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ALT alanine aminotransferase TI=UT ) R T AT 2T —E
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AUC area under the plasma concentration—time curve | I A — iR bR T @&
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FLHRY 0D BE ETH
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(e B EE)
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(3) #EAla—F
FIRERAL ¢ BEA
FRNE -

FUAH Y 2 0D §E 25mg [A—nT |
T VINY 0D BE Thmg [A—/NT |
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4) "HEIOYE '~

SV HANY Y 0025 A —NT
VIR ODTE AT
VU HNY 2 0D150 A —NT

fh

AREEM R (sec, n=3)

il B2 (N, n=5)

FLUHAY 20D b 26mg [F— T ]

46.9[42. 1~54.9] "

33[30~35] ¥

FLUHAY 20D b Thng [F—T |

64.7(59. 2~74.1] 2

35[31~42] ¥
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58[53~60] ©
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CHa3 NH2 //l\\vf/ji::;>hhbo ) COzH
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AP TFIVITAVENVE )T IR TUHNY T T H N R-FVHRY
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RIFIZHE

PTP {2t : PIPCR VML E =7 (LA, TAIFE AELZL D%,
LA (BAE N T B) EHIZT VI ZE T 4 VAR GRY
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NEZH L, IS ANT,

< RIFHIRE - 36 4 H
- RBRTEH : MEIR.
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TE &
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(2) MESFHET TOREMRER Y

RIFIZHE

PTP 3% : PIP(R UM L E =7 g L, TAIE B LE L%,
B HAb v o b)) ERICTVIZE T 4 VAR (R Y
TFLY, TAIFEKORY ZF LT L7 X L— R)IZA
AUE A L, R IS AT,
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- RIFHIR : 6 % H

- ARBRIEHE MR

== =
TE &
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1) FL AN 20D §E 26mg [A— T ) Y

2)

3)

RIS HAR LRTFIHE FER
40°C(*+1C). . HixE O GREN) . & O Z1L
T5uRH (Lswriy | € 7| PIP@EE L0
FLHNY 0D BE Thmg [FH— T 2
PRAFESRM: HARH PRAZTEHE i 5
40°C(£1°C), g | ERE O GRAS ) M OY AR BRI
7surn (=surn | O 7| PTPEE | o (k). 2 oAb L.
FLUHNY 20D EE 150mg [A— T P
RIS HAR LRIFIHE FER
40°C(+1C). g | BB OV (BikEHN) K OHAERH
7surn (=surn | O 7| PP | o (k). 2 oML L.

Q) BAFKRETOREMRER
BEOILDOANZONT, KSR T THRAE L, LEMERER (MR, MR,

AR, TR, TR, M) 21T 7,

1) FLAHNY 20D EE 25mg, 150mg [4—/ 5| 40

2)

BRI il R
RS 40°C, 3 #» A (Gl - UERZ) | &2 T8 bk L,
S . , b IR GREEN) . ZofhoEAH
AL 25°C. T5%RH, 6 » H GEEE %m)&iﬁm&tw
HEAE 120 5 1x - he(25C, |
Nz I /’
ot 60%RH) (B0 2TRIEEL.
U AR 20D BE Thmg [A—TF | P
BRI il R
. . Kk O¥EI GRS , Z Ofth
B fE 9 e o A pr gz an x o
i 40°C, 3 » A Gt - KBRS DI B L.
1R 25°C. T5%RH, 6 » H GEEE - B | &2 T8 k7 L,
B 120 7 1x - hr (25C, |
N 7R f-
7‘]: 60%RH) (F}lzﬁi‘;&) ﬂi‘(&/ﬂj oe l/o

. RELERVRBREBOREN
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B
BREEKOEMZMBREERERST A FS5 4 VICED AR 12
[ 38 KL DA PR SRR T A BT A > (PR 24 4E 2 H 29 A A
A 0229 55 10 5) ) (e TRBR AT o 72,
BT - B R BGBRE TRHERBRIE S vk 12X 5,
BRI 2 900mL
IRE : 37°C+0.5C
ARSI © (RIS EIES DAY TR SN T A R T A4 ) O)E FEAEI R
AL, ZHUTE Y LAY 2 0D BE 25mg. 75mg S U8 150mg [
— T OEHEHIL, 2 TORBREIMFICE WD TEEREI (U Y 5
0D #E 25mg, 75mg Mz TN 150mg) & FAI L TV D & HIE STz,

1) F LAY 0D BE 25mg [A—~F ] 10
#* VBN B R

] HE | PRI )
RSN | B U % 0D A B 0 ) B i
N Eﬁﬁﬁ@ﬁ” 1oz
(43) HE€ 25mg
pH1.2 | 15 100. 8 98.1 | FBREUAIZS 15 Sy 18 85%LL by H | FAfEL
pH4.0 | 15 99.9 97.5 | RBREUHIA 15 4yRIIC ) 85%LL by | HE{LL
50rpm
pH6.8 | 15 99.9 97.6 | FRBREUAIDS 15 Sy 18 85%LL by | FE{EL
7K 15 99. 2 98.1 | FBREUAIZS 15 Sy 18 85%LL byt | FAfEL
(n=12)
(R H b )
#13%(pH1.2)/50rpm pH4.0/50rpm
100 | }73-—%: —3 100 f M—b —3
80 80 }
;ﬂi 60 ;\; 60
3 =5
£ o0l —o— LA 0 oDgEzsme A —~T1 | [ 40 | —O— L) ODgE25mg [ A — /T
& —e— U ODEE25me ﬁ —e— WU ODSE25me
20 2 }
0 10 ) 20 3.0 0 10 ) 20 3.0
529 (pH6.8)/50rpm 7K/50rpm
100 | /__57 —3 100 f , e ﬁ °
80 80 |
{g; 60 {; 60
§ 40 —Oo— AL AU ODEE2SMg [ A— T | {g 40 —0— LAY ODEE25mg [ A — T |
B —e— U7 OD§E25mg B —e— U ODE25mg
20 2 }
0 1.0 ) 2.0 30 0 1.0 ) 2.0 '30
min min

BRI pH1.2= A RS R J7 v e BRiE O 55 11 pH4.0=7#» 7= Mcllvaine DFEE K
pH6.8=H ANZE 5 5 % HH BRI D 55 29K 7K=H AR R g K




2) L HNY 20D BE Tomg [A— 5 WD
£ YRHIERENC BT 2L

) HE SEEER H =R (%)
XSS NN U YU J0D FELUME D) 2 B ¥ HIE
IN Eﬂﬁﬁ@ﬁ” vz
(43) $E€ 75mg
pH1.2 | 15 102. 1 99.7 | FBRIUFKIA 15 4y FICEEy so%Lh_Lya | FE
pH4.0 | 15 100. 0 90.7 | BBRELKIA 15 4y Yy 85% 8L FyaH | FEE
50rpm
pH6.8 | 15 101.3 100.5  |ERERBUFIAS 15 43R 85%LL L | FEIEL
7K 15 99. 8 100.0  |ERERBUFIAS 15 43R 85%LL st | FEIEL
(n=12)
(P& H b )
%51t (pH1.2)/50rpm pH4.0/50rpm
100 + 73‘—0 s 100 | 7¢, PY
80 80 }
;\1 60 g 60
H H
£ w0} —o— FL A/ ODEETsmg A =T || K 40 | —0— L H U ODEET5mg [ A —T |
3};{ —e— U1 ODEET5mg ?F —e— U1 OD$ET5mg
20 F 20
0 1.0 ) 2.0 3.0 0 1.0 ) 2.0 3.0
min min
%2?&(1}H6§)/50mm 7K /50rpm
100 W —l 100 / 9
80 80 }
g 60 Q 60
i B
if}j 10 —o— AL ANV ODEETS Mg (A=) | | & 40 | —O0— LAY ODEET5mg (A —~F |
=8 —eo— V)1 ODEETHmg B —o— IV OD#ET5mg
20 2 }
0 1.0 ) 2.0 3.0 0 1.0 ) 2.0 3.0
min min
AR pH1.2= B ASESR 5 e A BRIR O S5 11k pH4.0=7% 7= Mcllvaine DR
pH6.8= H AL J7) 5 v HH BRI D 25 21k 7k= B AR R RS UK




3) LAY 0D BE 150mg [ — T 12
£ YRHIERENC BT 2L

] i | TR %)
RS e[ 5 B U U4 oD FALIME DY) T FLUE HE
(43) | ™ $E 150mg
pH1.2 | 15 101.6 100. 1 | BRBRAUAIZS 15 43 WIS 48 85%LA B HY | JH{EL
pH4.0 | 15 101. 1 98.8  |FBRIUAIA 15 4yRIIC ) 85%LL by | HE{LL
50rpm
pH6.8 | 15 100. 8 99.0 | FRBREUAIDS 15 42 18 85%LL by H | FEfEL
7K 15 100. 8 98.4 | FBREUAINS 15 Sy 18 85%LL by H | FALEL
(n=12)
(B (AR
%liﬁz(DHl‘?)/BOmm pH4.0/$Orpm
100 f7747 ] 100 | ’//37& —3
80 80 |
5 60 5 60 f
% 40 —0— FLH U ODEELSOmg A — T i,_if 10 b —O0— 7' HI NV ODEEL50mg [ A — T |
ol —e— U ODEE150mg g —e— Ui OD§#150mg
20 20
0 1.0 ) 2.0 3.0 0 1.0 ) 2.0 3.0
min min
#521(pH6.8)/50rpm 7K/50rpm
100 + : —9 100 | : —e
80 80
5 60 f 5 60 f
oo —Oo— 747173V ODEELS0m A —1T) || & 40 —o— 7| ODEE150mg [ A— T |
B —e— U OD§E150mg B —e— U ODEEL50mg
20 20
0 fo _ 2.0 3.0 0 1.0 ' 2.0 30
AR pH1.2= A ARSI R 7 ¥ HaBRIE O 55 11 pH4.0=7 7= Mcllvaine (D FEE i
pH6.8= H A 3L 7 5 va HH s BRI D 25 21k 7K=H A7 g Rk

10. &&= - 8%
(1) FENLELGRR - 8F NENEKREESR - QEICET H1FER
YL
(2) a%
ZLHNY 0D BE 26mg [A— T ¢ (PTP) 100 £ (10 ££2X 10X 1 4¥)
500 & (10 $EX 10 X5 48)
T LAY 0D EE Thmg [A— T )+ (PTP) 100 #E (10 $£2X 10X 1 &)
500 & (10 $EX 10 X5 48)
LAY 20D BE 150mg [A— T |« (PTP) 100 £ (10 $2X 10X 1 4%)
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Q) FiRBE
PARPNA
(4) BHEOME
PTP a4
PTP:t#Efb e =)L, 7L 3§l
TLILET AN R ZF LY TAIEROE) ZF Lo FL T4 L—
k
LA - A v T A

1. BERESNDIEME
L7

12. ZDith
Bz L
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V. JAEICEEY 4I1EH

1. BEEXIIRE
O wiEEEMNER
O #RHEmRIEICHF > &R

2. MENITHRICEET HEE

5 SNEER (EMEICHIET 5338
(A RF B (1 S 2 98)
BHERREODINL, KE Y ¥~ F520 558 GO KXo [ 7 Yl
ESXEEICER L, REDH SN0 5T5 - L,

3. HiERUVHAE

(1) BERUVRAEDER
(HEEEEER)
W AP HEE LT LAY > 1 H 150mg 2 1 B 2 B2 TR D
BHL, Z0% LEBLLENTTL HHEE LT 300mg £ T4 %, 7ok, F
i, EIRIC X VB EHET 525, 1 HEmHEIL600mg 222l »
T 1 H2ENCTTRAKET 5,
(MR RIE 121 5 &)
WE, RANCEFPHAEE LT LA N > 1 H 150mg 2 1 B 2 [BIZA ) TR D
hH L, 20k 1 HEBLLENT T 1 HA&EE LT 300mg £ CTHitE L%, 300~
450mg THERF T~ 5, 7o 83, i, JERIC X 0 # EIET 5 23, 1 H femi &3 450mg
EBRzZpNZEEL, WTERL 1 H2EIZOT TRO#ET D,

(2) RERVHEDRERRE - Rl
MUER R L

4. RZERUVAZICEET SIE

1 HERUVAEICEET 535

1.1 REOE G2 LT 5858120%, D7 &b TEBLLENT The iZE
HZ L, [8.2 ]

1.2 B¥EREERE AR ZE G T L2551, TRICRTZ L7 F= 2707 7
VAEESE L L TABIOBREREK OB GRFEEZFS 52 L, £, ik
B EZ T COWHBEETIX. 7 VT F=0 27 U7 7 AMEDGE U 1 B &
[N Z T, MERENT & F2hi L 722 AR OB 52179 2 & HEOMHE
DRESNTVAEAITIT, BHAENSBB L, BEMENHR S, 2HER
TR ET S L, B, 2 ORLTWAHHE - HEIZY I 2L
— g URERIZESS LD THD I LD  KBRE D LICHEBEICBE LN
5. k- AEEHAEGTHZ &, [9.2, 9.8.1, 16.6.2 ]
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1 RERVHAEICEEY 5

(IR EFHER)

LT F= 12
sVT 5 R >60 >30-< 60 =>15-<30 <15 #% O F
(ml./min) £

1 A5 E | 150~600mg | 75~300mg | 25~150mg 25~75mg
| i 25mg 1 [A] 25mg
1 H3[H LH1E
T8 B 1 [A] 75mg i HL<IE2E] 1[F 25mg 25 X%
HAH 1 H2IH X% 1H 1A 50mg
1 [9] 75mg
L H1E 1 [A] 50mg
1 H 1A
1 [A] 50mg
o L 15omg | FHBEL L e | PEIZD I o oy
HEFF &= 1 B 2 X% 1B 1] 50mg 75mg
1 [9] 75mg 1 H1[H
1 H2I[H
1 [8] 100mg 1 [F] 75mg
o | soomg | LHBELTH2EN D mase | 100 ik
St X i3 1A 1E 150m
1 [8] 150mg | 1 [A] 150mg &
1 H 2l 1 H 1][H]

)2 HIZ 1A, AFIFS 6 %MD 4 FMEGEN 2 EE L1580 2 2 L— g UiER
2D,

(REHERARIE <4 S &8

JLVTF= MR 3 AT
YT IR >60 >30-<60 | >15-<30 <15 % OHF
(mL/min) B

1 A4 55 | 150~450mg | 75~225mg | 25~150mg | 25~75me
1 [8] 25mg L[] 25mg
1pgmE |, LALE
- 1 [ 75mg i H U< 2E 118 25mg 25 ik
UAEUER 1 H 2 A i 1 H 1A 50mg
1 [ 75mg
1 H 1A LIEl 50me
1A 1@
1 [l 50mg
o L 15omg | L E3EL Ny eng | LEI2B I g gy
HERF S LB 2@ Nix LA 1M 50mg e
1 [4] 75mg 1810 8
1 H2[MH
118 100
HLLIE
MR 18 225mg | 1 [A] 75mg lg?% nag;m 75 X%
(et se)| 1H2[E 1A 3@ e nE 100mg
1 /| 75mg
1 H 2@

H)2 BHIZ 1A, AFIPRE 6 RE%Z D 4 R MREN 2 5 L7256 0 I 2 b—3 3 ViR
ICES<,
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5. ERPRAUE
(1) BERT—21\usr—
MR L
(2) ERPREIEMER
FMERR L
Q) AERMIFRHAER
MR L
(4) HRELAIEAER
1) BRI ER
MR L
2) REMHER
BRI L
(5) #BFE - REERIEAER
MR L
(6) JAEMMERA
1) EAKERE (—REABERE. BECEABERE. FABELERE). 25
BRFEERET—IN—RAE. BERFTERERABRONE

k2 L
2) KBEME LTRBFEONERLRE LEHE - RROBE
AR L

(N =D
® BN T3R5t BREE
BRSO RS A kIS L Uz 13 BRI G- 0 —HE MK EGERIC BV T,
FEFEIE R Th 2 BKiHliOKFEA a7 I FTEDO LB THY, FLH
3V 2 300mg/ HAEL OV 600mg/ HBETIX T 7 B ARRE & Lol U CHERHPAIICHE
TRUGENTRD HiLT,

AT R OIS A =2 7 -
Be 5-7E . BANTIFEY) | TR REDE
SEGI S 5 or v p fE
T AEUERA [95%{5 #H X [ ]
7R 97 5.12+0. 19 — —
ZFLHNY > 150mg/ H 86 4.817%0. 20 0.3 0. 262
& O [-0.85,0. 23] :
ZF L HNY > 300mg/ H 89 4.267+0. 20 —0.86 0. 002
& nev [-1.39,-0.32] |
FL N 2 600mg/ A © 97 4.49+0.19 ~0.63 0.019
[-1.15,-0. 10]

a) HEBRE AME H iR T 2R AO BEEN O EH Lz 1 EBOFEEE A 27 [0 (JF&72 L) D
510(Z BBV A) O 11 B CREli &, A a7 BN REWIEERVFEAZRT, |

b) e GHEN OV Cler BE A F. R—RA T A L OER AT 258 L3 5 580

) VT F=r 7 T T AHEESME (Cler) 12 & - T, 30<CLcr<60mL/min DOHZERE (21X
300mg/ H. >60mL/min OEREITIE 600mg/ H N5 Sz,
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LRI R G5 R OENWERRBERIL, 77 BAREET 43.9%(43/98 i), 7L
778U 2 150mg/ HEET 57.5%(50/87 f5il) . 300mg/ HEET 73.0%(65/89 i) .
600mg/ H £ C 82. 5% (80/97 f§i]) Td>» 7=, E/2RITER X ZEMED (31, 1%) |
AR (28. 6%) . AL (12. 1%) . RAMEFME (11, 7%) ThH o7, BEERBIFEMIT,
150mg/ A BEIZ OB ZE 1451 (20 - R[EI1E) . 300mg/ H BRI Bk /(K £ D
1B 2 P (i) : [B146) 28 Saurz B0 B PRI AR RS i a2 L 1 © 9 AR
Faxtg L Uiz 13 A S0 " EEREEGEBRICH W T, FEFHHHEE Th
HIEAEFHIRFOEIE A 2T IL FTRO LB THY, 7L A/NY > 300mg/ H
T 7B AREE & i U CREEHFIICH BERUEGENTE O b,

ST RN A 2 7 &)
N . NR— AT A o R
1 1 e TAIDEN sk ps
IG5 R DI B/ 5 o5 ] | P [
TR | gy 4 e e RS
WA AN 135 4.83%0.21 -1.20=%0. 21 — —
LN -0. 63
4 134 4.202+0. 22 -1.82=%0.22 0. 0075
300mg/ H [-1.09, -0.17]
L H RN -0.74
X g) 45 4.08=+0. 32 -1.94+0. 32 —
600mg/ H [-1. 39, -0. 09]

d) BeBrRE N AR T A0 AEEN S L2 1 ORI A 2 7 [0 (A L) 7
5102 B2V A) O 11 B TRl &4, A a7 M REWIZERVEAZRT, ]

)P 5L N Cler BHR T, N—RAT A L OEF AT % I8 L3 2 58T (Rik
FHIFREOIETEA 2T ORX—A T A 2 inD DELEIZBITH T LAY 2 300mg/ HEEE 7
FEARBEE O AEFEHNE Lz, )

DI LTF=r 7 U7 T AHEEM (Cler) 12 X 5 T, 30<CLer<60mL/min O#EERF 12 1L

300mg/ H. >60mL/min OHERE I 600mg/ B B35 S i,

LARMEFHI R G5 O FIWERRERIL, 77 B ARET 36.3%(49/135 #i), 7
L AR > 300mg/ HEET 56. 7% (76/134 f51]) . 600mg/ H#ET 80. 0% (36/45 1)
Tholz, ERBWEMIZL, ik £ (300mg/ HEE 19. 4% K Y 600mg/ H 7
37.8%) . AR (300mg/ H #¥ 20. 9% O} 600mg/ H & 40. 0%) . A ME:7ZAE (300mg/
AR 12, 7% % O 600mg/ HAE 13. 3%) . (AREEHAN (300mg/ HAE 11. 2% K% ¥ 600mg/
AR 11 1%) CTH -7 P,

FRHERIE R 2 5 & LTe 16 x50 “EHEREEERBRIC W T, 35
FHIETE B T D IAKFHERFOEIF A a7 X FEROERBY THY, LAY
R (300~450mg/ H) T7 7 B AREE & ik U CREEHANICHE B R SGENR
BTz,

AT OIS A =2 7 =
e R " BNCFEYy | IR EDE
JiE A3 e _ H
R mveaae | rosuizampep) | P
7T R 248 5.45+0. 12 — —
TP, _
TVHRT Y 250 5.01+0. 12 0.44 0. 0046
300~450mg/ H [-0.78,-0. 11]
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o) WBRE NEH R T 2 RAO BENLHE M Lz 1 B OTEER A 27 [0 a7 L)
5 10(ZLL R VR O 11 BEETRME S AL, A 7N REWVIIEEVRAERT, ]
h) B GHEE KA. N—R T A L OIENFA 3T IR L4 558

MRl S R ORIVERSERIT, 77 BREET51.6%(128/248 f5]) . 7
LN URET 82.4%(206/250 ) Tho7-, E/eRITERIX, IR (45. 2%) .
FEIMED F U (28.8%) . (REIGIN (14. 4%) . (BFL (12.8%) T o729,

Q@ ERNRHAKREHR

RSB AP RRIR B 126 61 HE PRI I AR PR R L P 5 W R 123 431,
FRAHE AT iE FBFE 106 B S AR PRk R e T (PR S 1208 . M As %
VI . I MEREAVAE (CFE O 0) A 103 il &6 & LT- R8I 5388k ()3
b 52 38) 12T DI A DIERE (0~100mm @ Visual Analog Scale TEAN K &
WIEETRVRE A Z R T) OFBEIT TRDO LB ThoTz,

I A DBRFE (mm) ¥
FEA PR A HRRIEIZ 1 iR BEPRIFVEARAE PR (P D T
FEAE 5145 FEE £ SD FEAT 5 4 FEE M 4 SD
e EN: ] 126 62.0+19.0 123 52.8+21.7
12 i 116 35.3+22.3 119 30.0+23.0
24 i 105 34.0+23.0 112 27.7+22.0
52 i 94 28.3+22.9 97 24.8+20.8
I F D IR (mm)
FEA PR A PRAE R IR E HHRR PR R R 5 M T
A 51 45 J-EE M+ SD FAT 51 2 J-EE M+ SD
5l 106 61.8+23.5 103 67.1+16.6
12 i 104 48.9+23.3 98 44.3+26.9
28 i 101 48.3+23.8 92 46.3+27.1
52 i 87 47.1+24.8 85 44.9+27.0

a)0~100mm @ Visual Analog Scale TEAKEZ VIE EIEVVRAZ 187,

E N R B 5508 (RRIRIEZ %) 1238\ T R 44 o o gIlE
FAIX 78. 6%(99/126 #) (2788 B, EZRRIER ITEEIMED £ (28.6%) . KiY
PEVAE (16. 7%) . AR (15. 1%) . REHIIN (13. 5%) TH o 7=,

[ N P 55 O PRI ME AR R AR B L2 © Y98 12 B\ T MR
XG5 R OEIWERIE 70. 7% (87/123 Bi) 1278 A, 7 GIVEIL, BIHR (22. 8%)
REHEIN (22, 0%) . FEEIMESD £ (20.3%) TH o7,

PN 14 53R (RRE AT R E) 1238\ Ty 222k 3ATG set 82 51 v L BIFE P U
84.0%(89/106 fi) IZFE & B AL, 72 RIE A IZMAR (26. 4%) . FE MO F
(24. 5%) . AEHINN (18.9%) . (HFL(16.0%) T 7=, BIEROEIEEIT, %<
MEETHY, BEEOAHERITERO bR o7,

_18_



[ N E 5 550 (R AR AR B SRR ) IS W T SBT3 5 [EBRSE R R PR
BRSO BHIAEEE DS L7 & 2 W ATR BRI M 8 72 12 38 8L L 7 RIVE AT
87. 4% (90/103 1) IZ58 D & A, TR EIVEH 13 AEHER (48. 5%) | ASEHG N (28. 2%) |
FFEDE D 0 (22, 3%) . RAYPEIRAE (17. 5%) Th o 7= 17720

® EMEHEERR IR AR
HFRIEGEHRRE ERS L L 16 HEERE5 0 —EERERRICB VT,
TEGFHHEE THHBFEHOER A a7 I TRO LY THY, T LAY
VR (150~600mg/ H) T 7 L AREE & bl U CHREHAMICH B /R SEN RO
B,

%yﬁ;x:‘? b, c)
X REMOR—2F 1 R
HRE® y TIEREDE
% JE IS NSRS SP Y =y mmﬁﬁaéf p fi&
. e = (UISE5
B/ IR AR
7R 106 -1.072%0. 149 — —
TN 0.
TVHRT Y 105 -1.66=*0. 157 0. 59 0. 0032
150~600mg/ A [-0. 98, 0. 20]

a) IR DB 5.1, 150mg/ H A HBA L, 565 2 WX VM EHM ATV, 56 4 WK TR
T L7 AR T 58 B 16 8 E THERFT 5 T & L L,

b) BER 3 B ST A A0 HEE[0 A7 L) 26D 10(Z Bl EA VG S O 11 B G
Sl E N, AT RREWVIZIERVEAZTRT, 10DEH L-15EH (16 M) O
AT DA R T A b OFIIA A e I TR L7z,

VBRI DOR—Z T A x5 OB L B=
(VoA (16 W) OIEHENE 2 a7 —_— R T A o OEWEIE A 27 ] X (&8s o5
I/ B G- 4R (16 3 ) ]

OB HREROMRE T ~—RA T A v OFEHA 27 ROHH BT 5 BE OO =

a7 & MR L B O

LAV R G O BIWER R BLRIZ T 7 v RBET 46. 7%(50/107 f51), 7L
TR RET 67.0%(75/112 ) T o 7=, FEAFIWEMIL, IR (33.0%) . 775
PED FN(17. 9%) . KIYVEEIE (11, 6%) TH - 7=, BEEZRBWERAILZ, EKIIFHE 1
BIAEE v, [\ L7 20,
@ HNE 75 R EERER

HIRTZ R Rm B E xR L Uiz “HERLERRICB VT, HEFME
HTHDREFHIREOER AT IITRO LB THY, WTNORRIZE
WTH 7 LAY 2 300mg/ HEEK OV 600mg/ HEETIE 7 7 BaRREE S i LTt
FHEMICH B RUGEDRTRD b,
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e BRI O3 A 7 -
Ik A Fl . — =
- 5/ e | RN | TR L DE
(REAMEARED) SEBI S 5 v p {E
T REUERR [95%1 5 HE X ]
A E & SO AR
! 7R 93 | 6.14+0.23 — —
(13 ) -
FLHNY 0. 88
87 5.26+0. 24 0. 0077
150mg/ H (1. 53, -0. 23]
FLUHNY -1.07
XY 98 5.07+0.23 0.0016
300mg/ H [-1.70,-0. 45]
TLUHNRY -1.79
7 )> 88 4.35+0. 24 0. 0003
600mg/ H ° [-2.43,-1.15]
S ES T/ AR R BR
2 F5 R 87 5.59+0. 21 — —
(5 ) PSR
FLUHNY -0. 14
83 5.46+0. 21 0. 7999
75mg/ H [-0.71, 0. 43]
TLUHNRY -0. 07
XY 82 5.52+0. 22 0. 7999
150mg/ H [-0. 64, —0. 50]
3 75 ¥R 81 6.33+0. 22 — —
(8 1AM) S
FLUHNY -1.20
81 5.14+0. 22 0. 0002
150mg/ H [-1.81, -0. 58]
FLHANY -1.57
A3 76 4.76+0. 23 0. 0002
300mg,/ [ [-2. 20, -0. 95]
1 7R 84 | 5.20+0.24 — —
(8 1E[H) e
FLHNY ~1. 69
: 88 3.60+0. 24 0. 0001
600mg/ H ° [-2.33,-1.05]

a) WERE N AT DA AEENSHEE Lz 1 ORI A 2 7 [0 (A L) 7
5 10(ZHELERWEEA) O 11 BFETRME S v, A a7 B3R EWVIZ ERV A Z R T, ]
b) R | KU 4 : BB, Mgk K Of Cler JEZNT, R—A T4 L OEA 2T L IERL
ERAE SN ST
AR 2 RO EREROEHR AR T, XN—RAT A COEWRA T E R LT 55
BT
DI LT F =y VT T AHEEM (Cler) 12 X 5 T, 30<CLer<60mL/min O#EERF 12 1%
300mg/ H, >60mL/min O#EERF I 600mg/ H 23F¢ 5- S H 7z,

SAEHERISHER 1 128\ T, ZatEiHlix 86 ORIERBEBRILT 7'
AREET 39.8%(37/93 Bi) . 7 L A8V o 150mg/ HEET 59. 8% (52/87 1) . 300mg/
HEET 64.3%(63/98 #) . 600mg/ HEET 74.4%(67/90 f) TH - 7=, F/REIE
X, FEES £ (150mg/ B BE 16. 1%, 300mg/ H & 32. 7% K% Y 600mg/ H #f
36. 7%) . AR (150mg/ H#f 9. 2%, 300mg/ HHE 11. 2% % TF 600mg/ H# 25. 6%) |
HRAE MV (150mg/ H A 12. 6%, 300mg/ H B 14. 3% &% Tf 600mg/ H # 13. 3%) T
o7, EEZREBWERIZ, 300mg/ BRECT T 7 4 7% —HEE 1 il 600mg/
A RIS EME 0 S/ BV I/ 55 JE e /AR v N AR D 5 {423 1 iz
WS, Wb EIE LT,
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AMES T/ MARRRER 2 123 T ek S p O BWEREEEILZT 7 &
REET 25. 0%(22/88 1§J> TV HNY > Thmg/ HEET 32. 1%(27/84 1) . 150mg/
HEEC 41. 0% (34/83 ) Tdr o 7=, E22EINERIT BN £ (75mg/ H # 8. 3%
Je O 150mg/ H B 14. 5%) K OMERR (75mg/ HEE 7. 1% Y 150mg/ HEE 9. 6%) . N
W2 (T5mg/ A EE 7. 1% K O% 150mg/ A &E 4. 8%) . 9947 (75mg/ A #E 1. 2% K% O 150mg/
ARES. 4% % Th o7z,

AMESS T/ TAHERER 3 1236\ T, ekl 8B ORIWERBBLRILT 7 &
AREET 39.5%(32/81 #)) . 7L A8V o 150mg/ HEET 50. 6% (41/81 1) . 300mg/
H#ET 67.1%(51/76 #il) Th o7, FREIMERIZEEMED £ (150mg/ H #
12. 3%} T} 300mg/ H #E 26. 3%) . ftEAR (150mg/ H #E 14. 8% VY 300mg/ H #E 23. 7%) .
M N Rz (150mg/ H 9. 9% 18 300mg/ H B 6. 6%) % T o o 72, FHIELRITERHIX
150mg/ H BEIZSEEL, O EMEISMNHE, DB MHEARENR/ 2 ISME D 3 4 4
ERE SN2, 205 DERIFIZHOWT, DESEMESMHE, DEMEAREEIR/ O
FEVEHMGR IR MEIE . SEELIZETE 23R S 47z,

SME L/ IARERER 4 123\ T, LM G O BWERFBRIZ T 7 &
ARRET 36.9%(31/84 f5]) . T LAY RET 73.0%(65/89 i) (ZFBD Hi, T
72 BIWERN BN O F N (27, 0%) . BIHR (23. 6%) . ARFEPEERE (13. 5%) . O NHE
1 (10. 1%) . F945(9. 0%) B O AT (7. 9%) F T o 7z 22,

® NERBREHER

HORHIS BRI & Lo B 5588k 1 (154 f1l, &R 312 & 5)
KOR2©275 6, Feh 172 BEG) 2B T AIRADOEEDOFHEIXTTEO LB
T&)Oﬁ—o

I A D BRFE (mm)
FEA PR A FHI# G0 1 RH# 550k 2

FEATIL ) fiE £ SD AT 5 45 EfiE £ SD
571 154 69.4+18.7 275 67.3+17.9
12 i 114 42.8+26. 1 211 40.3+25.4
24 i 91 40.5+25. 1 173 41.4+24.9
52 i 63 38.3+24.6 122 35.7+24.2
104 78 32 36.8+23.2 78 32.5+24.1

a) 0~100mm ® Visual Analog Scale TEHN KX UVME EHRUVVEAZE RT,

EW# R 1128\ T, LM G5 o EIE-IE 75. 3% (116/154 i)
(ZRRD B, ERBMEAITRENMED F U (20.8%) . REBIIN (14. 9%) . fHIR
(13.6%) . T L HIME (9. 7%) . DINELIE (8.4%) | ARAYMETEAE &K OVLHR (%
7.1%) . MEJJGE R OVELL (45 6. 5%) T o 7, BERBWEMIL. Fiz Xk 545+
%3 B, LsPEEAR, EEREE, K N Y v AmE, RSN/ =
HISMIGHE, /ST & 2 AME /A K D 5ME 5 B 8 R S 4, W
b EE L,
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FEM#EHER 2 (BT, 2ttt S5 ORIWER X 65. 1%(179/275 #1)
\ZE HAL, FEREIWEFIZZEMESD F U (16. 0%) . ARAYGMETEIE (12. 7%) . HEHR

(10. 5%) \ MESJIE, 5915, (REHEIN M O (45 5. 8%) | ol (6. 5%) F TH > 7=,
PREGIRGY/ KA D 2 4] 3 PRV IREE S, £l

HIERENWEM X, FTApEE
HTENENREE, FETH 9,
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VI. E3EFEEICER T HIEH

1. FEZPHICEEHSILEMXITILEYWEE
S AN RV TN F
HE  BED® bW ORI R, OB TRXESRT L2 L,

2. EBEHR
(1) YERERGL - YEFAMER

T U I N TR IZB W TENMARIFIE D V> T AT v F LV OFSHEI 5t

LB e B2 72T a0 7=y hEDOFEAEN LT, AL T AT v %

VORI T COFRBEL O T MTAZIHE L, 702 I VRS OMRRR

EVEEEE A IR D 2 ENRIBENTWS, BIZ, LAY OSERHIEM

I FATHERRE RO/ VT R U UREER OV B b = R 5 1E

AHES LTS Z EDVRIBREN TN G 26790,

(2) FENEEAH T ZRERBRIE

fafEiEm

T LAY T, B FEBRIC W TR R TR ) 2 R TEN I, R

R AR R A5 K OB RIS L2 2 2 AR et S A A g S M A B s SR S 2 4l

Do Fio, AbRME, ENE, MRS ICEE SR D BRI, WEIREE T v

BN CHEIEIEM 2R3 91799,

1) BRI RES CCD ETLICEFA2M7OT =72 4R
TUHNY UK, Ty b CCL BT MK D, BEROEN T BT =T &2 L
H(SHIH LAz %

2) BHAREZEOND) ETLIZETA2R 7T« =7 EH
TVUHANRY AT SNLETICEY Ty MIBESRTHOL OB T 0T ¢
=7 EEEI LY,

) RLT RISV STDHERBETIVIZEITAI7AT« =7 ER
FLHNRY N, T b STZ BERIFET LICBWTIAT D50 K Q@7
a7 =7 LTz %Y,

4) SEHEEBREEETIVIZBITAM 70T« =7 A
TVHNY L, v U AFMA~OHER TIZ X2 FMBETT VTV TRAE
THHENT 0T ¢ =7 il L7z,

5) IBMHBRREBRETIVICE T I 7ET 1« = 7R
FVHNY AR, Ty MBI B RIERETT VBV THRAET DY 1
T =T P LT Y,

6) RILTY TR KMIBITHBEBREICHT SERER
7 v NEREASOFRN U A EIZ X 0 RAET D 2 BIEOEREEITEID 5 B
T U HANY ATHRAEEAEN B 5325 & D 2 FH A L7z 50,
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1) 185 TS 2RI LR C DI 2 BT o 7 0 =7 LIROY, #f
B (B2 288 < AURIZEE T 2 2 & TA L %) K UBI (B ~DREETAHEL D)
TRT 4 =TSN,
Q) YERFIRERRA - Frhrfd
BREERRL
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VI. EYEiEeIcBi9 51EH

1. MPREDHD
(1) AELEFEDLGOGRE
MERR L
(2) EREREARBR CHERIN-IPRE
1) HEZS

AARNERERR AL, LAY 50, 100, 200, 250 K% UR300mg (455 5-&:644)
R AR O G U7 RE, B 5 1R Cluand T3 L t1ol TAIBIREE] C
& > 77, Coax S ONAUC)-oo 1L, 300mg & C D A FELAGHH C, RIS b LT L 727,

BHE | Cux nax AUCq-co tisz CL/F Vd/F Ae
(mg) |(pg/mL)| (h) |(ug-h/mL)| (h) (L/h) (L) %)
50 2.03 0.67 10.7 5.98 4.72 40. 6 83.9
(0.40) | (0.26) (1. 1) (0.65) | (0.44) | (4.9 | (5.4)
100 3. 56 0.75 20. 4 5. 66 4.93 40. 3 95. 0
(0.67) | (0.27) (1.3) (0.59) | (0.35) | (6.4) | (2.7
200 6. 35 1. 00 43.2 5.93 4. 64 39. 7 91.8
(0.73) | (0.32) (3.0) 0.32) | (0.32) | (2.7) (2. 6)
250 7.18 1.17 49. 2 5.57 5.15 41.0 95. 6
(1.43) | (0.52) (6.1) (0.72) | (0.61) | (3.8) (4. 4)
300 8. 25 1.08 61.7 5. 80 4.91 40.9 97.7
(1.36) | (0.38) (6.3) (0.62) | (0.52) | (4.3) | (7.3)

A G 6], SFHAE+S. D.
Coax © 5% 1o 10 HfE T 8 5
o © Foe 1 LAFE 8 281 s R
AUC <o = I A5 FP 8 PR st R T T A
taye o HIFE FP R B R
CL/F: Ao 7 V7 7 A
VAd/F : BT D55 HE
Ae (%) : HE[AIHE 52605 % TOREIARD IR PPk F
2) RE®RSE
AAR N NI 7 LV AT 8 Y 2 1[E[150 J ON300mg (£ #¢ 5-5:841) A1 H 2[RI7 H
IR RE N85 L 7ol 5724~ A8 CEFIRFEICE L, B ETH B Dty
ITNTN6. 02K V6. 31 T o7, £ 5TH B DAUC-1iE, #5H1IRHO
L. 4 THo71=%,
Chax tmax AUCo-12 ti/2
(u g/mL) (h) (u g+h/mL) (h)
WIH|BTH|H1IB|E7H | E1B | HEL7TH|HE1IA|HETH
1[=] 150mg| 4.23 | 6.30 1.3 0.9 22.2 | 31.6 | 5.11 | 6.02
1 E2ED] 0.72) | (0.74) | (1.1) | (0.4 | (1.9) | (3.6) | (0.69) | (0.47)
1[8] 300mg| 8.82 | 10.3 1.6 1.6 42.1 | 58.8 | 5.42 | 6.31
(1 B2[ED (2.34) | (2.3) | (1.0) | (0.8) | (6.9) | (10.6) | (0.87) | (0.54)

T ES.D. . 4584
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3) AMFHRFMERERY

ZF LAY 0DEE25mg, Thmg K N150mg [A—~F | & U U H0DEE25mg. 75mg
KR150mg %, 7 B AA—/"—{KIZ LD ENENIEE(T VAN & LTER
Z25mg, 75mg K ON150mg) FEFEAR A B T2k R %, Ke LEUVKS b Halkg
A5 Ui REMERELRE Lz, HonEYIHE T A —X
(AUC, Cmax) {2 DU TI0%ME FEH X A TRREHENT 21T > 2R R, Wt
log (0. 80) ~1og (1. 25) DEIFH T v | MiHI DALY FHIFR LMD HER ST,

<TLAHNY 0DEE25mg TA—/NS] >
OK72 L5
S EE R T A —H

AUCO*’48 Cmax tmax t 1/2
(ng-hr/mL) (ng/mL) (hr) (hr)

VAN 20D B
25mg [ A —/ T |

18 | 4998=*973 |923.3%201.3|0.88+*0.48|5.54%0. 39

)

U 71 0D $E 25mg 18 | 50691076 | 860. 2+207.6|0.97%0.60 | 5. 60=%0. 55

CE¥ME+S. D.)

{ng/mL)

1200 |

1000
L
o —o— B LA 0D e [T ]
~ 800 —a— 1) 1 (DR 25ne
:,]31 PE+E.D., n=18
5% 600
1]
~
o400
E

200

: o~ . . o
0 B 12 24 36 48 (hr)

e 51E0% R

mEEh FLHNY VBEDHT
IfHE AP EEE ONT AUC, Coax D /8T A — 213, BEBRFE OB, IR OERIR
[E1% - BRI ORBRSIEIC L > TR D RN S 5,
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@KH Y 5
HBRE ST A —H

n AUC0ﬂ48 Cmax tmax tie
(ng+hr/mL) (ng/mL) (hr) (hr)
o NI e
TYHAT DS | o ygs9--556 | 866, 14193, 1[0, 7440, 41 | 5,980, 47
25mg A — T
U U5 0D $E 25mg 18 | 4914483 [893.4+206.0|0.65%+0.27|5.97%0. 48

{nz/mL)
1200

1000 A

200

B0

T AN AN B ¥ S

CE¥ME+S. D.)

=0 T LA ) DR 20y [ 1y 7]
—a— 1] 1] H ODEE 2Eme
THHE+3.D., n-l8
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24
15 5 iE0R
mEERTLHNY VREDHRE
IMAE I EEN NS AUC, Couy ZED /85 A — 213 BEERF ORI IR OEHL
[E1% - BRI ORBRSIEIC L > TR D RN S 5,

48(hr)




<TULANY DO0DEETIMg TA—nNS] >
OK7e LS
HWENRE /N T A — X

AUCOHB Cmax tmax t 1/2
(ng+hr/mL) (ng/mL) (hr) (hr)

LN 0D $E

- 23 | 159402177 | 2598556 | 1.13%0.74 |5.99+0. 59
75mg [A—/F |

Y U 71 0D & 75mg 23 | 156561042095 | 2513*606 |1.097%0.67 |5.89=%0.56

CE¥ME+S. D.)

A%

o 2300 —o— LA L (EETEng (717
3 —e— 1) U H ODERT5me

L 2000 FHELS.D., n=23

%
}1' 1500

iy
=
FE 1000

aln

0 B 12 24 36 43(hr)
= SEERE

MFRTLANY) VEEDHER
I AEFFEE I ONZ AUC, Cuux B D /XT X —H 1T #EERE OEIR . R OEREL
R - BERISE DBRIRZLEIC L - C Bre 5 ATREMER B 5,
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@KH Y 5
HBRE ST A —H

AUC0H48 Cmax tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)

LN 0D $E

_ 22 | 16150£1911 2680£633 [0.83*0.61(6.12=%0.76
T5mg A —/~T |

U U 77 0D $E 75mg 22 | 1592011948 | 2472438 |0.71%0.24|6.03=%0.67

CE¥ME+S. D.)

HF

i 2900 —o— P L H U (ERT SN [ 77
v} —o— U U CDg5E7 Gng

L 2000 B £5.D., n=22

j 3
U 1500
o
b=
FE 1000

a00

I I I I I I I I i i i ,__._. . N '_
0 G 12 24 a8 48 Chr)
5 505 R
Mg T L AN VEREDHT
IMAE I EEN NS AUC, Couy ZED /85 A — 213 BEERF ORI IR OEHL
[E1% - BRI ORBRSIEIC L > TR D RN S 5,
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<TULANY D0DEEIS0mMg TA—/NT ] >

O 7 L5

HKYENRE T A —H

AUCo— 18
(ng+hr/mL)

Cmax
(ng/mL)

tmax

(hr)

tie
(hr)

LN 0D $E
150mg A —/~T |

24

340404339

56321526

1.35=%0. 68

6.2920. 53

U U 7 0D #E 150mg

24

339904453

56141255

1.34=%0.75

6.322%0. 55

(ngmL)
a000

o000

CE¥ME+S. D.)

= LA ) e 0DEE 1S [~ T

—e— 1] 1) 0DEE 15 ng

EHELE.D., n=id

= SEERE

3B

MmEFRTLHNY) VIREDHR

48 Chr)

I AEFPEE I ONZ AUC, Cux HD/XNT X —H 1T #EERE OEIR . R OELEL
R - BERISE DBRIRALEIC L o C Bre 5 ATHEMER B 5,
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@KH Y 5
HBRE ST A —H

AUC0H48 Cmax tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)

LN 0D $E

_ 23 | 32280%£3474 | 5568970 |0.77=%0.43|6.09=x0.57
150mg 4 — T |

U U7 0D &€ 150mg | 23 | 323203863 | 54951112 [ 0.84=£0.37 | 6. 13%0. 65

CE¥ME+S. D.)

{ngmL)

2000 b

7000 F
HEEEIEIEI o )
o —o— LA YL DR LB [ )
= 5000 —e— 1) 1) H 00§ 150e

THHE+3.D., n=23

1 1 T —— A N -
0 B 12 24 a6 48(hr)
15 5 iE0R

migh T L AN VEED#DE
IMAE I EEN NS AUC, Couy ZED /85 A — 213 BEERF ORI IR OEHL
[E1% - BRI ORBRSIEIC L > TR D RN S 5,

Q) &
UERR L
4) BZE - HHEOZE
1) BEDOEE

AARNERRA 19 Flicisn T, MERFFADRRICT LAY % 150mg
HAEE 1§ 5 U 72 FED Cop (XZAVEA 4. 95 JL OV 3,22 g/mL, toa 15 0. 947
TN 3,37 BRA, AUCoas 1ZZALFHL 31.2 KN 28.8ug * h/ml Tho7-, &
BB FAZIN T Co 1FH9 35%AET Lyt 149 2. 4 FERIER L7223, AUCo s
DIETIZHI8 ¥ TH o721,
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A AR NBERER N & %5 & U CHERIF R OV 7 L /3 Y % 150mg HiA]
A& G LIc RO EMED OV OFBLRT ARG 5. 3%(1/19 fi) &
RS- 30. 8% (12/39 ) Trhro 7= 1Y,
2) GHRAROEE

TUHNY T FEE L TREMEO T EIRPICHEE S, B MZBWTIEE

IMERBEND Z &< FRMERAICHLEG LARWD, LAY~

WEEWFR AAER % 5] & Z 3R IR P GMEAT — ),

c HNIRVUFY
TUTTRY e TR T OFEMF EAERIZ DWW T fERERN 11 51 2 5t
LIZT LAY 2 100mg OV /3~ F o 300mg & HA[#E G L=k, &
OMEFERE A 18 B 7 L /3 U o 100mg Je N 73~ T2 400mg % AR5
(BeH-FEIRR - 8 M) L7-akBhZ 0 L CRsT L=, T O, HE®RE L
OXEHRGOWTIZBNTEH, LAY COFHICL > TH AR T
VOIMEREITEAL Lo Tz, Fo, VAR OWRIGEE T 32
CFUBFRIC E o TOTNTE T LA, WINEIITEEN o729,

- BOBIEEGFRR/ IVWLIFOFOVRVIFDIIIR NS OF—ILDOEH)
TEFE RN 22 16 il 2 PGSR DOREAEIE (BEfg / L= F > e v Img LU=
F=)VT AR T VAL 0.035mg OEAI 1 H 1 [E)EFLAHNY (1 [H
200mgl H 3 [A) Z FIFHCRR D& G L, 7L A VO 2 v
YRR YD Coux (T VANY IEFEHIRE & Lol L TELE T, LY
VOFRRED AUCo o4 (X7 L TR L IEDFHRE & LLBR LT 16%3 L, 7" LA
NY AT VT v Ra ORI EZ KE S eiroTe, T LN
VBT F =)L 2 T A — LD Cpay LN AUCo04 1F. F LAY
VIEGFRREL G L CENEN S WY 1A% L, LAY E =T =
VT AN VF =V OIEYENRBIT B L KT S oo Tc, Fo, fRORET
TV HANY o OMIERRE (N7 7E) ICEEE RIS ehotz W,

- ASE/NL
RN 12 B2 K57 L A7 /3 ) 2 (1 8] 300mgl H 2 [A]) & AR 1 i 5
%, BB NA(ng) ZHFRHEE L2, 0TS AD Cuay O AUC-o 13
T LAY IEPFHRE L LR L TEREN 6% TN 8REM L, S LAY
ixu 7B RAOEYENRICHEL RIFS ehoTo, T2, v 7B AGH
RED T LI NY D Coax 1T, BT B/RLIEGFHEL D 2% L, AUCo-12 1T
L8WME< ., B 7B ANAXT VLAY U OERYENBICEELE 5 2 2o T,
TLARY T B RO LY FRAEEEE K OSHL K EEMEEREIC kS
T D SRR SCIEA RN, A G- A CHINAIZAR R 22
RO BT,
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- Axary

fERER N 12 B2 I L 78T (1 [B] 300mgl H 2 [8]) & 8% i -
%, X a R A0mg) 0BG Lclf, %2 a KD Cupy TN AU
Coowold. LI IEOFHEE & Bl L CENZETL 1. 1%% TN 9. 5% L,
TVUHNY 3 ATV a ROEYENBICEEEY RE S oo Te, Fi2,
Fx T a RO T LT NRY oD Cuy 1d, XT3 RUFEGARL D
4. 5%fED o 7223, AUC 1 IZFARRETH Y, X a RAXT L AIANY o
HWMENRBICH B A 5. 2 o lz, TN e dFva Roofifick
0. PREEERE M OV REEIEAE IS BT 2 PO P IEA RE NN, AR
RFLZ EEACHINAOIAR T3 BB 23378D Bz 19,

« IR/ —)L

RN 13 B2 K57 L A7 /3 Y 2 (1 8] 300mgl H 2 [A]) % AR 1 i 5
%, =& 7 —(0.70g/ke) ZPFHFE G LTz, =& J —/L®D Cpyx LY AU
Cowld, T LHNY L IEGFHIIRE L LblE L CEALZAL 8. 9% TN 9. 6% L |
TUHNY NFEH ) — LV ORY BRI E RFE S R0 oT-, £, =
B ) —=NGEHRED T LN D Coay LN AUC 121, =& /) — LIEFEH KR
L L CTENEN 219 O 1% o 7203, ZOZEITER EE E 72 D7
TlEhnweEzx oz, 7L HRY by ) — ORI iRk
AE S UL R IE B ERE 12 351 2 BUGIEEERIEZ R E D, BiAI G R IC T
FEAONAZAR N3 DA 2358 60 BTz 17,

s JxZ by

7 == M UHAIOMERE G L0 BB E LTV D RRATRS TAD A
B 10 Bl A7 L)Y o (1 [E] 200mgl B 3 [H) 2 SER OG- L=
B, LAY NI 7 2= b o OMBEFRRE (R T 7)) ICEEE2 KIT X
PLELT 2= A BT LAY OB A .2 o2,

- ANNTEEY

TR B A MR G STV A RRATANARE 12 6265
W27 LAY (1 [E] 200mgl H 3 [B]) &SGR A& G- LTcRE, LAY
IZH NN EE L R OF ORI (10, 11-T R %2 FIK) O M e (-
I EE RIFST . ET- AN P S LN O3 ydEhe
\CHBE B2 ool ¥,

< NLTORE

T aEET N U AHEBIE MRS S VTV DN TAD AR 12 4
XA VAT NY (18] 200mgl H 3 [A]) & KA D &G LIzKE, 7 L7
WY AIANT B BO MSEFIRE (T 7H) 1B E RF ST, FlL
TafEb LAY ORI S B X o T P,
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- SEMIFY

T7E P X HAITHERR S STV DA TANAERE 12 6% x5
W27 LAY (1 [E] 200mgl A 3 [B]) 2 SAERE A& G- LTcRE, LAY
X7 MY X OMFERRE (N7 7)) ICHEBERIFTET, £FT7F R
XU LT UANY CORYEREICEEE 5 2 720> 72,
VI 24Pk (A LoykEs) (284 5EA

AN

2. EUSEEHNTA—S

(1) 8477535
LR L

(2) IR ERE T2
k2 L

(3) HEHETEL

7. HELEH] oBEES

TR 57 HilE $ 5-
25mg*® 25mg® 75mg®® 75mg®” 150mg®? 150mg®"
(n=18) (n=18) (n=23) (n=22) (n=24) (n=23)
k7 U] | DK&HY] | DKL) | DkdHY] | DKARL] | Dk&H D]
Kel (/hr) 0.1256=+ | 0.1167% | 0.1167% | 0.1149+ | 0.1110% | 0.1147+%
0. 0090 0. 0098 0.0118 0.0138 0.0104 0.0103
CE¥fEES.D.)
@ 2IVF7532R
YRR L
(5) HHBHE
MM ER R L
(6) ZDith
R L

3. BEH (REaL—vav) @
(1) FRFAE

BN -y
(2) INSA—RTHER
B -
4. RN
Pt A
5. 9
(1) mi%-AxBEErT@aE T
BN - AP
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(2) Ii&-RaBEREFT @B
MR L
<HBE>
EL/ES QN Hﬁb%' W URARE, RAVEREORAR LA, BHRAR, §rilEiE
%), HAER~OREREKT, AFEROK T, BEREMWEIEKEOK T, BEE
e, AFHREIC XS D %225.5“) DHEENTHDS 2, (VL et (R EoEE
ST A 6. FEOTE RAAT HBEICHET LEE 6) il OHEBH)
Q) I ~DFBITHE
AFNT e FREELFA~OBITARD HHTWDS P (VL 224t (EH Loz
BT 2HE 6. FFEOERAEA T HRFICHET IR 6)Fiim OHEBMH)
4) EHERA~DFBITHE
MR L
(5) ZD DB~ DIITHE
MR L
(6) MBERKES
HARNEERHERE LS, L8 250, 100, 200, 250 K& TF 300mg (£5-4% 5-5 6 1)
Z AR IR I C BRI O % 5 U 72 BF o BT O A 7588 (Vd/F) 1359 40L Th o7, 7
VAR Y AXMERICEAT U, R E ISR 5 2f iR E O I, 0.76 Th-o
oo LAY 0, 0.1~20pu g/ml IZB W TIIEEAIC, 1FE A EHEE L
S 72350 (i vitro 3RER) .

6. R

(1) KHEBGL R U R R
TVANRY ATIFE A ERE T 720 fEEERN GHELA 6 1) 1 MC-7 L T
U > 100mg (107. 9 u Ci) #5544, JRHUZEML E N7 ST RE DK 99% M R LK T H
ST RPICHEHENT- LAY O FERB T H N- A FLFERITIR T
WZEGED 0.9%E LCRIRENTZ, In vitro BRIZBWT, LAY > 159
wg/mL (ImM, 600mg/ H ¥ 5-HED EHNREED Cux DFI 10 %) T CYP1A2, CYP2A6,
CYP2C9, CYP2C19. CYP2D6, CYP2E1 K TR CYP3A4 (29 5 [HEIZZRD b h o
7%, 54, 56, 57)

(2) KBICEAET 58K CYP%H) OnFiE, FEE
MR L

Q) EEANRDEERUVZDEE
BRI L

4) KEYOFHEOEERVUFEM L, FELE
MR L
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i

HANBERER AT, 7L A7/8Y 250, 100, 200, 250 J U 300mg (45 £ 5 & 6 f)
RIS HERR OB 5 U72RF0 CL/F 1 4. 64~5. 15L/h Tholz, ZDORFDJR
BRI IT 83. 9~97. T% T o 72 *7,

bS5 U RR—2—IZBET B1EHR

. ENMFICLDBRERE

EERR L

10. BEDERERI HESE
(1) S

A 67~T8 1D B AN mnE 6 B2 7 L A/8 Y & 100mg % HEIRE A #5
U72ME, oo (3 1.4 BERL t12013 6. 32 BRI T o 720 AUCoo L ON th2 1 X, FEBEFES
127 VAR Y L 100mg 2 B 45 5 L 72 B & bl L C o i R e OVE
FET M0 R S iz o,

Cmax tmax AUCO*OO t1/2 CL/F

(u g/mL) (h) (u g-hr/mL) (h) (L/h)

o 3. 924 1.4 26. 6 6. 32 3. 82
Rl (0. 55) (0. 5) (4. 3) (0. 82) (0. 65)
o 3. 56 0.75 20. 4 5. 66 4.93
BERGERIE | (o 67 (0. 27) (1.3) (0. 59) (0. 35)

MR G 45 6 i, VHMEES.D.

(2) BHREEEEE

1) BHEEED H7e D HkBRE 26 1] & PRI, 7 L AN Y o 50mg & HiERE OG- L 72 FF,
BUSRE DR FIZHE > Tt DIER L, AUCeo3MEN L 7=, CL/F KON 27 U7 5 v
A (CLy) 127 VT F=2 2 U753 AL WNEAT—F)

JLT7F =2 | Cua nax AUCo-co ti/s CL/F CLr
7 VT 7 A |(ug/ml) (h) (pgh/mL)| (h) (mL/min) | (mL/min)
>60mL/min 1.86 1. 00 15.9 9.11 56. 5 44,9

(n=11) 0.39) | (0.22) (4. 4) (2.83) | (17.6) | (23.8)
>30-<60mL/min| 1.53 1. 29 28. 2 16.7 30. 6 15. 4
(n=7) (0. 29) (0. 39) (5.0) (4. 1) (7.3) (7.7
>15-<30mL/min| 1.90 1.93 52.3 25.0 16.7 9.23
(n=7) (0. 62) (1.48) (11.7) (6.7) (3.9 (3.37)
<1?§%{T1n 1. 69 1.00 101 48.7 8. 30 4.30

BeG-5 o 50mg (Hifa]) | SFE¥E S, D.
Clr : 27 U772 A&
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11.

2) BEAEYBIRERENT

838 Il DYEERF (A AN 474 Bl % 5 e - EEHERTE 70 B, RIS %A B
26 51 BE RIS PE AR AR BE F LAY O R & A 7 5 B 164 151 B OKRME R T iE FR 3
224 f) Zxig & U CREMSEMBIREARIT 2 F2h L 7o /5. —RIIRZ & 1-=
VR—=RAV NETADBEES, WEELELTCL/FIZK LTI LT F=07
U7 7> A (Cler) R OVBRABMR TR, VA/F (2% LC BMI, EEARMRER, PERI R OMEERD
[FE STz, T VAN v OEYENRRICEE 2 5.2 HIK1 & LTIiE CL/F 1%t
T2 Cler PEETH D EEZ bz, BHREREEEIZIB VT, Cler DIEFIC
L0, Vv IRY DO CL/FIHMETT 5720, Cler 2 2% L LI-HE - HED
HEDBLETH D,

F 7. BARNOBERIFIEARTEAREBEF A © R B 123 T, Cler 23 30mL/min
PLE 60mL/min Kl F L TCWARBFIZT LAY > 1650mg 2 1 H 2 [BIE#E
A$¢5-(300mg/ H) L7z & X OEFIRAEIZIS 1T D AUCo-12 (AUCy-12, 53) DET T K D
HEEAEIL, Cler 23 60mL/min BL EOBRFICT L HNY o 300mg % 1 H 2 [AI K ER
O35 (600mg/H) L7zt LRUTH T,

CLer 73 30mL/min LA _F 60mL/min KD BEICRBIT A LI DI VT T A
(%, CLecr 23 60mL/min LA EDBFE DK Th o720, [7.2, 9.2, 9.8.1 B#]

JVTrF= Py EE AUCo-12, ss CL/F
JgVT TR (u g-hr/mL) (mL/min)
>60mL/min 1 [A] 300mg 86. 1 63. 6

(n=31) (1 A 21A) (27.8) (18.5)
>30-<60mL/min 1 [A] 150mg 85.7 31.1
(n=14) (1 H 2= (22.6) (8.11)

SEYIAE £S.D.

Q) MmERENEE

BT %2 1T T AHEERE 12 Bl L H 3 > 50mg % HalR O #E 5. L7,
4 B O MAENTIC L 0 Eh 7 LR Y BRI 50%E TR L=, TR
DFEN 27 VT T2 A% 1920l /min Th -7 GMEAT—#), [13.2 ZH]

(4) #=3L4%

PE% 12 BRLL EORAL (10 B iz, v > 150mg & 12 K Z & i 5
(300mg/ H) L7=WE, LA NY NFRFLICBAT L, LT OEFIRREEIZIS T 5%
BRI, RHARMAER O 6% Th o7, FIEOFEHRFABEE % 150mL/kg/ H
CRETDE, TLANRNY L OHIR~D 1 AdT=0 OYHEFERIL 0. 31mg/ke/

HUREHRHET D & RHAREEOK 7% LHEESND P OMNEAT—4#).[9.6 &
]

g2kt

BB L
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et ERLDIEEF) Y LIEH

. BERBRETDER
REIH TR

. ERRRLEDER

2. 25 (ROBHRICEIBRELGNIE)
AN DR L BUE DBEERE O & 2 /B

. WEEXRIIHRICERET HFE L TDERA
(V. IBRICEET2HE 2. e UIZRICEET 1R 2287562 &,

. RERUVREICEEY 2IE L ETDHER
V. IBRICET 2HA 4 EMOHEICEES TR 220725 2L,

. BEEGERMIE L ETOER

8. EELERNIEE

(ZheEHE)

8. 1 AKIDEHIZ LV D FE W, MR, ERIHAENH L oiL, BENEFHIZE S 72
HdDHOT, ARG HOEEITIL, BEIEOEEEE R 1 O O BEICHE
FHIERWEITEET L2 L, [11.1. 1 ]

8. 2 KA O e G- IRIC L 0 | AR, O, SR, TR, R OSITHE S O
IR o o b 2 ENH LD T, HHEEZFILTLGAICIE, e 1
BRI EDT THRAICEET 22 &, [7.1 2]

8. 3 ARHKIDEHZ L W IKERINE KT Z L2035 50T, IBICEE L, B OMpEs
b OO EIL, BFRE, EEEE OB RANELZITS 2 &, FFT, &S
BEOHM, 25 WIFEMRGICHEVAE-MARDO LMD Z E08H 520, T
AR E R 2 i35 Z &

8 AARMDOTBEIZ LY | 558, BRET . FH, BREOIREEDA U S ATRetEN H
HDT, BERIC, IREFEIZOWTHZ AT I HEERE L, REPIRBDOLNTHE
W T 2 L& 2179 2 &, [15.2.2 B

(HEEEEER)

8. 5 ARANT L 2 PR b F M ORI R KR IE TR R S RHEFE TH D Z L b,
VR DR & 72 DR OZW R OB 2 0 TITOD AR ZBR e 5 L2
B
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6. RENEREHISBHICHT IR
(1) BHE - BEEZFOHLEE

(2)

9.1 66t - MEBRZEDHLEE

G1TEEDS - MELFENESE
DIEREEEZ T 2 BREICBNT, ) SMIELRENHHbNE 2 ENb 5,
[11. 1.2 BHR]

0.1 2MEZENERENAHLEE
[11. 1.5 BM]

I 1. IEMKEFEDERMDHZBEXIBREEOHLEBE. RHESOHIESE
KAFDOIMER 2D EBlEE L, HEICERGT5 2 8, [15.1.2 /]

BEHEEEERE

9.2 BEHEEIEERE
VT F= VT T AEESE L L TAKIOREE KR OHRERE ARG 5
b, AENTEE UTREEDIRPICHE SN S 720, MERRENEL 20
BITERDR BB LT K R BENDRH D, [7.2, 9.8.1, 16.6.2 =]

Q) FRelEEEE

RESH TR

(4) £JEREERY F

BRE ST

OR:3

9.5 417
KL SRR LT U5 FTRENE O 8 5 AbRIC IS, W9 LA A DS btk & Il 5
LI SNBBHAIC DM TTH T L, BERT, WL (SKE, RS
WORER LR, HHRER, HIGRIES) . HER~OBE(KRIET, £FERD
IR, BSOS OIS T, BERIE, ERREICAT B W) IR S TL
Z) 52)o

(6) ZELim

9.6 Z3LIF
AFB G RIS EL 2 8, AfFllTe NP ~OBITRRD BTN
% % [16.6.4 0]

(M MR

9.7 INRZF
NSRS G E LT AR OB 224 & U7 R AR BR 1T 580 L TV,
YT v b CIEIARIED BN & < . F KRR & (600mg/ H) & R OIREEIC R
W HRARRESR (B S EE TER O & L D) KR~ D2 (—mtE oK EH
HINENHD N STV D, o, KERKRHED 2 (528 2 2@ CRREIEE

TSEOEDIR T2, #9 5 5 DOREE CRIFRIEHDIER 3 Sh T2 Y,
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(8) =tnE

7.

9.8 SELE

9.8 17 VL7 F=2 27 VT 7 AMEESEBICEERE, BEHREZRE T2 L, HE
WZETHZ L, BERENMET LTS Z ENZL, [7.2, 9.2, 16.6.2 ]

9.8.20F\, IR, FIRHRFICIVEE LENMELEZ LR d 5, [11.1.1

Z ]

HEEHA

(1) GtRERELZDER

BRIE STV

(2) BtREE L TDER

8.

10. 26t AR (BRICSEET S &)

7 v 32—/ (FRH)

MR 2 B3 &
Do

A% FERIRAEAR - HEIETT1A B&FE - fEpRIN T
HH A AR S I 751 FR 2, BHED 2 BT | B
FEAA FRERA | L OWEDRDH D,
FHva Ry o HIAE RE R T M OVHELROE ) | AR 22 ERIC L %
(= AV FERERETE (2% L TAHID

EE. 5 [Ca DR
HKHE)

OPFRIZ X 0 KRR IE
FRIET DV A NEEDHE
TN DDLH, o, FTV
U ¥ R AN TR I N X
IR g & Z L,
DR AN FEIE XL EAL T 5
ZENBDHTD, AELPE
AT 28I TEEICRE
T5HZ &,

PRI % 8] % | L VI & o0 B A3 & | B
I (7 2 AT v | TS RAE R LT
BRERMFRS) | D BE T, WA
WL L SEOMIES LX) &
RIETAHVRINEEDE
BB B,
MRS 5 % 82 = |7/ U 0 RIEA & A | HerF A

BlEA

WORWERD S oD Z EBHDHDT, BBz T531ATV, RENED bNIGE
(Z3F G2 T 1T 57 EEO R EE T Z &,
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(1) EXGEMEREDHAEIR

1. 1.

1. 1.

11.1.4
1. 1.

1. 1.

11.1.

11.1.8
11.1.9

1.1 EXGEIEA
T 1T &HFEL20%LLE) . REE (20%24 ) . FEHX (0. 3%AT)

HEW, IR, BEIEERH S o, BE LEITEICE T L ORERDH D,
(8.1, 9.8.2 &M]

A2 (0. 3%ATw) « AtiZK B (BEE A<B)

ODAREDY 27 030 % BE T, B2 o141, BENRO bGE
I3 Z L L, #ERREEITY 2 &, [9.1.1 B8]

TR R ARAE (B R BH)

PgE ., B, CK B R RT I AT r ey ERERD L b=
AT, BHEERIE L, MU RAEEITO 2 &, Fio. BRRAEIC LD
AHEREEOREICEET S &,

BARE (0. 1%A0)

I & FAE (AR

MV ORBUEN & Db b Z L35, [9.1.2 B3]

1K M 4 (0. 3%A3i5)

WS, R, miF, IRk, EEREEE S OMRIPHER D & b b i 5E1
G AL, #MORAEEZITI L,
i B 14 i ¢ (B S BA)

MR, REL A, FEEVEORERIEIR A H B L, BESED DG E
MO X AR, M CT oA L FEhid 25 2 &, MEMEMRS b TY;
ATIEE S E IR L, FIRERERVECRIOEELSEDEY) B AT 2
L

avy BERR) ., THI747F2— (0. 1%A7H)

R FE¥RIRARAE 1% £ (Stevens—Johnson fEI&EE) (B ARB) . SRAIBE (BHE R~
)

1. 110 BUERT ¢ OFAERD) . FRASAEREE 0. 4%)

BIERFZS, AST, ALT EHZEZMES FERENH O DOND Z L 3H 5,

(2) zDHDEER

11.2 ZD i DEIVERA
1%L k= %;i%; 0. 3%ATili BB
[IIRGYNAON I ERIME, B | MR E
U N REE [ ER A E
R LY BACAIR, BRATT | & fpE
SRR i, E R E
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11.2 Z DAt DEI1EA

. 0.3%LL E .
1%L 0. 3% HEENE
%A - N N
N SEEL. JRMAK. | 0o, WhAEX | BEAE, B
ST BER | O S KB | AT R L,
ARl RS- AR ¢ Nl
s W, R, V| HE. Ve R—
E R, BEIR | FodE, <=
b, HAERE | 2 %(E. B
g
FEME D E RN, BN | . RakEE, | Sk, W
W BESE. T | REMER, W | S A/ n—X R, |, BTREE
ks EE) | IR, HEEERE | RO, YR
LY b, (R, $ | Rk U— . K AES)
T T R W IREE R | ST, R
# VN, AESE L, TR
B B,
SRR ROKAE
G AR
T, A, | IR B | AR AR | ARG
WAKT ifi M. B, BRESE | BhImA. TR
R s % FEREN. O | O, &
. RHEL IR | SO B &
fe. BRI %
RO ElEEME D N | H s BT
Kb
i % EEE T o | AR
v o AR, TRVE
i s IR . R
Wk D3R MRS
i
ELE, K fLE
Jots e g a] N N
M 5855 1ECY
T IRTE ] f SIREESS | WK, | SR S
o WONE L B, | WM
K Ot e 55 B
L2870
(RS, B, | BRI ER | RS, H s | k. W
WhkEE | FAL. M. | B S, WA | wmvEEE . | E
M- BN, (% | 2. EHERE
B & R O JE5 ZOFEIE, BB, | ZIHIE. BT, 5| %
R TRk IRATE AR, | BRI, B
et o 7 AT, B | . R, B
o 55, BERNERR. DO | S, 5 TR
R Rl . A
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10.

11.

11.2 Z DAt DEI1EA

. 0. 3%2L E .
1%L J: 0. 3%y H 5
%L - AT HE E AS B
BN JRIES . HEPR IR #E | JRBA Z IR
PR P
HLER. BHER | FHEEE, M
PN ML B GBE A A
S 1. 2. A LEE 4%%Tf;ﬁ
o i Ak, HEH
HEEE

W, H R
iE, FLENER
IR, QY. | EEDAE. AR, | FEEN I, SR | Mk

EHEERD |G R, | REE, SRR, £%$U@£f %E &
FhGRpTRRE | TR 8| s

TV A
BE hm kO | BEE - iR
ALiE A DHE
PREHN A CK #9n, ALT | AREEJD, iR | s U o A
HEhN, AST ¥8h0. | BeHE 0 T
IR IR mh7 37—+
s, s vy
T = HENN

. BRRERRICRETZE

DR L

BERE

13. BEHRE
13.1 EIK
15g £ TOBEHRGHINHE SN TEY, BEESRHCA DN B AERIT
TEENRE S, R, $5ELIREE, M5 o, Wl BHEZORE, KERIETH D,
13.2 g
AENIMIEBEITIC L VBRESND Z 2N, BHLTHDEROREIS T T
MEENT O EMEZBEST 52 &, [16.6.3 ZH]

BRALOIE

14 FRLEDFE
14.1 EXRMAFOEE
14.1.1 PTP @EEDOIEANLPTP > — b BHY L CIRAT 2 X H &5 5 Z &, PTP
= FOFRIZ LY | OGN EEREA~FIA L, BICIEEALEB D
L THERRRR FEDOEEREGIELZ R T2 Z L3 H 5,
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14, ERELDIE
14.1 RAIZAEDIE
14.1. 2 AFNTFH O EIZOX THERZ1RE S 5 & AT o720, K LTIRM A
BBThD, /2. KTIRHTLHZLHTE S,

12. ZDOHOEE

M

(2)

BRERfE A ICE D < 1F#R

15 1ERERERAICE D < &R

15. 1.1 Yot CTHHE S VAR 2 G OTICTANAIEITITIT 5, TAn, Kb
PREBEZRIG L Lz 199 O 7 7 2 AR REERRBOMEHERIcB VT, A%
DEMEOCABREXOBEIO Y 27D, FLCAPAEKDIRHEETT 7 R EE L
bl TR 2 15 < (BT C A ASEIRMEE £ 0.43%, 77 &AL : 0.24%) . L
TADAEOIRHABETIE, 77 8RB LR T1000 AH72Y 1.9 ABWEFE
BN (95%EHEXM : 0.6-3.9), £72. TADAREDOT 7 7 V—T7TiX,
7TV RBELHAR1000 AT 2.4 ABWERHASATVDEY
TE) AFNLMEA T C A A E L TKRBIN TN DR, AIICBT 2 AH Ok - %h5E

1E TRRBEE MR, AR SRR 5 ) Th b,

15. 1. 2 SEWEL I BEE T~ 2 S RAREAL OTEMEAERIZ A STV AREIZ # 5.

SN BFE TIRFOEFINTHIRZ ICH]E SN TWD, [9.1.3 ]

FEERIREAERICE D < fE#R

15. 2 JEERERERERICE D < 1%k

15.2. 1 2 R D~ 7 AR AJFIHERBRICB W T, KR AR TOVHY e NMEERED 6
UL EOBRBRICHY T 52 AKOEHIC LY . HEERENCnE REOSRE
SRPEIN L 72 & DHENRDH D 2,

15.2.2 24E/M DT v S AJEMERBRICEB VT, IKEEREHAE TOYEH e MREEED S
ELL EOBRBERICHY T HAREOELEICE Y, T e/ 7 > M@ R
D HNDLHEEZERFORBERNSEM LI L ORERH D P, £/-, 7 b2 H
W R AT BRI B W T UKER IR T O MC-T7 L TR Y SR EURBE DTE 1
ML NEE A EDIHIRIZ IR TH 72258, 7 b 13 KON 52 BfHX
5w MR CIIKRIRICR T 2 BITRD b o7, IRICEET 28|
TERHORBLFEILT 7 v REEL D &<, MRREEEER 2 x4 & Lz 13~16 1
#5077 AR xR (3 BBRIFE) O 77 B AREETIL 3. 83t L, AH
B (150~600mg/ H) T 10. 6%, = 55808k (3 FRERDFS) TIL 10. 2%, HRHERD TR
JEZ 55 & Lz 16 B G- 0 7 A5t ERER O 7 F 2 R BT 2. 8%t
L. AAIHE (300~450mg/ H) T 9. 2%, RHIHGHERTIZ9. % Th o7z, [8.4
2]
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15. 2FERRERERER ICE D < 1F%R
15.2.3 [T » N OSZIERE KR OWIHIIRI A2 BT A3 BRI B W T, RERHAETO
e MEREEED 28 5Ll EOBRFTREIZHY T HAREKOEEIZ LD R
DIFEREFENHEIN LT & OHENRH D 2,
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X. JEERIREAERICBEI HTHE

1. FEEHER
(1) EhIEAER

( TVL SRR RE4 2 HHE | ZH)

(2) REMFERBR
PR L
(3) ZDHOEBHER
AR L

2. HHEHER
(1) ERRSEEHER
BREERR L
(2) REHRGEMAER
REERR L
Q) Ei=EtEER
EERR L
4) BNARMEEER
REERR L
(0) EEFRAFMHR
REERRL
(6) BATRIIEHER
REERR L
() Ztn%rstE
REERRL
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EHEMEIEICEHY 51ER

. RS

el #l

FLHNY 20D BE 26mg [A— T

T LAY 0D BE Thmg [A—/NT
F LAY 20D §E 150mg [A—F |

) EE =0T ZE
VAN Y

A2y

. ARHME

34

. BRERETOE

SEIRRAT

. BV EDEE
RESH TN

BERITEM
- BERMERLTA R AHY
<FvoLEY AV

- BAEMEEZE 2L

Il

|
s

yES

.

P

:I
w|-

61\
A
e

T =

T2 Hit

EREEEAE
20044 7 A 6 H

BEA=RRANA

2 VU B 7L 25mg, T5mg, 150mg.
S INRY U RUVERE =LA Z v AXT LT UEERE
U U =T U AV ARG ARNE Bl S A

LS T
VA dr=g ST
LUYSE 78 it
WX ERT 2 &

U U % 0D $ 25mg, 75mg, 150mg

74:1_1:’3’\’*12

150mg A —/ 7 |

. BERFGERZBEARVARES, EMEZENFEFEAE, REFBERR
- B AR FE AR s SHRAM FLAE L B 72 B 4G
e R A ARG R A R A

TYARY /(?Pf',}g" 2020 /£ 8 H 17 H |30200AMX00832000 |2020 4 12 A 11 H|2020 4 12 A 11 A
25mg [ —/~7F |

TYARY /(?Pf',}g" 2020 /£ 8 H 17 H |30200AMX00833000 |2020 4 12 A 11 H|20204E 12 A 11 A
75mg [F—/~F |

VA8 Y 0D G 2020 4 8 H 17 H |30200AMX00834000 |2020 4 12 A 11 H|2020 4 12 A 11 A
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10.

11.

12.

13.

M L

BEEHE BIIEBERLREABRRUVZTORAR

BEARR/NA

BEEHM
LA

. MERIEMEEM, RERVAEZEEMEOSABRUZORE

BEIRHIRICEE T 5 1FHR
AANZEATBREOED L THRIEHENIC LRPERIT O TWHEIES ] ITF4Y
L72uy,

£EI—F

B A 20 fEh A0 R > ° . = AL
W ERE = — R AT ha— R

U HRY 20D $E 26mg (A — T | 128221402 1190017F1118 622822101

T LA XY 20D S8 Tomg [ A —/~T | 128222102 1190017F2114 622822201

U HNY 20D $E 160mg T4 —/~T ] | 128223802 1190017F3110 622822301

14, {RER#aHT LDEE
AANIRRZIFE EOBRRBEELLTH D,
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XTI.

1.

3k

5| AR

1) RS TS NERE  I# e SR (0D §8 25mg) (2019 4)

2)  RJFHES LA +ENERE - 0 SR (0D §E 75mg) (2019 4F)

3) R MRS AEERE - InE K ER (0D §E 150mg) (2019 4F)

4)  ORJFHES TRt AENERE - w7 AR (0D BE 25mg) (2019 4F)

5) RJFFEM LMt AEERE - w7 I U5k (0D §E 75mg) (2019 4F)

6) RIFHES THEMRASM FENEERE - WSS (0D $E 150mg) (2019 4F)

7)) RIS TR AENER : & WOk 7R (0D 5E 25mg) (2021 4F)

8) RIFHEA TIHMRASH &R« & WOk 758k (0D §€ 75mg) (2021 47)

9) KRIFERS T3S NER : B IR 1FBk (0D $2 150mg) (2021 4F)

10) RIFSES TS AENERE - R (BE 25mg) (2018 47)

1) RIFSHE S TERASHE ANER R (FE T5mg) (2018 4F)

12)  RJFSHE G TEMRASE AENER R (BE 150mg) (2018 4)

13) /ANJIEIESIE 2 : BASNA 7 U = 7 %8565 2010 ; 17(2) : 141-152

14) = PN I AE R AE R BR (R IR B s 8 08) (U U 2 7L : 2010 4F 4 H
16 H7KFE . WEEERHMEEL 2.7.6.29)

15) =] PN 55 T RR A9 A 3 B OB R 93 ME R A R R IS AE S B (VY B 7k
Jbo: 2010 4F 10 A 27 H&RGR., HEEERMER 2.7.3.3, 2.7.6.1)

16) EANEMABRFERBR GRIEFHRIE) (VY B 7B 20124 6 A 22 B K
. HMEEEREE 2.7.3.3, 2.7.6. (2))

17) EWNE#E SRR EREBS SR (VY 27 &1 20104 4 H 16
HAGR, W@ ® 2.7.3.5, 2.7.6.37)

18) EWEMEGHRBE (FERPERBHERETICHEIER (V) TE
Jbo0 2010 4F 10 A 27 H7KGE, WEEERMEEE 2.7.3.5, 2.7.6.24)

19) EWNE WM& GRB GRIERWIE) (VU 7R :20124 6 H 22 HIER,
HesE RS 2.7.3.5, 2.7.6. (2))

20) ENEMEGRR CGFHMBEGRER., MAah®BEE. 2R MEE IS
HYEIE) (VU B H 7 :20134E 2 H 28 A/kER A ERHEBE 2. 7. 3.5,
2.7.6.(2))

21) [EBS S 28 IAH BBk (P BEHEE %) (VU U B 7' 2 2013 4 2 A 28
HAGR, WG 2.7.3.3, 2.7.6. (2))

22) NEENHEOHENMHE T 7 AR5 EER CERBEBZBER) (VY oD
7 :20104E 4 16 ARG RGEE R 2L 2.7.3.3,2.7.6.30,2.7.6.31,
2.7.6.32)

23) SME G AE B RS B (a2 s ) (U U B 7' v 2010 4

4 F 16 HAGR, WMiEEEHMEE 2. 7. 6. 34)
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24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)

38)

39)
40)

41)

42)

43)

44)

45)

46)

47)

48)

49)
50)

ShEE W G RER (BIREE %MW (VY B 7L 20104 4 A 16

HAR, HaEgEBE®E 2.7.3.5, 2.7.6.35, 2.7.6.36)

BRIR B A I ME DML (U U A 7' 2010 4F 4 H 16 A /KR, HFEER

BESL 2.7.3.1)

Bauer CS, et al. : J Neurosci. 2009 ; 29(13) : 4076-4088

Fink K, et al. : Neuropharmacology. 2002 ; 42(2) : 229-236

Maneuf YP, et al. : Pain. 2001 ; 93(2) : 191-196

Tanabe M, et al. : J Neurosci Res. 2008 ; 86(15) : 3258-3264

Bee LA, et al. : Pain. 2008 ; 140(1) : 209-223

Field MJ, et al. : Pain. 1999 ; 83(2) : 303-311

Field MJ, et al. : Pain. 1999 ; 80(1-2) : 391-398

Tanabe M, et al. : Eur J Pharmacol. 2009 ; 609(1-3) : 65-68

B EHRRERET VICH T HIEDNIEARBR (VY B TR 2012

6 H 22 HAGE., PiEERE 2.6.2.2)

Field MJ, et al. : Br J Pharmacol. 1997 ; 121(8) : 1513-1522

Field MJ, et al. : J Pharmacol Exp Ther. 1997 ; 282(3) : 1242-1246

fERERANICB T A ERE (HEEE) (VU7 &L 20104 4 A 16

HA&GR., HEERMEE 2.7.2.2)

fERERR NI T D FEMERE (KERE) (VU A7k 20104 4 A 16

HA&RE., W& RHBieE 2.7, 2. 2)

FINEFIED - B LA, 2020 ; 69(11) @ 1314-1350

BEOEE (VY AL 2010 F 4 H 16 HAR, HEEEEE

2.7.1.2)

MBI D2RBEOEE(Y VI 7EIL 20104 4 H 16 A KR, HiE

BRI 2.7.6.3)

WKHENREICBE T A2 MM AEMER (VU B 7EL:20104 4 H 16 H KR,

s BRI EE 2.7, 2. 3)

TN F o OEYMEAEAER (VY I H 71201044 A 16 H KGR

REEE R EE 2.7, 2. 2)

BROBITEE OEWHAEER (VY B 72010 4 4 H 16 H AR,

s RMEE 2. 7. 2.2, BARSEE)

0T EBNRAEDOHEMHEEMR ()Y B 7L 20104 4 A 16 H KGR
s ERIEE 2.7.2.2, BAREE)

Fxra R EOERWHEAEIER (DY B 7201044 H 16 H KGR,

HEs GRS 2.7.2.2, BAEBRETE)

X )= DEWHAEEM (VY D7 2010 4 4 A 16 H KGR,

SRS 2.7. 2.2, BAEREE)

Brodie MJ, et al. : Epilepsia. 2005 ; 46(9) : 1407-1413

RIFHE S TR S ANE R AW 70 [F % 2ERER (0D BE 25mg) (2018 4F)

RIFHE S TR S #NERE: 270 [ a0k (0D £E 75mg) (2018 4)
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51) RIFHIL T3St AEPNEEL - AW [RS4SR (0D $E 150mg) (2018

)
52) EFEREAEMERBR (VU U BB T 2010 4E 4 B 16 H &R, H G B
% 2.6.6.6)

53) Peter A Lockwood et al : J Hum Lact. 2016 Aug 1 ; 32(3) : NP1-NPS.

54) Kt MEAE R B B O S B RE K MR (Y U B B 7RV 2 2010 4E 4 H
16 H7KFR, W& B EE 2.7.2.2)

55) IMAEE AFES (U U B 72010 4F 4 H 16 HKR., HEERHEE

2.7.2.2)
56) fLEfds L OWEH (U U 7R 02010 4F 4 A 16 H KR, 5% B2
2.7.6.1)

57) t b cytochrome P450 ({Zxf 3 B EFEMEM (U U H A7 & 2010 4F 4 A
16 /&Y, HEEERMEL 2.7.2.2)

58) EEE T BT HEYERE (Y U A H SR 2010 4E 4 H 16 H AR, HiH
ERMEEE 2.7.2.2)

59) B EFRET K OMIRETNEETICB T 2EMERE() VDD TR
2010 4F 4 H 16 H &8, &R 2.7.2. 2)

60) BEFEERE . WO B AR R B L OB R MR AR AR R I O B R
EAETLOBRERORMESRIELREICB T 2 EMHEDIHER(I Y D H T
BV 02010 4 10 A 27 AKEE . WEEERMEEEE 2.7.2.3, 20124 6 H 22
H&RGR., HEE R 2.7.2.3)

61) Sh&EEBMEZH N BmERR () U DD 7020104 4 A 16 AKGE, H
FEEEHEEEE 2.6.6.6)

62) NAJFEMEREBR (VU B A SR 2010 4F 4 A 16 A&, HiEEEHE
2.6.6.5)

63) RIFIES THEMRASH  HNE B g D% E SR (0D §E 25mg) (2019 4F)

64) RIFHES TS #NE R P 022 EPERER (0D SE 75mg) (2019 4F)

65) RIFHES TSt HNER Btz D2 E M ER (0D $E 150mg) (2019
)

66) RIFHES TEMRASH #NERE - B R (0D FE 25mg) (2018 4F)

67) KIFHES TSI NERE : B @B (0D & 75mg) (2018 4F)

68) AJFHESh T3St &R - R @R (0D £ 150mg) (2018 47)

2. TOHMDSEXE
HER e L
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(2023 4£ 9 A B 5)

2. BB SBRKXIEER
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X1II.

o]

. BRA - REXZIEICIEL CERKHIBRZTSI12H-> TDSEER

AREOEHRIZET AR  REIITARZZT CORWREIZET 2 EWRAE £ 5,
RETESEPNHEL L T ARVARLEEN TR, b ETHRBEIN TV DR
ETHEONEEREZEEL LTIRRL TV D, EREEENEREN Zhard s BT
DBEFERTHY . MITEOAEEZFTEHDTIER,

(PORARIL TP 3R O B IR RN BT 2 A R T A BT 5 Qe
[ZDOWT(ZED 3) | SR 9 H 6 AFHEADEEESR « AL RS - FER
KRR

(1) Hy0~

I OW T, RS T CHRAF L., ZEMERBR (MR, MERER. AR,

') Z{To7,

1) FUAHNY 20D BE 25mg, Thmg [A4—/ T | 63.60
B S TS

25°C. 60%RH. 3 #» A GEE: - BH%) 2 TEAR L.

KBRS B 120 J5 1x » hr (25°C, 60%RH) (B | &2 T2k L,

2) L HANY 20D EE 150mg [A— T | 6
B S S

RV N (BRI . & O Z
b7 L,

AR & 120 U7 1x « hr (25°C, 60%RH) (BAf%) | &2 T4 k72 L,

25°C. 60%RH. 3 #» A GEE: - BH%)

2) R - BAMRUBRERETF 1 —J 0Bl ©~%

ARk

(R B R

T A AN =D R N UERERY . T4 AN —PIZEE 1 SER AT
A RNCERL, T 4 AN —I28) 55 COIRG; 20ml 2] VEY | fFiko&Es L
THMBERES 5,5 RICT 4 AN —%FT 90 & 15 {HERHE L | plE-
IR OIRIEZBELT D, b DRICHE L WA, S 6125 ofiiE%., RO
TEZAT 9, 10 ZpfiE LT BB L e WG, SEflza—7 ¢ > JikE L C
MB, T 4 AR —NIZ ANV CRIBEDOEAIEZATUV HEE- B OB Z BT 5,
GEE PR )

AR RER T DNl E . T 4 ARV, BREF 2—T7 D
HEAGL D 2~3mL/BPOMHETHEAT D, Fa—71 Iy REOBFEZHEL, K
WHFF AR D 3 770D 2 Z /KT L, s (AR &2 30em DEm Sty L, Fa
— 7 (A X ;8 7L F) DimmEtt 2 BlET 5,

BB, 8 Ly FOFa—TEERBLEWVEARIEL. 18 7L TFOF a—T 2 HWN
ClRRIC @B Z Bl52T 5,
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F LAY > 0D BE 25mg, 7T5mg. 150mg [A— T |

Wk AR BB e
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~ BT, ek |1 HERGENE O X X
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AL DO 3 g m O X X
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5 EFESSAEERE O X X
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SCEAEHFIAIC
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O it X IRMAARE A fHx OEEMIZE VBT SD
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