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SRHGEE IR MLEFIN A R T A >, WP a—F - 4T - TT 7T 4 AHOKIKE —EREZIT IS5 E2EH R0, K
TEIEHRIEMIEEN T A KT A > Tld, RAGRIESCARBN O HIEEICET 2 EMigfic oW\ T, REEMENEREES
NHEDRDIIGCTITI ZLIFELLXZRNEESNTEBY, MRE~DA VX E2—H LOXHEGAAZR Kic X
D, FIHEB OBRIFONEBEEZEREIELRETHLDOTHAZ LA L TR IT R 6720, JERNENSES
NAOTEROBFLHNRILEZ MR L, £ ORBIMEA Rk ERIIGICET 2 EFEH 2R3 2 2 & IX3EAIR O A%
Thy, FERHLTHEEERZTICMES L2 HDOIZ L TR0,



=P

BEICETAER. . ... 1
1 BRI DR 1
2. B DOIERESFEIERE 1
3. BIFLORGRIZEEOEE 2
4.%Eﬁm CEHLU TR &R ... 2
5. RS OYE « H EoORIRERE ... 2
6. mew% ............................. 2

0. &FICETRER...................... 3
T BRIBA e 3
2 R 3
3.%fo oM 3
4. HFREOSFE 3
5. b4 (W4 UIARE ... 3
6. BEHA, Bl&4, BKE, & s .......... 3

M BEMRSICETHER. ... 4

CWEMEERROMEE 4
2 ANy DAFESAE I LEEMY. . .4
3. BRI OTeRRRBRIE. & .......... 4

V. ®FNCBETHER. ... ... 5
1. BTG 5
2. BURIOMAL .. 5
3. WHEROMEE OEE ..o 5
A T 5
5.@%?5ﬂ%@@%5%%% ............ 5
6. HHOEFEEMTIC HLEME L. 6
7-ﬁ%&&0%%%@ﬁmﬁ .............. 7
8. fthAl L O EEN WEY LFIZE) ... 7
9. IAHME 7
10, e« A0 . 7
11, B S EMEE ... 7
12 FOM/L ..o 7
V. BEICETHIER. ... 8
1. RESIB 8
2. PEEXIIZNRICBEET 2R 8
3. AELROHE 8
4. MEEOHEICEETLFRE ... .. 8
5. BREREGRE ... 8

VI. EZhEFEIBICEI9AIER. ... ... 10

1. FEEEICBE S LA UL EWERE . 10

2 BEHRMEF 10

VI. EYEeeIcBEdAER............... .. 16
1. MHPEBEOHER .. 16
2. HWPHEEGGHI ST A—H 17
3. FHEM (Kol —sa)) fighr ....... 17
A WRIT 17
I v T 20
6. ARE 21
THEME 22
8. FIUVAR—X B9 215W] ......... 23

9. BIMMEICKDBREE . ... 23
10. BEDEREHTHIEE............... 23
11 FOf .. 23
VI. &2 (FRLEOZFESE) (CEHT 51EH . 24
1. BERNEEZOEB .. 24
2. BORNELZOME ... 24
3. ZMRENXIIFN RIS AR & OBH . 24
4. HIEROHEICEET L EE EZOEH | 24
5. EHEAEAREEETOHESE ... .. 24
6. FFEOERAEATHEEICHTIEE ... 25
T.MEMER 25
8. BIEM . 26
9. MEMERBICKIETEE . ... 28
10, WERE . 28
11, WA EOEE ..o 29
12. TOMOEE ... . 29
X. JEERPRHERICBE9 B ........... .. .. 30
1. BEPRERBR ... 30
2. BMEERER 30
X. EEMNBHEICEATSER............... 33
1. BRIy 33
2.?ﬁ@$ﬁﬁ ............................. 33
3. AIHREETORTE ... 33
4.ﬁme@&E ........................ 33
5. BERITEM .. 33
6. B —A4y R ... 33
7. EBSHAEERAH 33

8. HEHFEAGAEA B R OEGRE B, HAnHE
HEINEAE A B, IRGERRMGEEARH ... ... 33

9. ZREIIFEEM, AELOHEZ BN
HEOEARBLRDPZEONRE oo 34

10. FREAARE R, PR RAREH B L OE
DPIEE o oo 34

I, BN ... 34
12, FEHIRHIRICBE T o ...l 34
13, BREI— R 34
14, RBRIEAT EOEE 34
XTI, 3XHR. . 35
1. BIUHSTER ..o 35
2. TOMDOBEETER .. ... 35
XIO. BEBER. ... . 36
1. ERHAETORITERD ... 36
2. WA AR .. 38
XI. B&. ... . 40

1. A - RBEERITEE U CRRR I 21T 5 12
B> TOBEERFH ... o 40

2. TOMOBEER ... 40



B%EE
2L BRI AR I3V TR 5.)



I

1.
(1) B—F Ae/%y FXRI120mghH % D% &

. WIEICEHT SHIEH
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DORBEERE L, BHEREE TH D RE] COIREZBEIEL72D, KPE22% A7 51 H 1ETO
T—7Hl [£—F Ae7 —720mg] *VEO [F—F Re7 —7L40mg) *DEPFE L, FRT7HE L OER44EIC
N BRLER AR A BUS LT,
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OHMfi) w3 FIZH I+ 5HEEH RO ER
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falpttz ERIDGAEICOAGHATHZ L, (2.4, 8.1, 9.8, 11.1.3, 11.1.45H]

3. BERURAE
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1 H 1 EEHICAET T2,

) HZERUVAEDRTERE - Bl
RN BEE G L L2 —T Ae/Xy 7 XR120mg & E— T A7 — 7 L40mg O EW)FH [R5 % 12 6
SEENREFHEBRIC L VR L7245 R, ©— T Re/Vy 7 XR120mg & E— T A7 — 7 L40mg (X 4EW)FH)
WRETHDZ EPMFESNTZ, UELD, T—TF X7 —7 L40mg & R—DOHE - HEEZHKE LT,

4. AFERVAZICEET 5FE
RE I LTV
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M LR

(2) B PREE A ER
AR L
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AR L

(4) HREE A ER
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<BE>E—T Re7 —7 20mg DT —H
offRE. ZSTUVERAENIE. JFRASEE PRI, M - AR, REEIEA . LREE BEER. PR, AMER O
H@HE . %ﬁiéﬂ,&‘),lo,l1,12,13,14,15,16,17,18)
[ENIE~ 231 iz THAGE 1,206 BlIZOWTE S N7z 1 b7 b7 a7 =2 20mg &6 7 — 7 Al
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. fi A B SR % (EBIER EFIEK)
(1R &) AR GELL AL b
L i 2K X 1A | 63.0% (155/246) | 89.8% (221/246)
LT B E 68.0% (155/228) | 93.4% (213/228)
JA A JE P 5 61.1% (116/190) | 86.3% (164/190)
JE - R % 1B X1l | 69.4% ( 25/ 36) | 83.3% ( 30/ 36)
e J& D 75.0% ( 9/ 12) [100.0% ( 12/ 12)
s RRE 72.1% ( 31/ 43) | 88.4% ( 38/ 43)
15 PR 90.7% (136/150) | 97.3% (146/150)
— 1~ 24 X 1[H]
S5 % DIERR - TR 83.3% ( 35/ 42) | 97.6% ( 41/ 42)
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ofiffi U v~ F19
E A 80 izt T 676 IR Y U~ FBEELKRIZT bR 7 2 20mg BA7T—7HE 1A 1
[\, 1081 FcZ 2 BRIAEAT L7z & & O TR 2RI R E 77 R T v 2 b
EERRBRIC L VRE LIRS, BFIC L 2% VAS 1) HAkE CEYEAEERZ) X777
TR (33845) 25.453+31.191%. 7 b 7117 = 2 20mg & AT —7#Hl (338 4) 31.198+30.256% T
HY ., WEERICABEENRD LN GHGEDOZR t BE : p=0.0153), 7235, FBIE COEME
IIRGEES MR, MO BERIZB 1T B EEIEIIHEER SN TV,
) 100mm O A 47— /L& W E & Z i+ 2157 v 7 A —/L (Visual Analogue Scale) DM,

2 REMHER
TR L

(5) BH - MR
M LR

(6) ;AEAE
1) FERARERE (—RERARERE. FEEARERE. FRARELERE). 2ERTERT—2~—
RFE. BERFTRERAZBONE
MY ER e L

2) EABEFHELTERFPEOHNBRRIIERELLAE - HBROME
FA L

() ZFnih
M E R L



VI. EEIEICEHT SIEE

1. EEZPHNICEESHHILEMXRITILEYE
FEAT v A FIHESEIRIERA] (NSAIDs)
AV RARY Y AT TFa Ty, ISR Ty VradeF I F RN AR Y

2. EIEER

() fERERML - 1ERKE
AANZ, AEAHRALTRFTEIC AR 2 %8485 %,
rFhTa 72 OERBEFIEL. TaRAX 7T 0 OASRIEWER ., EERMETTERHIER . A
IMERE LA 72 L0338 2 5T 52,

(2) EMERAT 1T B HBRBAE

1. S8 VE
OaMERIEETT IV
T v b — A NRIE RIS E T ATk D SR VR 2D
R 7y b (=% 10) AHBUERICIA %2 7 BT U, AR L%, £ ORI 20%1 —
A MR 0.1mL & 2 NS L7e, ER% 3 RFE B 04 1 B m BfiE 2 e L7z,
REAFE R © B — T RV 7 XR120mg 1T, B GRECK L CEREEEZ AR A S, E—F R

o7 —7 L40mg & [FFRREE DRI 2= L7z,

MAHUAI & H IR T lemx2em (ST L CREA LT,

O7 /MM —AMRERERETINVICHTIMBEIER (FVH)

(mmHg)
50

= B

Fif+HRER

*%k

10

B s E-5Z3/NW7XR  E=FZ:T-7L
120mg 40mg

#% : p<0.01 vs. BRI GRS
(Dunnett typeZ 5 IR E)
S+ R
B . T—EBIC LD REDH

10



QOEMRIEETT L
LERR L

<BE>FE—T AgT7 — 7 20mgll BT B FELE
BFY .
AR

AR A

X7 —7Al

T = U PRIE IR T T MR D S AR 2O

F v b (n=%T7~8) H%RBICEA A3 L, EHIRER, TORBEE FI210%7
AV UN% T T = IREHROAmMLZ ST U, 4RI IS RE & O & B 2 | E L7z,
E—T A7 — 7 20mglt (FEHERLF]) (IMAERRICH L CHERERIEN 275 Lz,

3emx3em, 7 b 7 = 2 0.3%A4A] : 3emx4em

OHFA Y AT RERERETNVICHT ZHBIEM (FVH)

BEHR R

(8)
m_

s

##
*%

mAE -5, 77  RERF sh7Oozzv
B 0.3%PRs {1 #]

#:p<0.01 vs. B—T Re7T — 7 HAl
*k p<0.01 vs. MEALE

(Dunnett £ 5 FLER E)

SR YRR

11



@Bfi%E T
LB L

<BE>E—T AT — 7 20mgll BT D IILEH
B ERBEEI LT & 7 /LA RT3 2 $E 1R 20
HEBRGVE T v b (0=458~9) A% 1%MERSMAIR0. ImL &2 14 L, Bfigzamk S8
7o HHEREREE 5-18IFH T I Z SO AE (I BA £ 2 488 < SRR L 72 B%, Sl & S miis i (&% A
7)) ERTEREZRIR Uz, RESBIENCSEA 230 A L, AR E%3 % U6
L SR fift BRE D W P 5 s 2 TR 7E L7
RERFE R © B— T Re7 — 7 20mglt (FEYERLA)) 1TMLERECK L CHERERIEA 2R LT,

%7 —7FAl : demx5em, 7 717 = L 03%EFF] ¢ 5.1emx5.1em

OTHBESRBIA A EBET NI T MBIER (V)

()
6_

-~
Il

ETINE - Re S

N
1

BB -5, 77 RERF qh7O7zv
& 0.3%R {7

#:p<0.05
#: p<0.01 vs. B—F Re7 — 7 KAl
(Mann-Whitney Ut &)
% p<0.05
*k p<0.01 vs. EALE
W E + YRR

12



2. VRIS B0 1
LB L

<BE>E—T AT — 7 20mgll BT D IILEH

WSO EH (V%) 2

KR GE . X (0=7) OABBEETIZE—T Re7 —720mg, T — 7 ReT7 — T EAIKLNT b7
07 = 2 0.3%BE A 2 4RFRIAE A U7z, IR . [RIERATIZ 10% 3R IR e A= H A 4 K U
EIR0.SmLZEA L, SEFRS AR D REAWEERS L OSITRE (BFAa7T)
ZIE LT,

WBRAER . B— T Re7 — 7 20mght (GEHERLK]) 13/& Fioxt L, K0S TH 2 BEEEEICHs VT
BTREE (BMA 7)., Akl (KIES) OREAMEERAEIEICENT, MBAER
kL CHERERIERZ 7 L,

MAHUAI L 1124 TSem X Tem (ZHEMT L CREAT L7=,

OHTIRE(EMAI7)

EmOE E-5R, 77  BERA sh7O7zv
B 0.3%PRe {47!

*:p<0.01vs. E—T AT — 7 HHl
(Dunnett? % & LIS R E)
#:p<0.0lvs. 7 b7 17 = 0.3%HEA7]
(Mann-Whitney Uf# 7€)
SR+ R

OERE (RER) OAERFTERR (L=

(%)

40 -

¢

T Sh i = v
8

HEALE E-FR: 77  RERF sh7O7zv
& 0.3%PRs {7

*:p<0.01vs. E—T ReT — 7 HHAl
(Dunnett?> 2 B FLH AR E)
#:p<0.05vs. 7 b7 17 = 0.3%HERF
(Student’s t FR7E)
S + AR A



3. BRI (1
LB L

<BE>TE—T ReT — 7 20mg (ZH1T 5 HEEH
FRER N ZFIAGEE 7 MK T D HIRIEEH (T v ) 29
RERGUE D 7y b (0=5%8~9) OIETPHRITIRE G A/ NIBH L. DREEHRER & WAAE T A2 IS HE 3o
AL TREA Lz, TIFH X 0 3EHI* 2 1 HelsR, 7HRIMM L, Af&IEAEH 0B B I
PIZFIEA LR L. RRASFEE 2 JE LT,
R - B — T Re7 — 7 20mght (FEHERIA]) | XMALE RIS U CR R 2 W 2R AN E R % 7~
L7,

%7 —7Fl  3emx3em. 7 h 77 = L 03%RTH] : 3emx4em

OMRBRAFIEEET VIS TIRAREER (T VM)

(mg)
125

:

el 2 3 6
~
a

EAE 72,77 HERF  sh7O71v
EH 0.3%R {41

##: p<0.01 vs. B—F T — 7 HFH

#*: p<0.01 vs. MEALE (DunnettZ B HLIRAR E)
R AR ERRGE
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<BE>TE—T ReT — 7 20mg (ZH1T 5 HEEH

7Y 2N NEFIRET KT D IRIEER (F v k) 20

REBHE T b (0=%7~8) DREMBHEZIZ0.6% Mycobacterium butylicum (Difco) #EI/NT 7 «
VIR0 ML TR L, Bk EZER S Y, ISHRICHEREEREEZHE L, +o1c
TIRRIEDFEAE LT AER 28N U, SEFIEH 21 HolFfE], 7HREME KL, AHBRIEARE
Z % HACHE Lz,

RBER . T—T X7 —720mght (FEUHERIA]) 1 ZEAEHA %, SHEB L OTHH CHEABEREIIR L
THBEZRZEIMEER 2R L,

¥TF—T7F : 3emXdem, 7 70T = 03%E850A] - 4em X 4em

O7 V21N /MEMBETINVICHTIAREER (FVH)

(%)
120

100

mAE T353R, 77  RERA sh707zv
& 0.3%PRs {7

#:p<0.05vs. B—F ReT — 7 HH
*: p<0.05vs. HEALE (DunnettZ 5 LR E)
A fE AR ERR S

(3) fE ST - BN
LT L

15



VI. EYEREICEAY HEHE

1.

I AR E D HERE

(1

(2)

AELEMGIREE
BARWAAA

REREAER CHER SN -MAIRE
R L

<BE>E—T Re7 —7 20mg DT —H
1. H[E[AEf2Y)
TEFERR N 164 O A~DE—T A7 —720mg 18 (7 7’17 x> : 20mg) 2485 B[ AL f)

WZBWT, F512.7E 168514 12135.85E18.02ng/mL D Fg i IfLiE R 2 7% L, 48BRRI 212 13 i
XA EHEEL TV,

(nghnl) IR 2 35 1 % M T A

507
1.
#1007
2
K
P
e 507
B

0 T T

024 8 121416 20 242628 32 36  48(hr)
RS o
St +

2. 8 H G2
TEEERR A 164 DEER~D T —T AeT —720mg?D 1 A 1[A114Z, 28 H BhEk AT iV T, JIEL
72 & ORI BTG ST IS IR SR I E L OB L7, CondS X AUC)<2anlT ., 3
[ $5 5 LUK T2 HOIRRBIZ 2 L, 2 2 410122.02~156.34ng/mLE £ 1UN2106.57~2529.5Ing - hr/mL T & - 7=

o

(rigéérgL) 28 [ [ o2 AE AT 12 38 1) 2 Iy o 3 E
5007

M 2001

s AN WAWANLY

507
K
P
e 107
g 5]

1'_I'22'|_|'22'|_|'22'|_|'23-|_|'22'|_|'2
0 24 0 24 0 24 0 24 0 24 0 24 0 24 40 (hr)

1 3 6 10 14 21 28 (H)

Ry ]

207

2

PR AR AR

16



(3) st
AR L

) BRE - HARD

M E R L

24488

E—

2. EMEERYNSA—4

3. B&EH (REaL—av) #H

4.

(1) B Ak
AR L

(2) AR
AR L

(3) R R
LR L

DOIVTFTIUR
B R L

5) P HETE
B R L

(6) Z it
M E R L

(1) B Ak
AR L

D NRSA—2 EHER

B R L

LS

AFNIB G DRI S Fu, T8 FIE T OM#E~BITT 5,

L AAFTRLTEYT 4
REERR L

<BE>E—T A7 —7 20mg DT —H
R AT 7 6 £ DY ~FT—T ReT7—7 20mg (7 F 717 = :20mg/ 1 ) 24 B H[E A
21T D AUCo~w0y Tmax FEIZIRDIEY Th 5 32,

Eljj 'ﬁ‘ Cmax Tmax AUCONoo
e (Mean + S.E.) (Mean + S.E.) (Mean = S.E.)
1 135.85+18.02 12.67 £ 1.61 2447.83 + 198.67
ng/mL hr ng*hr/mL
e 919.04 + 60.36 13.33 £2.23 18209.98 + 962.52
ng/mL hr ng*hr/mL

Fh7a T o rOmGEERET 12,7 FERI%IC
MWD LTz, AHI 8 Mealhift Uiz & &, FIBER

RUTIWZ /o7,

17

BEICELZE, RAIIKTF L, AAIBRZE
D Tip X 4.5240.65hr T, BRZE 48 BRI IC

%
I

(TR
BRI PR



<HE>
Fh7e T o R L ORBE D T AR B R L OKER DR E L & & oy ERe R
T A—=HIIRDOBEY THDH,

EFHE A R HFD> 20

&5 Cmax Tmax AU(:><
(Mean+ S.E.) (Mean+ S.E.) (Mean+ S.E.)
lOOmgﬁlﬁl 10100 +£ 1100 1.22+0.28 21910+ 1570
(n=7) ng/mL hr ng-hr/mL
50mg}i?’§ 5620 £ 510 1.16 £0.25 11550 + 560
(n=7) ng/mL hr ng-hr/mL

ARSI - &I T1E S50mg, 1 H3[E THD,
LT G AUCo~w, S B GHHLE R IRIBIC I 5 3 DB 500 B Yt 5 £ TO AUC &R LTz,

LIRS T1 7/ LH > 2D

@ﬁ” Cmax Tmax AUCOwoo
(Mean + S.E.) (Mean + S.E.) (Mean + S.E.)
150mg Hila] 2383 £ 294 4.8+ 0.4 25170+ 2120
(n=8) ng/mL hr ng-hr/mL
150mg 18 1713 + 195 5.6+ 0.6 20630 + 2630
(n=8) ng/mL hr ng-hr/mL

F—T Re7 — 7 L40mg & DA F R F )
(B2 & SRy e R 11 2)

BERERR A B 16 4 & Xt8c, RIGEMERE RO FEZ 0T, F—7 Re/Vy 7 XR120mg
EE—T AT — 7 LAOmg RO AIE R T 0 T o B A R LT,

Fik REEHOLELEETNEN2E TG T EBNEZH T, EHEOELLNIE—T A/ Ny T
XRI120mg, & 9 —HIZE—TF A7 — 7 L40mg% 45 Uiz, WA ITIem? s Lz, K512
F U4 A 2 RE L, AlEEZRBEL-%, AT N7 2 v BEHIE LT,

FESR  FHIRE R CTH DG 12K U4 MBZOKIERICB T AT 7 F T r 7 2V BOE—T Re
T — 7 LA0mgIZ %9 5 AF Dlog(GMR) ¥ 1%, 125174 Tlog(1.098). 24M5[E#% Tlog(0.917)72 >
T2o T DI0%IEHE X 13 Z 12 Hlog(1.045)~log(1.153) }z Ulog(0.845)~10g(0.995) T v . £
W20 [R) 25 M 0 | I JEHE C & 5 10g(0.70)~log(1.43) & i 7= L= Z &b AW Rag RIS
R I Ny,

Xlog(GMR) : FBERUCRIT2ARBF 7 707 =V EOT—T A7 — 7 L40mgll k9~ 5 st A B O ¥ E O 7

18



OABRSNO7IV/BDHEE

(ug)

80_
@~ E—52/%y7XR 120mg (n=16)
; 70 ~O= E—525—7L 40mg(n=16)
th
T
7
O 50+
7
'5 0 i%
40
‘\\\:¥§
1 30
L
1%
A 20
T
JU 104
= B/ =TT 498 +00% (5 XM
0
0 4 8 12 16 20 24 ()
B M
15 5 12114 24154
14 8 HKPE D
- log(1.098) 1og(0.917)
KA BE D B D7
. log(1.045)~1og(1.153 log(0.845)~10g(0.995
[O0%EAIID | os1 045y~ oe(1153)] | Hoa(@845)108(0.999)]

90%(EHEX M OHEIPH  10g(0.70)~1log(1.43)

1) JRFT RS R R OFIZIB D 72D D AW 2R R R A KT A4
CFRE 18 4F 11 A 24 BAIREFEAFRS 1124001 &)

VE2) SRR R D 1 FEE IR D 72 6D D AW ER RSB AT A KT 1 v
(Rl 18 4F 11 H 24 H SRR AFRE 1124004 5)

3. Hi[EIAGFF
HEERR L
<BE>FE—T AT — 7 20mg DT —H
TEEERAE T 6 4 DEEH~DE—T AT —7 20mg 1 ¥t (7 717 x> : 20mg) 24 iR EL A Hf
MIzBWT, &5 24 Bl ETo7 F 7 a7 = CRINEIT 13.67mg T, @A &S5 2 WICRIT
69.74% T~ 7= 2,

4. 28 H RhEG AL
M ER e L

<BE>E—T A7 —7 20mg DT —H
FERERR A B+ 6 4 O ~DT—F A7 —7 20mg ® 1 A 1[8] 1 ¥, 28 ARBALHCRB VT, HIE
L7z EomMAEEIZE TS 13.02mg~14.94mg & IFIERIERZRRIEZ 7R L2 2,

28 H e AEH I 331F B % e W o

(mg/24hr)
16 7
. 15 ]
b4S
g -
% 13 7
I
"
i ~
0-T T T T T T T T
0 1 3 6 10 14 21 28(H)
(WEE ks~ IT77 4—)
SR+ YR

19



5. 9
(1) 1% — BX BE P9 @ @ 1%
Bk L

(2) % — B B BB
AR L

Q) A ~DBITH
REER R L

() B~ DB T
AR L

(5) Z DD EH~ DT
M E R L

<BE>EF—T ReT —7 20mg DT — 4

TFiTiE BB OBIICE—T Re7—7 20mg Z 1 H 1[A], 1 [8] 1~4 K& BEIEE F 72 3@k L
a0 F7a 7 = ORI, LICRJE, BB AN RIS ISR DI R T L
7= 2,

<BEBE>F N Ta Tz ERT—7HICE T 28 T oo

1. FHERPIRE

1) ATy b AE
EFRE~D UC-H v Ta T2 ER/T—TH (F e 72 b LT 1L.53mg/lt) % 24 HEfH
B G Liciaa, mER s b 7'a 7 = R RO R FEE F O, fiiNs b7 a7 = R
FEIEIC 8 FF CRmICE L. 2 0.15ug/mL, 1.48ug/g. 0.36pg/g TH o7z, . BN
a7 e CREEESDER S ST e 7 s CREL DR UC-T N r T 2 (Smgkg) fR A
HAZ kDM b7 a7 = R (RN 0.37ug/g. RN 032ug/g) LV @EhoTo, 51T, 24
REFIC I W T HENEd, 1.05ug/g, 021pg/g & mIBEAHERF L Tz, E72, £ OfolEss < im
HER X0 E W RETE 2 R LIS X BIR O 2 TH > 7208, ORI 0.19ug/g 1K -7,

2) U R
e RN 7 Y X ORI “C-r e 2 v ERT A (Kb a7 = 4.5Tmy
JB) ZHEIRE L7564 Rtk 07 h 7' a7 = R EEIZAEAHEE F OB ZEET T 14.33ug/e. B
#Z TFHRIARC 1.37ng/g & IERGAHEBALICIEEL LT < L8 5-9% 12 KON 24 R\ C b kAR
FEIXmsESRr h e 7 2 JRE XY bEm RS TV,

U R B A N R HERS

(ng® & / g or mL)

"1
b

4 o

s A

6

7 Frd - s (uhf )
10 DR (EREHE)
#l B v Gl
fk 31 C 1 e FRemsitk GRERERHD)
HN
I sk
Fo ]
; talel \
RS 5 897
o {55 S =7
e ] b ’0’0’4/ ‘
- o) %4 T
0.03 - [ % %%
o, [ [
! %! 0% /\
Fa F | Fo ]
0.01 - oese] o] ] \
AWF[E BG4 12/ G 24 KRG {F
n=3
S R

* o ovs. MG OFARN B p<0.05
(Student's t-test)

20



2. AHEER~DSAR

1) Hartley R IEVEELE Y hDI 70t — T V47T AT EFLFE~DC-r v Tu o VG687
—7H (r hFr 72 LTL3my/t) OBRREIREH LA, AEE. KR, BELOEEN
WZEWVBEREN RO HAL, F7o, BICEEH O NEIC S HEREN TR D b7z,

2) HBIERFEHE X ORG A — T VF 7T AT, ERRE~OUC-r N a7 G187 —
THEI (b 7aT el LTI251mg/IE) OHEREAGE M O5E . EHEEE., BRI
T SRED T T n 7 = OMNED bTz, o, AEERERE~OHRENENOSRE b
BRIZOAR L7e2s . 2408 1213, I S 72 U BE D REB IR 2 HIH R L7230,

(6) MIFEHMEEE
B R L

6. X

(1) R BER L B VR R B
P I L DI ER R G L R E E LS B b L 3Bz ond, A& o R
Wiy v e vrsnt A REEZLND P,

Q) R#ICEE5T HEFR CYP%) OHFiE. HFEE
N7 a7 v OFE RIS 1L UDP-glucuronosyltransferases (UGTs) @ 9 5, UGT2B1 TH b ),

Q) EEENENDEERVZDEE
M E R L

) KEDELEDEHERRVEMLL., FELE
REER R L

21



7. B
(1) BEM AR AL B UR R
Tz & TR ~PEt S D,

(2) it
AR L

<BE>E—T A7 —7 20mg DT —H
1. B [EIRGAF 2
fEHERR A 7 6 L DIEFERA~DE—T A7 —7 20mg 1 ¥z (7 b7 v 7 =2 : 20mg) 24 BEfi]H[RIAL
2T, 7 e 7 = ATEICHRIE S v, G TH 12 B E TITkRIRtE oK) 95~99%
DR S A7z,
F7o, Beh% 72 REE £ CoORBEIEIX 7.66mg T, RELED 383%IZE LT,

(mg) b NI D BRI E R EED
) -
&
K
P 67
HE
o4
=
9
0 T T T T T T
0 12 24 36 48 60 72(hr)
BF i}

n=6 i +iEvErEE
(HArrzu= 757 4 —BESHE)

2. 28 H MEge LA 2
PR A B+ 6 & DO H~DET—TF AT —7 20mg @ 1 H 11[8] 1 £, 28 HMERAHZIBWT,
R 1 HEEEIE 3 B H IR EEIRBEICE L, 6.75~8.05mg DHEIPFH TH 7=, /-, TMERL LTI
AR 2 A BIAA R O 1 HETRLULAZMEZEH L8, 3 HENS 28 HA £ T 145~1.73 LK<
EREMEIIRD bR T,

b MBI A EERERSRED
(mg) o dz=Fal Nl = R e - o =
10

oo FH

b = &
s

N
0 T T T T LI L L]

0 '1 3I 6 10 14 21 282003132 (H)
B B
n=6 Ty +EHas
(HRoovbdo7 ¢ —EENTE
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10.

11.

b3 U AR—E—IZEY H1ER
A EER L

. EBNFICEDBRER

AR L

BEOHREHT HBE
AR L

Z Dt
AR L
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I. &% (ERLDIESE) ICEHYSEE

1. REXTDHEH
ﬁﬁéﬂfwﬁw

2. EQARLEZNDER

2.¥E(k®$%l@&5bmm &)

2.1 KNI NIAA O RSy ﬂbfﬂﬁﬁ@%ﬁ@@%é%%

2.2 7TAEY Ul (FERAT v A REERERAEIC X 2 ERIEOFER) I OBEROH % BE
(M EBRIEEFRTLIBENLRH D, ] [9.1.1, 11.12 BH]

23 F 77T o, AT u T2y, T2 ) 747 TF7— M MENNCAF IR UK ORA T R U L
BEHEAT L (P Rs U =2 FAKE) TR L GREYEDBEERE O B 5 B
(2B DORITxE L CRBUE OBEERE D & 5 BFE Tk, AFNCKH L THIREUEZ R~ BZhnd
',:)34) O]

2.4 YRR BEIEOREER O H 5 B3 (5., 8.1, 11.1.4 58]

2.5 WR%B M O4ME [9.5.1 2]

3. MREXIIHRICEET HEE & EDEMR
V. 2. MEXEIHRICEESSER 20T L,

4. BERUVHEZICEET 5EEEZTDEH
BRE I LTV

5. EEQERIE L ZDEH

8. EELEANIEE

(Ghae@)

8.1 BEflFY 8% TR BEUEZ R BTHZ 0N H 0 . PTIITEEDORHMERIZIZE - TEH s S
NTWLHOT, FEHRNCEFICHS LIROIEEZ+7212179 2 & [24, 5., 98, 11.1.3, 11.14%

%]
RO RIRE DA DT, #EMERERBET LI HDLDT, BB - Bk, TORFE
W\ﬁﬁm FOREIEIRDGRD B NTH AT, EHIEN AL, BFE2EnL, =272

ol B, AR EZRE L CRETIEANHDLIOT, FRRICERTHZ &,
s ERRRBUEZ BRI T L ERNH LD T, HHPIEIRECO» DL T, FAOESZRTLE L
2, BEOANHEES , B E AR, PR —Z =TT D2 L, B, AVWEHSHETOMR
TR E B S ED2B8TNNH LD T, $AREFZ RS TS WVEYOKRLEEZENTH 2
&oit ﬁ%%ﬁam%ﬁﬁﬂ%@ﬁbf%ﬁﬁé k%%é@f %L YO, R
WCHEETHZ &, RERRBOONTEHEBAIITEBICHEHZPIE L, BEZ YL, W70 E %
1T22 &,
(BRiE. ZTRMEEE. FEMERRX. B - BEA. BEAFKX. LRHELEX. HARK. MEEROE
i - &)
8.2 YHRSIFANC X DIGHIIFHEFRIETH 2 DT, JERITIG U TEYIFIEDUANOFRELZETHZ L,
Fo, HHPNEMICOE 258 ICIXBEOREL +0ICBEZ L, REHORBUCREET 5 Z &,
(B 9= FIZE I+ ZBEERFRDER)
&3%%ﬁ%ﬂmié%ﬁﬁﬂﬁﬁ%ﬁ%é@f\ﬁvﬁv%%%miéﬁﬂﬁﬁﬁﬁﬁbn\&%%
IR DFED BEORHETAT D2 &y
84%mf@% EXBE LN L, RGO EREEA LW &, £70, MER/IBOK
Hicklwnrz L,
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6. RENDERZHI HPBHICHT IR
(D EHHE - MERFOHLEH

9.1 BHHE - BEREOHSESE

9.1.1 KEXREDHDEE (FAEYVHEXIIZOBREEDHZIEEZRL)
TAEY VR TRWI L2 SICHEERTHIZ L, REXMEDOBREOTIIEIT ALY UiiERA
HENFELTNDIENEZLNTEY, ZTNOLDOEETIIMERIEEZERTLI2BTNND 5,
(2.2, 11.1.2 ]

9.1.2 RIEREEDHDHEE
Y% D RIEITHT L THW DA Il 22 PrEE A Ui E E A 2 0 L, 882 012470
BEEICEHNT D Z L, RIEORYYEZ KRBT 282 nnd 5,

(2) BEHsaelEE R E
HE I TWHRWN

Q) FrselE = EE
HE I TWHRWN

A EIEReEHET 5E
HE I TWHRWN

(5) 3E 45

9.5 124w

9.5.1 HiREHDXM
EM LW &, 7 b 7a 7 = O HAIZIEIRE I O LM Lz 5a . IR BRI
WEEDLZENDD, [255H]

9.5.2 134F (HIRBEAZRRC) RIFIFIRL TV S EIREMD H D&M
B EOFRRMENERIEZ RS S W SNDGEICORMEMNT 52 L, BER/NNROMAIZ &
EOLMEEEIMEHTIE, ¥ N a7 o O AR B ERP IO L MEICER L, kiR
DIEPNEE T2 L OMENR DD, Fio, 7 udx 7T —BHFA (ROAL LR Zidm il
ML, WRROBERERE R ORERD . LIS FARBDENEE 2L ORERDH D,

(OF:=ER ]
BESI TR

(MR

9.7 MR
NSRS & U BRRRBR I3 M L TR0,

(8) @&

9.8 SfhE
AL O R G DARBEICTEE LN HEEICH AT S 2 &, K (03%7 b7 e 7 = U REHED) off
IREIREDORER, @na CREWER (BEilRER) ORBENFREIZE -7, [5. 8.1, 11.13 &
iR ]

7. HHEEHR
W HEZEZR EZF0HER
BE I THRWN

25



Q) HtRFEEZDER

10.2 EREE (BIRISEET S L)

A FRARAE R - i i BT - SRR -
PR PEE Fh7a7e RAOFMEA NN b TRT 2 AR LR

LEY—hOFRICEY A M —bEFHLEZSEE., AR
LY — FOEARERI S| 0 — FOBHREAEE S D
ZEWD D, ZEBHESNATND,

. BlfEA

(

1

11.

BI1ER
WOBERRH LbNDZ ENHDDT, BLE DTV, RENRO LN HEICIIEH %2 H
357 EmERMEEITY Z L,

) EXRGRIVER & FHREIK

1.1 EXLEMEA
.11 2avy (HEERH), 774 53F 32— (0.1%A)

vav s, TFT7 4 7% — GERE, WRNEE, BEEES) SH5bNL I ERDH D,

11.1.2 REREDSEHE (FREY URER) (0.1%A7)

FOPE T B Wi, PR NEER S OGRS B LSS S I 2 k45 2 &, ks, AH
(2 & DM EFRIEOFHEIREIT, M REEFF THRIAL T D, [2.2, 9.1L.1ZH]]

11.1.3 AR (%A, FEHILEL R

AEAFEBIC B L 723895 - 38R, & 9 FElk, IR, ALBEZENE L L, JEAR. ZE. AE - 0%
NEDEED R G RIERCOFEILSE. OFBEANEI L, EHICEFITHERIERNILR LE
Bl 3bb, B, HHBLKIZREBLCHAORETLIZ L EH D, [5.. 8.1, 9.85
e ]

11,14 SigBEE (L)

REAT R 2 SRR IR IR 972 Z LIS R 0. FRWE D FEAME D ALBE, FB. R, AR, THIE.
KIE » B AFEOBEEDZFEFRIERCARILAE . BRBENFEI L, & 52 ITRERIER
PIERLEBIET D L03D D, 2k, HHGREAPOEIAZRBE L TroRAT LI LD
b%, (24, 5., 81ZH]

(fiFin)

11.1.1

11.1.2

va v 7 Eid, AMTEERR MR IS S MEGETIR TS X o THRERD KIS IREEIZHE Y .
JAGE BB E S NZIRETH 5,

ARFN O I A i FE R FRPEEA A, DEO L., fEfl, &, S5, IR R
REDTa v TERST T 7 4 TR =D RE LEGEAICE. EBICERE I LARIZRETD
LB REETT S, Fo. AR E G T 2BRICIX, BEAHRAL O RE B i E 7 & FIHTE
KOFBUHEET 5,

TAEY UEEEIL, TAEY U ZIEUD ETEIERAT a4 REFRIRIEAZEIC LD BIERHERIND
MEDZ & T, IaRE T T OEGEMHETERICESSET VAT —HEFIC LD EE 20
NTWDER, BITED L ZAMIIAATH D, —2OHAITRIENFHE INHHEITIL, thoIER
FuA FERRERTOHERT I BENNH D, 03%7 F 707 = BRI O Tix, B4 4~6
BEICHRIENEBL L TR, MPRE L OBEIRE SN TV D,

TAE Y UERIIRFEIEIZED 2 ENZ VDT, RFNOFEHPIZHLME 7 5 0 0 R 5 O F))
HPERATEH L2 8AI2iE, BB 2R L, wE OB ESIC LD B2 0E 21T ) LERN
B5,

1113 BB G RIT, AF (EAISUTEAI ) (X2~ (B RIESUTT LvF— I L 5,

JERIEBBEIT T LV — MR E R &3 2 WERZ VA, I AHATH 5,

AFIOMHEANC L0 8B AR, MR, SRPERL, R, K - 0D AR EORERD D b5

BIER 2 IS 5, FADBEIZHE > TW D RN H 5 DT, KT 5 £ TR Z I

T o0, UK THERWIRY 70 & LTEAEZRET 5, BRIIE, e AZ VAL AT A K

Flaib4 5, BIERPE LSBT AT v FRIOBEH SRS (WIRGES) 2REE1T.

£, GHUBBUEN B DN L AR, BELOAA 2 b L2 2 B4 B2 S ThRnd o
26




WCHEET D, 7T LIX—MEME SR, 67 L X—MEREA R ER OBE . RN & ol % 8
TFAEMENDH L DT, 48 KM/ n— X Ry F T 2 M RUE Ny FT A %%ﬁu\ RS % e e
THZENREFE LU,

11.14 EF11.1.3 0IESR

(2) Z Dt DEIEFA

1.2 ZOoEIER
o 0.1~ 5%kl 0.1%kidh BT
R ORI, Fei. W | K R P& I
- M. 7 5 FERE. Ml
H & K DA, A
Sk
5. IR, B
U %ZF% IRMgEIE, A
VL ALV
<BEEE>

S EEAEIERARBEHEER VBRREERE —K

AFNE, BWEMZEBUBEE B & 22 DR A i L TRy, /B, 7 h7m 7= 20mg & FH
T — 7%IJ0>%7?<; P E TS SIICREWERNZR D L B0 Th 5,

OEmiE, ZTIEBIEAE, JHBIEAIRZc, Mt - BE¥Je, BEFEDRZ, ERes LRk, SRR, SMER% O
iR -
HRERI £ TOMA 1,156 Bl BT D EIER OAEIR & BHEB L2 TRIRT,

AR AT E 515 1,156 —
RIE 38 BUE B (%) 57 (4.93%)
RIVE I F B 68 —
2 EINEH OFEFE FEBEE I ERLBE
EIBAES 54 (4.67%)
3 11 (0.95%)
FE AR 9 (0.78%)
R IR 18 (1.56%)
RS 5 (0.43%)
iR 1 (0.09%)
Bl 2 5 2N OS 20 (1.73%)
&z (AGAHER) 1 (0.09%)
S (2l) X 1 (0.09%)
@Jﬁ 1 (0.09%)
VEIE (EE, F) 1 (0.09%)
X1 BEETHR2E BIZ, 25 OEWZ DI 7, JRRIEAH,

N2 [ (I CRBL (B 5, 72AE)
I R R A

1,156 iR, BRI Ehi S 4072 329 BlHZ W THA L72fE . AFNCERT 2 & &2 5 DK
A D B R ENIRD SR o Tz,

27



OBfiV v~F
ZhEEB A ZRIR £ TOFHA 525 BllC 1T 2 EIWEH OIER & BB R A2 FRITRT,

Bk | (%) | %
RESE] 525 — —
I FH 78 B 15 B 45 (8.57) | 56
SHEER IO SRR 26 (5.0) | 35
18 EBAL R 3 06 | 3
8 HEALBE 6 (1. | 6
T FH LR 12 (2.3) | 12
it AL RS 6 (1. | 6
M A P 1 02 ] 1
TR 1 02 | 1
368 FH L P H i 1 02 | 1
N 5 1 0.2 | 1
RS 3 0.6) | 3
Jti S AR 1 02 | 1
B b g UYL b 1 0.2) | 1
RE R 1 02 ] 1
PR EE 2 0.4) | 2
FEIED FN 1 02 | 1
SRR 1 0.2 | 1
F2JEE J O T ARk % 17 (3.2) | 18
BEfl B T % 16 (3.0 | 17
FLBEVER 5 1 02 | 1
fife R AR AT 2 5
B | (%) |3k
BRI eI 525 — —
i A A A M RS BUE (1R 17 (3.2) | 22
TI= T I NT AT =T — B 4 0.8) | 4
TANGEUERT ) NT AT =T —FHN 9 04 ] 2
MM 7L 7F =80 1 0.2) | 1
1 A LB B K 35 I 35 HE N 2 0.4) | 2
y T NAEIJVNG L AT 25— P 3 0.6) | 3
SR R HERG 1 0.2) | 1
R H I G 2 0.4) | 2
A I ERE G 1 0.2) | 1
A I EREE N 1 0.2) | 1
1L/ NRE N 1 0.2) | 1
UL 8BRS 1 0.2) | 1
R H R [ B 2 0.4) ]| 2
fF 7 VA YRAT 72— HEHN 1 0.2) | 1

. BERBREERICRETZE
BEEN TV

. BEKRE
REI LTV

28



1. SRELDIE

14 BREDIEE

141 EFIFERFOIE
FEFEAL O ZERIM 2 £ T ENnH DO T, HEKE, FEE, 5 B OMAIITER L
AR

12. ZOHoFE
(M EERFERICE D ER
BESI TR

(2) JEBGEREAIZE D < 1H#R
BES TR

29



X. EERRREERICEE 9 HIEE

1. EIBHAER
(1) FEZNFEBAER
VI. EMFEEICEAT HIEER ] OBESH

(2) REMEBHER
AR L

(3) DD EIEHER
REER R L

2. HHER

(1) B 5 EEHER
MR L
<BE>/ N T x0T — T RO S At EE R
ELY) H P 1 52 g %K LDso(mg/body)
1EH R & =220
- "
7>k | €D (SD) . GRS =220
() RIEHREGEMHHER
HEERR L

<HBE>7 Nu 7T — RO G A R

A AR A LR Y X OB E Lo E~, B (Zhzh s hrr 7 &1L T102, 197
LOBLNMIMg EHTS) 21 H 17K/ 2 £ (140cm¥/PL), 13 BFEKEREEH L% T, 28
~OEBIRDOOLNT, F TR T 2T T OBEERITS N e T = T LT 189.8mg/It/ H
ThdEHEINT,

(3) BizE AR
M E R L

4) DA R ER
B R L

(5) A RS BB
AR L

30



(6) B R 145X BR
B RREAIAMERRBR () 49

JiE

JW SRHEME D 2 (25 Wi, 6 Bl/EE) O I, —ZRA L OERBA (2.5cmx2.5cm) %
MH%(Ujmﬁﬁ%lﬁlﬁ)ﬁ@ﬁ&ﬁﬁL\Dmm%EL%%ﬁﬁﬁm%ﬁgb B i SR A
WA Uiz, 72, BEGHOMAEZEIL L, ZORFNAE LZAEEL2T I R T v 7 aFETY
B, WREICLY ZOERREZMHE Lz, FRREIEA 2 TIZFEFEO SR OFE A GRLEE - Jii
R+ TEIE) 2 Get L, HEMWE CRLZMEE Lz,

FER

1. FERERIEA T D
—ERFNL, BEHRAE L CUREEEONEERO b7, 54, 5. 7, 8, 11 KOV 12 HEIC
6 FlH 1 Bl CIFITEIEDRBENRD SNT=OART, e PR EKEAaTI1X02 ThoT-, 1
KANL, 5 2 B%RUKE, BEEEOBEINI > TEYRERIGA 2773 EA L, &5 10 H#%
W PR EROGA T 1.7 2R Uiz, W oA B 28 LT, FEITRO bivded

ST,
FHRERIEA T H#HB Y
18
A
1.6 e
A A A

14 8 “A X
‘; 12 A N
%
1.0 ,
x
E 0.8

A

5‘_ 0.6
g Dl

0.4 o

B
02— ./O C\./. C\. ./‘ C\.
00 4—e — °
1 2 3 4 5 6 7 8 9 10 1 12 13 14
wE5HH ()
A BEREBLE  —e— —ZSEIE| ¢ 5 -V B I 22 ORI R H 1 3
(a=6) (@=6) 1~2BRD B,

a : PLREROSIT Draize ZUEZAE - TRIIRAUCHEAR L7z, SPRIBJERIGA 2 7 I FER OB KD
APl GRLBE - EOEERHZME) 2650 L, BEEMECRR L g S Lic,

FEFE R bt DY EFEUE (Draize FEUE) -

W
FEAIE R 0 : ’ ; *
I IR o x g L e | 5ERED
STk DATHE P B L | 2
i L | PEERE s wwmen | s

31



2. FAEREE Y
—RRFNT, TEORRIF L B L THBIEWT I F7 T v 7 ARREZ R LIZZ &b AEH
BRI LT 2B R b,

TRRISVIBRREICLLIAEREEE

’g 14 1 A+
12 -
B |
#® 10 [ L
= s
% 8 - e HeICH BN
§ 6 1 el ww sk
Ny T s e
N RRR e e
o9 e L L
{74 [SEDEN JEDEDES FEOENE]
N
1 7 14 (/)
#l£H
£ #EkBAlI(n = 6) W Z8KI(n=6)
TIRT T w7 6HFK XV EORBRLERICHVON D BH
** . p<0.05 —ROERITIT HRTE
(N Z DD HHENE
M ERE R L

<BE>SHF NI T T —THIOMGE REEEFP
Wistar BT v D TOEBRT, =7 Re7 — 7 OWMLEREERIL N7 a7 = o051z
el L, D THID - 72,

32



X. EEMNEEICET HIEH

7.

8.

. BEIRS

A RE LW
BS54 Lk

. AR

B 24 B A

. SENRETOREA

R RAF

. RO EDEE

RE I LTV

. BERITEM

BEMEERDTA R HY
T ol BY: &Y

Z O BE TR« BB R

. BB - A

ml—pksr

[XI. 2. ZOfoOE#EEE) DOESR

S BEAEA - E—T Re/¥ > 7 30mg - 60mg (AK) .
T—T RAe7 —7 20mg - L40mg (AH) 7o &

S B I =TV 3%, BT X =V U — L 3%,
I B —gu—3a 3% (SOk) L

HEHA ) - D EAT P S0mg (FvtEA) 2L

[l 2h 3K -

SAHBEAEA - A > R A X U UBAAL T v e T AEALL
TIANET e T = BRI

S Bz O AU R AR UERE, 7oV E S I RE R
A RAZ AR, 72T I AR R E

/oo HM.vragzFrsF NI TEIL,

n¥yY7u7 ez M) U LEERE

A o A2 RAHZ U HRFH

7= DAty b/ Ay il N Ry VALY VA

EffSEEFER B
T
HRERTARZBFEARVERES. EMELENEKFEAB., REFREAR
i ERTEAGREH A HKRE T FEAM ARG R B ARoEBRLAEA A
FT—T A/ N
— XRlZ%mg 201548 H 17 H 22700AMX00891000 | 2015412 A 11 H 2015412 H 15 H

33




10.

11.

12.

13.

14.

AR

BEEHRR. FEBERLAREARRUZOAR

AR

BEEYH
A% LR

REHREFIRICET 515K
AFNL, B (HDWVIEFERET) WIRICBET DHIRITED TR,

. PREXIIREMN. RZRVAEXEEMEFOFEARRUVZOAR

£EI—F
i 54, JEA S A AL | EREE S 2 — K | HOT (134#1) & | V&7 MERLH
e N ER L — (Y] =2— R) 5 VAT Aa— R
70 £Z :
F—T A/ 1246612020101
~ XR120mg 264972955028 264972955028 560 £ - 622466101
1246612020102
RRFET LEDEE

AFNTZHEHRIM L OB IEEIITHE S L,

34




XI.

1.

SR

51 Rk

1)
2)

3)
4)

5)

6)

7)

8)

9)

10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)

22)
23)

24)
25)
26)
27)
28)

29)
30)
31)
32)
33)
34)
35)
36)
37)

38)

39)

HHN\SIE BAKR.

WHO: The use of stems in the selection of International Nonproprietary Names (INN) for pharmaceutical
substances. 2018(Stem Book 2018). p. 152.

MR N B ARSERIEAHE € > % —: AARIER S EIRMIEHR 2011, (BF) TiE 9 ; 2011, p. 646-52.
DIECBIIEAENE R B — T Re/%y 7" XR B IR 70 AR F I — 2 AR L, » Y R g
AR

A0 LR & BRIR 1993; 27(11): 4425-35.

R ED HAE L ERIR 1993; 27(11): 4437-46.

W9E) 2 SEHEL L VA 1993; 21(8):2695-2710.

EREEN 1 Eh: L IR 1993; 21(8): 2711-27.

HAPEE 13 FE LR 1993; 21(8): 2729-38.

BIFEE S SEPE &R 1993; 21(9): 3173-3200.

FRARAR 1% L ERIR 1993; 27(11): 4447-71.

AN R ELIGE: SKEE VAR 1993; 21(9): 3201-16.

ERFNEZ 1Z: FEPE LRI 1993; 21(10): 3839-55.

BB 1 E0 S & ERER 1993; 27(12): 4877-91.

B JFERE L ERR 1993; 27(12): 4893-921.

HARE: AL EER 1993; 27(12): 4923-44.

WSS JRAE & IR 1993; 27(12): 4945-56.

RRHE— 1 KPR L IR 1994; 22(9); 4089-110.

DTSRG R BRI Y o~ F O BRI B9 5 &k}

BRARE 1Z) EFESAFTE 1993; 24(8): 819-30.

POCHISEAE N R, B — T Ze/¥y 7 XR120mg DT v b A — & b RIE IR E T /KT 5 8
TER.

DOEHISEAENERE. U 5612 X DI RIS DPURIE, SR

DORSEANE R, 7 e 7 2 BT — 7%! (KPT) D H[A#% Rz it B - B — T Ao & D HZIC
& 2 B B O ET-.

HOGHIERAE PR KPT-220 0384550 M 35 -4 18 [ it i ﬁﬁ%fc%‘% X B BZAEMEORE-.
DEBISEAE N R KPT-220 0 Kk 5 B A5 F 3Bk K B30 1 L K 2 2 5 B O It

Yer REH 130 U U~F 1981;21(4): 277-89.

/NHLBE— 1E 7 FEPR LRI 1989; 17(7): 3267-89.

DOCRISRAENE R B — T Ao/ 8y 7 XR120mg DR A B2 x5 & U7z i 3B RE A3
DG RISEAE PN B KPT-220 #% B2 I Z K 2 B3 BRI 72 © ONTHHAR PR BE DR

ARG 1F: EIEAAFIE 1993; 24(7): 727-41.

ARG 1F: BEIEAAFIE 1993; 24(7): 742-58.

TG — AR 1Z2: 3EEL L JEHE 1984; 12(6): 2273-84.

Terrier N, et al.: Mol. Pharmacol 1999; 56(1): 226-34.

Veyrac G, et al.: Thérapie 2002; 57(1): 55-64.

Thyss A, et al.: Lancet 1986; 8475: 256-8.

I BSEAE N R KPT-220 O 7 > NI 2 1EH K 3 L ORI R 8 ~ DR i 5ot m 5.
HDOGHRIRAE PR KPT-220 O w7 F1281F % 13 8 Rk A 3% G-l Ak 2 sk B ) O 4 B [ a5 5k
B

DIECBEAENE R B — T Ao 3y 7 XR B R AR FH - MAE R ARG EER, 7TI KT
v 7RIS X DA EHEEE.

A RASE 1) EIEAAFIE 1993; 24(8): 831-41.

. DD SE R

MM ER e L

35



XI. Z28H#

1. EGNETORTRER
AF & R — ORFNISME TIEFTE ST (2019 4F 6 A BUE),
F—moEETIEMAIE LTRO LS b Ond 5,

ESE3 AZVT

R 5844 Keplate 20 mg cerotto medicato

2t4 & - JORBEEMG IS
e AGRMERT (Marketing Authorization Holder) : Hisamitsu Italia S.r.l.

AFEfAHJE : Abiogen Pharma S.p.A.

= Ogni cerotto contiene: ketoprofene 20 mg.

Zhie « 205 | Trattamento sintomatico del dolore e dellinfiammazione associate a condizioni
muscoloscheletriche acute quali traumi, distorsioni e contusioni, cosi come dolore muscolare,
indolenzimento, dolore alle articolazioni, dolore lombare.

% - & | Posologia
Adultr: salvo diversa prescrizione del medico, applicare un solo cerotto al giorno.
Popolazione Pediatrica: bambini di eta compresa tra 112 e 1 18 anni: secondo prescrizione
medica.

Non utilizzare in bambini di eta inferiore ai 12 anni.

Durata del trattamento espressa in giorni: secondo prescrizione medica.

Non superare i 14 giorni di trattamento.

11 cerotto deve essere sostituito giornalmente nella zona interessata.

Modo di somministrazione

Prima di applicare il cerotto, detergere e asciugare la zona interessata. Rimuovere la
pellicola protettiva e applicare la parte adesiva direttamente sulla cute. Se il cerotto deve
essere applicato su articolazioni ad elevata mobilita quali il gomito o il ginocchio, puo
essere utile applicare un bendaggio ad articolazione flessa, al fine di mantenere il cerotto
in sede.

=4 Tk

7e4 MOHRUSePATCH 2%

Eaguwd fE - ORI
HRse (B7e&#84EF) - DKSH Hong Kong Limited

o FrafihgE (1 5 M55 ) 86 20 250 ketoprofen

Each one gram of adhesive mass of this product contains 20mg ketoprofen, which is listed
in the Japanese Pharmacopoeia.

RGBS

BASTERERNAENIIER - B U TN PRAER © BURE (FEALEIER - SIPIERHEE - 1
MRS ~ IS ) ~ SRHEIR ~ BRAR - AR HES R ~ BER SR ~ BE Rk (flanggsk
1)~ HURERIRI G R AERR A

AP SRIEURVE R BT 32 5 REHIBH BT AR -

Relief of pain and inflammation in the following disorders and symptoms: lumbago
(muscular and fascial lumbago, spondylosis deformans, discopathy, and sprain of lumber
spine), osteoarthritis, humeroscapular periarthritis, tendinitis/tendovaginitis,
peritendinitis, humeral epicondylitis (e.g., tennis elbow), myalgia and post-traumatic
swelling/pain.

Relief of local joint pain in rheumatoid arthritis.

M - &

A EE SR 0 - —H—2 - HASMA -

Apply this product to the affected site once a day. For external use only.
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5844 Keplate, 20 mg, emplastro medicamentoso

A g - AOREEMR A S
IR FeAFEMEH (Marketing Authorization Holder) : Hisamitsu Italia S.r.l.

A 5e{CHLE - Laboratérios Azevedos Industria Farmacéutica, S.A.

& m Cada emplastro contém 20 mg de cetoprofeno.

Zhie - 25 | Para o alivio sintomadtico da dor e inflamac&o associadas a condi¢des musculosqueléticas
agudas tais como traumatismo, entorses e contusdes, bem como dor muscular, rigidez, dor
articular e dor lombar.

% - & | Posologia
Adultos: a menos que prescrito de forma diferente pelo médico, aplicar somente um
emplastro por dia.

Populacio pediatrica

Criancas entre os 12 e 18 anos de idade: conforme prescrito pelo médico.

N3o utilizar em criancas com menos de 12 anos de idade.

Duracao do tratamento em dias: conforme prescrito pelo médico.

N3ao exceder os 14 dias de tratamento.

O emplastro deve ser mudado diariamente na area afetada.

Modo de administragio

Limpe e seque a area afetada antes de aplicar o emplastro. Retire a pelicula protetora e
aplique a parte adesiva diretamente na pele. Se o emplastro for aplicado em articulacoes
muito moveis tais como o cotovelo ou o joelho, podera aplicar uma ligadura na articulagéo
quando dobrada, para manter o emplastro no lugar.

% T ) —

W74 Keplate 20 mg gybégyszeres tapasz

Akt | B : AL

s RMEE (Marketing Authorization Holder) : Hisamitsu Italia S.r.l
B 5E A )E : Sager Pharma Kft.

20 mg ketoprofén gydgyszeres tapaszonként.

\} EJ>
& |

TR

Akut mozgasszervi betegségekkel, példaul traumas sériiléssel, ficammal és ztzdédassal jaro
fajdalom és gyulladas, valamint izomfajdalom, izommerevség, iziileti fajdalom és
derékfajas tiineti kezelése.

el

i -

Adagoléas
Felnottek

Ha az orvos masképp nem rendeli, naponta csak egy tapasz alkalmazhaté.

Gyermekek és serdiilok
12 és 18 éves életkor kozott: az orvos utasitdsa szerint.
Tizenkét évesnél fiatalabb gyermekek esetében nem alkalmazhaté.

A kezelés idGtartama napokban! az orvos utasitasa szerint.
A kezelés idGtartama nem haladhatja meg a 14 napot.
A tapaszt az érintett teriileten naponta cserélni kell.

Az alkalmazas médja

A tapasz alkalmazisat megelGzben az érintett teriletet meg kell tisztitani és szaritani. A
védiréteg eltavolitasa utan az ontapadé részt kozvetlenil a bérre kell helyezni.
Amennyiben a tapaszt nagy mozgasterjedelmd iziileteken (példaul térd, konyok)
alkalmazzak, a behajlitott iziiletre kotés is helyezhetd, hogy a tapasz a helyén maradjon.

Gondoskodni kell arrél, hogy a beteg megértse a betegtajékoztatéban részletezett
alkalmazasi utmutatot!
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544 Keplate 20 mg 1é¢iva néplast

AR d & - JORBEEM IS
s ERMER (Marketing Authorization Holder) : Hisamitsu Italia S.r.l
A7 fCE)E : NORDIC Pharma s.r.o.

o Jedna 1é¢iva naplast obsahuje ketoprofenum 20 mg.

ZhEE - 2 | Symptomatickd tleva od bolesti a zanétd souvisejicich s akutnimi potiZzemi svalové a
kosterni soustavy, jako je trauma, podvrtnuti a kontuze, stejné jako bolesti svald, ztuhlost,
bolesti kloubti a bederni patere.

s - A& | Dospéli: Pouzijte jednu naplast denné, pokud 1ékat neuréi jinak.

Pediatrick4 populace:
déti ve véku 12 az 18 let: podle pokynu lékare.
Nepouzivejte u déti do 12 let.

Délka trvani 1é¢by ve dnech: podle pokynu 1ékare.
Neprekracujte 14denni 1écbu.
Naplast na postizeném misté je treba denné ménit.

Pred aplikaci naplasti ocistéte a osuste postizené misto. Sejméte ochrannou félii a adhezivni
dil aplikujte primo na kazi. Pokud ma byt naplast aplikovana na vysoce pohyblivé klouby,
jako je loket ¢i koleno, 1ze na ohnuty kloub pouzit obvaz, ktery naplast udrzi na misté.
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The Australian categorisation system for C
prescribing medicines in pregnancy (2021 43 H)

2% PO

M

A —A + 7 U 7 43%4 : The Australian categorisation system for prescribing medicines in pregnancy
C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful

effects on the human fetus or neonate without causing malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.
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4.2 Posologia e modo di somministrazione
Popolazione Pediatrica: bambini di eta compresa trai 12 e 1 18 anni: secondo
prescrizione medica.
Non utilizzare in bambini di eta inferiore ai 12 anni.
< Package leaflet: Information for the user>
3. Come usare KEPLAT®
Uso nei bambini e adolescenti: Tra i 12 e 1 18 anni, secondo prescrizione del
medico. Non utilizzare in bambini di eta inferiore ai 12 anni.
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PEDIATRIC USE
The safety of this product has not been established for low birth weight infants,
neonates, babies, infants or children (limited clinical experience of use).
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< SUMMARY OF PRODUCT CHARACTERISTICS >

4.2 Adagolas és alkalmazas

Gyermekek és serdiilok

12 és 18 éves életkor kozott: az orvos utasitasa szerint.

Tizenkét évesnél fiatalabb gyermekek esetében nem alkalmazhaté.

< Package leaflet: Information for the user>

3. Hogyan kell alkalmazni a KEPLATe gyégyszeres tapaszt?
Alkalmazdsa gyermekeknél és serdiiloknél: 12 és 18 éves életkor kozott az
orvos utasitasai szerint. 12 évesnél fiatalabb gyermekek esetében nem
alkalmazhato!
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< SUMMARY OF PRODUCT CHARACTERISTICS >

4.2 Posologia e modo de administracao

Populagdo pedidtrica

Criancas entre os 12 e 18 anos de idade: conforme prescrito pelo médico.
Nao utilizar em criangas com menos de 12 anos de idade.

< Package leaflet: Information for the user>

3. Como utilizar KEPLATg
Criancas® Entre os 12 e os 18 anos, use conforme indicado pelo médico. Nao
utilizar em criangas com menos de 12 anos.

F = aDERFCE
(2019 4% 6 A BiTE)

< SUMMARY OF PRODUCT CHARACTERISTICS >

4.2 Davkovani a zplisob podani
Pediatricka populace: déti ve véku 12 az 18 let: podle pokynt 1ékare.

Nepouzivejte u déti do 12 let.
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< Package leaflet: Information for the user>

3. Jak se pripravek KEPLAT pouziva
Pouziti u déti a dospivajicich: ve véku 12 az 18 let: podle pokynt 1ékare.
Nepouzivejte u déti do 12 let.
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https://www.yutokuyakuhin.co.jp/info/info04.html

40



	表紙
	目次
	Ⅰ.概要に関する項目
	1.開発の経緯
	1.開発の経緯
	2.製品の治療学的特性
	3.製品の製剤学的特性
	4.適正使用に関して周知すべき特性
	5.承認条件及び流通・使用上の制限事項
	6.RMPの概要

	Ⅱ.名称に関する項目
	1.販売名
	2.一般名
	3.構造式又は示性式
	4.分子式及び分子量
	5.化学名（命名法）又は本質
	6.慣用名、別名、略号、記号番号

	Ⅲ.有効成分に関する項目
	1.物理化学的性質
	2.有効成分の各種条件下における安定性
	3.有効成分の確認試験法、定量法

	Ⅳ.製剤に関する項目
	1.剤形
	2.製剤の組成
	3.添付溶解液の組成及び容量
	4.力価
	5.混入する可能性のある夾雑物
	6.製剤の各種条件下における安定性
	7.調整法及び溶解後の安定性
	8.他剤との配合変化（物理化学的変化）
	9.溶出性
	10.容器・包装
	11.別途提供される資材類
	12.その他

	Ⅴ.治療に関する項目
	1.効能又は効果
	2.効能又は効果に関連する注意
	3.用法及び用量
	4.用法及び用量に関連する注意
	5.臨床成績

	Ⅵ.薬効薬理に関する項目
	1.薬理学的に関連ある化合物又は化合物群
	2.薬理作用

	Ⅶ.薬物動態に関する項目
	1.血中濃度の推移
	2.薬物速度論的パラメータ
	3.母集団（ポピュレーション）解析
	4.吸収
	5.分布
	6.代謝
	7.排泄
	8.トランスポーターに関する情報
	9.透析等による除去率
	10.特定の背景を有する患者
	11.その他

	Ⅷ.安全性（使用上の注意等）に関する項目
	1.警告内容とその理由
	2.禁忌内容とその理由
	3.効能又は効果に関連する注意とその理由
	4.用法及び用量に関連する注意とその理由
	5.重要な基本的注意とその理由
	6.特定の背景を有する患者に関する注意
	7.相互作用
	8.副作用
	9.臨床検査結果に及ぼす影響
	10.過量投与
	11.適用上の注意
	12.その他の注意

	Ⅸ.非臨床試験に関する項目
	1.薬理試験
	2.毒性試験

	Ⅹ.管理的事項に関する項目
	1.規制区分
	2.有効期間
	3.包装状態での貯法
	4.取扱い上の注意
	5.患者向け資材
	6.同一成分・同効薬
	7.国際誕生年月日
	8.製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9.効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10.再審査結果、再評価結果公表年月日及びその内容
	11.再審査期間
	12.投薬期間制限に関する情報
	13.各種コード
	14.保険給付上の注意

	ⅩⅠ.文献
	1.引用文献
	2.その他の文献

	ⅩⅡ.参考資料
	1.主な外国での発売状況
	2.海外における臨床支援情報

	ⅩⅢ.備考
	1.調剤・服薬支援に関して臨床判断を行うにあたっての参考情報
	2.その他の関連資料


