (5% 2 RO MmAEHEE
9.67 ug/mL, MERETIM) . BH (65 W) #5RBTIT 10mg/kg (5% 2 BEE O TP IREE
14.0 u g/mL, MEREFEEIE) ThHoTo,

(3) ElnHEMHHAR

ﬁ,{ﬁ%,tﬁ (3 % ]\\ ,\7]7%) (1'17 VZQLLJ”O\ ZQH VJ'VO) 86) . 87) . 88) ., 89) . 90) . 91) . 92)

M (S typhimurium S ON E. coll) % HWTEARIRZEARZS B BR Tl i RO RENEMAL DA HiZ
B 59 5000ug/plate £ TEMETH -7, IFHIEMIEZ AW invitrodBRClIX, REHEMHE(LOH
V2R 59 1600pg/mL F CHEAS 72298 B ) OVL B (RHE & B O R AR B HEINIEGER D b ie o
77 BBC3Fl, CD-1~ 7 A KN Wistar 7 v FZ 2000mg/kg F THLARE O 85 U 7= IR & 51 DNA &
R EBR D5 B2 T o 7=, BEC3FL KN CD-1 = 7 AW ONT Wistar 7 v Mz 2000mg/kg % Hi
A% O 5 U=/ BR T, BB o/ ME HBUEE O BINERD e o7,

(4) BARMEEHER
BARYE (> b, w7 R) ®
7 v MZBWT, RARBKARIZRT S e MREEREO 25 5 £ THGHEASE OBINTEED 5
Rpole, ¥ UATO 2 EMFE T, BREARHEICE T 2 e MREERO 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 &
ONH T O BEFEIR - (£ 40 PDGF, VEGF) 3 ONT PN BGHIA ISR o> SN/ TCHE & 1“8 PR e 58 2B 4
EORNE OBIHMENH LN E roTz, T DOZAL & NEGHIRIEEFE O T & oo REf] A B 1
REBELTHY LD, Ty b $AKRTE MIBTHRBROFRNS, v 7 2 TRD LI EGE
ORI R D TH L Z LN E R oT,

IX. FERGPRARBRICBII 2 TEHH 149



(5) HENEFKESMERER 2
1) ZRERVERFTFCOMNEREKLEICEAT SRR (TV )
HWistar 7 v MZT L ARY 2% 250~2500mg/kg O B CHEALEME X O ASELRT 77 H 7 6 A8 HCHA
fHc bz 0 5 LTz, BT OEBMAL T 2S 250mg/kg LA T, KH FIAN O FE OB . BT
DFERE R H M OAZELATE B 5k DN AY 1250mg/kg LA E TR BTz, RN O g i34
(I 2 BT FEELICHARF RO LITR8 O B 7y o 72, 2500mg/kg TIXEIRFIAN 72 < | 1250mg/kg
TITAEGFRIEE O K OERBIMBRREOB NN A O, B HEEh R OVEIERE O NI
WD ELTH o7,

MEWistar 7 v MIZ 7 LA NY % 500~2500mg/kg O B CHALEMRE L OZHL 156 A HIEE 7 A
FTHE LIz, RICEDENKECEREBNMIME DB NTHLOHETH A LU, FIEHOMEE R
1250mg/kg LA BT, WUNEE K OGS R % I HR S SR O HENAY 2500mg/ kg TR HALTZM, ZIRRE~
DRI A LT,

2) I& - BRIREEICEAT HHE (RDX. Sy b, 9HYF)
CD-1 v T AT LI % 500~2500mg/kg DHETINR 6 H~15 BIZH&G Lk Z A, R
By IR OB A AT A LT BAE~OEE R OB 5IC L 5 ORBEITRD Lo T,

Wistar 7 v MZT L A/NY % 500~2500mg/kg DHE TN 6 H~17 BIZEG LI 2 A, #F
B ~DEENNTHOAETHLA LN, RIREEDBD 2 2500mg/kg TEEO H LTz,

NZW 7 H 2 L AR % 250~1250mg/kg O ETIHHR 6 H~20 HIZBRG Lz L 2 A, @Y
SNOEENNTHOHAETHLALIL, £, WE. BIEE R OBREEE ORI NS B L]
2% 1250mg/kg TRED H L, BWE~ORENRE I NIz, HEIZEE L -G ORAITRD b
Mol

3) HEREBUHAERORELVICHEYMOMKEEICRET SHER (Sy k)

T MZT VAN % 50~2500mg/kg DB TIENR 6 B2 BIHE 20 HE TR L2 A, IE
B, BRERK R OROEFIEZR EO TRl S vz —fRIERDY 50mg/kg TBIZ I/ Z &h
5. ZOHEITRNEONEMEEN BB T OHETH DL Z LRI, 250mg/kg UL ETIEA
WRREOBAROEFERIPZMET L, 2500mg/kg TIXHAER 3 BLBEOAEFERIIA LN -T2, H
AR OIRTERD TR T S AL 55 AE 75T 100mg/kg LT Sl SREKAREICHIT 5
e REEOK 2 (50O IR R A R 50mg/ke (2B TR FEAEFRMIZRD o7z,
F 72, 1250mg/kg TIIZMRBEDAR T L ONENE N E ORI ONT F, WIZ 1T 2 B RATIRE LR O H
INNFED LIRS, Fy W CIEsEmi 51 BE LA RS RITBR SN e o T,

(6) BFTRIEREEER
ST (T3 ) %
T FIZ, 0.9%NaCl ZIREEE Lz 7 L AN Y AL (20mg/ml) 1mL % 22 B O B EIRANIZ 5 A
FEE H B L7 (0. 6L/ 4y DTEAKEIC KV 12mg/ 5y DB 5 HE TR ) . B HBIE L, &Y
5 HO# G 4 BRI LRIEALE L H A 0 5ERE 2 SRR AT % BRSO AT IS L7,

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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() ZothotEkEH

1) HEBMERNEEERE (Sv k)
T LAY o O/NREERIC T DRI O RREMEZ BB L ST~ b & VTR & S0 L7z,
TKON21 B 7w MZ 2500mg/kg UL FOHEAHEFREO#K G L TH, SEC R O—BHERI B2
ENZeno T, IREEMEODNRBO 5N, 7 HEOSFEZ v MM 7 BREKERO&RS L
7oARBRCIX, 50mg/kg UL ECTHE LY AZSEB) O UM & OREHINIME 3 BIEE S v,
PIERET ~ N OVERREN, ZBATE, SIS LI R EOEE IR LRI T,
500mg/kg (23T, FEHR AT E, B EHEL O IEFEEER FOBE I RA L, Zhb
DO & AZEL S =TI R AR R R O BN A BIER S iz, #Eo 250 F OV 500me/kg TIEFREIHEAR
IEMIDNER LU, ZHERMET L7z, 50mg/kg TIFZBRIZEITA DN T,
kAR, TR, REIFHE - SUIERRICE(RIZA DN o T,
T HEOH T~ MTT LT Y o 50~500mg/kg Z 7 MR AER N5 L7 R OB CTix, HEo
250mg/kg LA B CHER S SO DIR T A BT,
Morris ZKKEEFERIZ & 2 FEEE R OFEIBRE DA IZH T, 500mg/kg I CIXFEENFED HALTZ03,
HETII®R G OREBIIFRD b2 n-oTe,
BIRE LT, 987 v Mk 2 —EEFE 2 ERILRBAEY) L [FRRE Ch -7,

2) RN/ RESEE (Sy 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 T, AT EMEEEZ LTIV, [IX-1. (3) ZOoIEHx% | &M
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X. EENERICHTSHRE

1. REX»
Kl VU BT 'V 26mg, [RIA TRV Tmg, [ 7L 150mg KTV U 77 OD §E 25mg, [F] OD
&€ 75mg, [F] OD &E 150mg
Ve ACE ST
W) FEE-EREOMFEICLVEHRAT L &
BNy« TV H AR

2. BRHARM
A« 3 4F

3. AERNRETHIE
FERPRAF

4. BIRWVEDFE
BRE STV

5. EFEMITEM
BEMERLTA R AY
<TVoLEBY : FHY
ZOMOBF T E - BERREE (VY 2C2BAT 55 L 20 TF A~
( TXI-2. ZOhoEEE] BR)

6. R—R5 - B%hE
Al —pk 5y 72 L
[l %) 3 I HARNY RO, =NV LA E Y b AF T LT U
T2 =T A ) ABREFE RRIEE IR G A RA], 7 2 v Xt F U ERE

1. EFEEEAR
20044E7 A 6 H (BRINES)
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8. WERFTRDBFABRVARRES.

EMLERKFABR. 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 H 16 H | 22200AMX00298 | 201046 H 11 H | 20104-6 H 22 H

VU J 717 &/L 150mg 22200AMX00299

U U % 0D $E 25mg 22900AMX00502

U U 71 0D $E 75mg 2017T4-2 A4 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

BUYEAR T AT A4 B - 2010410 A 27 B (%hkE
20124£6 A 22 A (hke
20134E2 A 28 H (zhie

9. EEXIIMEEM. AEZRVHELEFEMENDERABRVZTORE
U Y BH eIV 25mg, [EH 7 IV 75mg, [ 7 /L 150mg
2010 =10 H 27 H  RAEMEMRR R E ML

20124 6 H22H

A A IRAE (1E D 9% T

20134 2 H 28 H MR MEE ML

10. BEEHFER. BIMOHEEAREABRUVZDOAE
HRARSEBmAA 201946 A 20 H

FAHEAME v 7 FY —1 (EEE, ERESREOLE,

UEF2HEIFADPONAETONTIUTHEZY L) |

1. BEZTHM

84F 1 20104E4 A 16 H~20184F4 A 15 H (#7T)

12. RELHFEHRICEY 51FHR

VIR EFIZLD)
IR RBMIC L D)
(EeL SEY P2y

AN K OV ENE DO MERTF I B4 2 1R

AFN. FEEBA L OSBRI QN R AU I S EA S RE N E O 5 HS (FRL 18 4
JE A S SRS 107 B) O—IRARIE UT- YRk 20 4R B AR 50878 45 R e 97 5 (SERK 20 453 H 19 H
1) @ THRIEIC ERART DN TWAESEKS ] 1IN L,

X, EHRFHEICET 5 HA
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13. &Ea2—F

— B T e I .
e WHEER = | (] a—F) YAT LA
71 )
Y )732;;;-12/ 1190017M1028 1190017M1028 119837903 621983701
11 L
Y )j;;?nzdz/ 1190017M2024 1190017M2024 119838603 621983801
o L
Y )?S%sz / 1190017M3020 1190017M3020 119839303 621983901
11 £
J J2753ngf£ 1190017F1029 1190017F1029 125382502 622538201
1 B
J J;gm(g)[)% 1190017F2025 1190017F2025 125383202 622538301
DR e
Y )lgz)n?gD 5 1190017F3021 1190017F3021 125384902 622538401
14. R LDFE
ML
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1.2 BHERERERE AR R ET 2581, TRIORT I VT F=0 2 U7 I AMEESE L L TAROKRSE:
BEORGERBERFG T2 L, £, MRENEZZT TODLBETIE, L7 F=0 27 V7 7 AMEIG T
721 BHEICIA T, IWiREHT % Fhi L 72 RICAROBINE L2175 Z L, BROMENRESNTWDEE
WiE AR ED ORI L, AR HER S, RA T ARG EICHEET I L, R ZZTRLTVWDHA
BRIV 12— a URERICESSC LD TH L2 20 n, HFREZLICHEICBE LN S, LA
mERETL L, [9.2, 9.8.1, 16.6.2 &]

(HREESER)
LT F= [
VT TR >60 >30 - <60 >15 - <30 <15 ﬁﬂﬁiﬁﬁﬂifff)
. R
(mL/min)
1 B E& 150~600mg 75~300mg 25~150mg 25~75mg
1 5] 25mg 1 [F] 25mg
L H 3 1H1H
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OBRMIZE T HREER TR, RERUVAE  FRINAMS SCE 2025 4 5 7 S&GThR

[(BhEEX IEFNR]

PRI E MR
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HH RN
KE O Yt CE Pregnancy
(20254E4 1) 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 (.21 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 N7 VT O
(Prescribing
medicines in

pregnancy database)

7% D (2024413 H)

<B%E : PO

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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(2025 4F- 4 ) Neuropathic Pain Associated with Diabetic Peripheral Neuropathy, Postherpetic Neuralgia, and

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.

#e[E D SPC
(2024 /£ 12 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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