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52 0 CieH140s3
SFE o 254.28

(2RS)-2-(3-Benzoylphenyl)propanoic acid (IUPAC)

BA¥E = — | : KPT-220
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D HNTZN, 247 A% O TV OFHEE H K& HHEN TH -
776

2. IEGAER (£— 7 ReT7 —720mgl OV — 7 Re7 — 7' L40mgil i il
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E—T AT —F A Y
L 40mg 40C |75%RH| 67 A (. T ATz, BUSHEIFAN Th -
(— AR T IRE) ) <
_ e o E— }‘ :/‘—/I/ﬁ 7R
o 0 b — h 48 | S B M DM BT
N S0C |TS%RH) 608 | wpn) o bivanot
; o L =% {im IV, e ¥ (AEs
- A0C |TENRH| 60T | ) | b
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g
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2 8k

b i

BATHWREMEDH
L3

BRLEIBENVDER
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M LR

BA=RSANA
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Y LR

1. BRIV DREANT X DI 6
2. SEHAFIHIN AT RL (R R © 253~256nm)

Wik v~ b7 7 78 (NERERE)

PIEHEIRTG - X T2 ) DA E ) — LR (1—500)

FEH @K v~ VST TRA T XTI UMY ) B

BEME : 7 b= b UL - D -EER (100) A (1—500)
Bk (1:1)

R AN EERE (RER R 254nm)

YLD

a7z DEA L h—)LZ AT )L
Hriz7p L

1. UH &R E— R Y

H ETEAFRIEM: ¥ 3 X O TEH M OBELEIZE— T ReT — 7, [FIHA|
, WO FAEBT ) a—LEFT—7Al, HREAITE 2240 H L, BY
fTBRLATR, 24, 48, 72, 96MFMICHLEE, ik M OVHIEZ FEIE & L TR
ACHIZE U, DraizelBiZ & 027 Lz, £OREE, ©—F ReT
— N DL BEOREEDFED BTy, KA & RIRE, oYY F
NEET ) a— V&G T —7HI OB RHRAIE & g L Tlid TRV O
ThoT-, (n=6)

2. U XRE N RS BRI 50

H ETESRAR I ™7 Y 5 O TE 52 J K OB S RS 12 - 3840 % 1 H 61,
14H MM L, DraizeiklZ X 0 M2 5540 U 7= /5 5%, B8 R A
TenwbotEZ 5N, (n=6)

F77, BELESRFEMERE T Y2 00 138 R S &% G- A AdE st iR o
fER, B— T Re7 — I K DGR MEITRD bz ho Tz, (n=
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BRI

H] iE

3 Zalll Bl % [l
++] |+ + — | (EPE%)

=T ReT =7 0 0 0 1 41 2.4
T—T R T — 7 Al 0 0 0 3 39 7.1
VVFNEBT Y a—VEHT—7H 0 0 0 3 39 7.1
PV FABATFILVERT —FH 0 0 0 3 39 7.1
H B+ A& 0 0 0 2 40 4.8
ElE AP 0 0 0 3 39 7.1
Frso4 Wi 4

A E

3 A il % BhiiE R
++] |+ + — | (EPE%)
T—T AT —7 0 0 0 0 42 0.0
T—T R T — 7 Al 0 0 0 2 40 4.8
PUVFNUBT Y a—VEGT — Al 0 0 0 1 41 2.4
FUVFABATVEAT — 7 0 0 0 1 41 2.4
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HEeUv Y v 0 0 0 0 42 0.0
Ry FT AN HEFEE

— KR L

& BHUVRLEE

+ S B

+ - ALBE & JER T ES
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HER (A1) 1A 3H 5H
Al o I + — || A+ + — || A+ + -
F—F A7 —7 (1H1E) 0 0 0 0 20 0 0 0 0 20 0 0 0 1 19
T—F A7 —7 (1H2[) 0 0 0 0 20 0 0 0 1 19 0 0 1 3 16
=T ApT — T A 0 0 0 0 20 0 0 0 1 19 0 0 0 1 19
%%ifﬁfgﬂ o 0 i 0 1 18 0 0 1 6 12 0 0 5 7 7
%%;f@%;ﬁ” o | 1" ] o 1| 18] o 0 1 6 | 12 | o 0 5 8 6

HEH (H) TH 8H 14H
Al +++| ++ |+ + — || A+ + — || |+ + -
T A7 —7 (1H1E) 0 0 0 3 17 0 0 0 2 18 0 0 0 0 20
F—T A7 —7 (1H2ME) 0 0 1 6 13 0 0 0 5 15 0 0 0 0 20
T—T ReT — 7 HA 0 0 0 2 18 0 0 0 2 18 0 0 0 0 20
%%;f@iguu = 0 3 5 5 6 0 1 6 5 7 0 0 2 2 15
%%ifﬁﬁg{u%b 0 3 7 3 6 0 2 5 5 7 0 0 2 2 15

* @ 1H BLAREH IR
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O AR, MG OIEIR - & (Bhaeie i)

BT 1
*f BROFEIR

ﬁgg% R Hk PSS e 541 1) RKERD H Y

B R SR
i

P2 HE W By 18 5 IR
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ET—TAT — T RNk e7
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FRERIR

B PRI
FER
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[EIPNEE~ 231 fitigk THaEF 1,206 B OWCHEM Sz “EHER LK
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SR %  GEFIERFEBIED)

e YEEL -

R AEE L 1
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2R B i

T B D ¢

BE - B

L LA

1 Kex1 [\
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(4) BRRMER: AERG

1. AR EE AR 19

ERAR M EREEE D BE (HEE 1354, LEE1284) ZXIRICHEEIC
X 2%, LEECIZ 1%y N a7y — K% 1H 10, 2KEH
B 2 @G L, Atk - et on T Lz,
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t,ﬁéﬁikwTiHﬁkLﬁ ENBED LT, AAEICBW TR
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TWB b & v,
BRI UGEE
OB | PSR | R OE . . . L
&§&§&§$£%ﬁ1b i X 2IRE U #7E
H & 32 40 31 8 0 111
EI EOO . . . .
@ﬁfi/) (28.8) (64.9) (92.8) | (100.0) P=0.0604 P.=0.0088
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(AFE%) (17.8) (51.4) (82.2) | (97.2) | (100.0)
koo THAEREALE) LLb & Z ORI EIL TRE
IVEH 8 B
L HY
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(9.4)
11,7127 NS,
L&t 116 11 (8.7)
- 23,254
it 231 23 (9.1)
() : BWEHZEBE (%)
N.S.: FEERL
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b T | A R R | Ly | AFFEL . 2 b Uk
H#H | 58| F A | S| v i xR R
H #* 30 46 33 5 4 118
EI EOO . . . . .
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o IR 0AEH] BLEEFNRMICHE L THRE
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(4) BFRUEER - AERG
BRRHAR (07F)

2. HHEHEOBKG 12

L RAEE, 8 RIS PH S, BERIED B (1 [BIRE 77 4, 2 [BIRE 74 44)
RGBT, AR E 1TREBACIZ 1A 1E, 2EEHCIZ 1 B 2EZAEH 2 3
MG L, bt - etz o Lz,

ZORER, 1EBELO 2 [ E L RIREOF M - BEERTED ST,
bz &b, 1A 1EEETH B - BN E 65 LS
iz,

B ikt e
B o ‘e 721X
A I T e L | BEREH »
. | ow | om|w g T E|E K] G ﬁggﬁfﬁ URE
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2l 17 20 19 6 0 . o >
(R %) (27.4) | (69.7) | (90.3) | (100.0)
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ks

TAEE | ey
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L AN s
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w
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(44) (38)ab) —————————P
ooy
g | (32) L]
(40) < (36) Lt
0% 50% 100%

()in
B3 E o2 E D1k =E BARZE BEt

a:N.S.(vs.”7 h7’m 7 = VROFIRE), X2RE F 72X Fisher D B MR
b:N.S.(vs.77 N7 7 = RAOKFE, UE

XREIL e8] & TRZE LI/ L TlRE

B R E ) (PEEEL [EEL 2O THRILLT,
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2) HBHER(ZEERA
%) (0D0%F)

YRR

E—5R,T7—7

20mg B : (34) ;
(55) « ——— gpw T >
(1)
rrFaozy (31)
fqmpip < 3) >
(57)

0%

50% 100%

()n ma3gpwE o2BRERE DIBESRE off BBk
a:N.S.(vs.7 h 7’17 = URROAIRE, x2RE F 721X Fisher D E MR 1A
b:N.S.(vs.7 h 77 = U FROKIE), UME

XL (W) & TRZE AT IS A8 L CRE

FALIE TR L) TS i) TERE) 2 LD THRLLE,

BT

E—FR, 77

20mg B¥ (25) 2
(58) 44— (39)ah) ——P
#FOFB :

1(61) < (41) >

0%

50%

100%

()in

B3N E o2BMRE o1BRESRE ofE sEt

a:N.S.(vs.”7 h7’m 7 = VIROAFIRE), x2RE F 72X Fisher D B ML
b:N.S.(vs.7 h 717 = U ROFED, UME

XAREIL YT & TRE LU ICH L CTRE

AR TR ) THREER ) TR 2 F LD TR L,

W R

E—FR, 77

20mg #
47)

FhFozzy
BOFE
(45)

( )n

(21)
4(1)7(33)a)b) E—
(23)
(35) ————————»

0% 50% 100%

E3RERE D2BRERE D1IBERKE ofZE sElL

a:N.S.(vs.7 b7’ 7 = URAFIRE, x2RE F 721X Fisher D E MR 1A
b:N.S.(vs.77 N7 7 = U ROFE, UE

XREIL e8] & TRZE LI L TlRE

AR TR ) THREER ) TR 2 F LD TR L,

L EZEG S
E—FR, 77

20mg B (19)

(43) “—— (3w ——»
FrFazzy (28)
‘EO##
+— —b

46) (35) (1)

0%
( )n

50% 100%

B3R E D2BRERE OIBRERE oFfZE aEilt

a:N.S.(vs.”7 h7’m 7 = VROFIRE), X2RE F 72X Fisher D B MR
b:N.S.(vs.7 h 717 = U ROFED, UME

XREIL YT & TRE LU ICH L CTRE

AR TR ) THREER ) TR 2 F LD TR L,

38



2) HBHER(ZEERA
BR%E) (020F)

<2t >
E—F ReT—T20mgi¥

BRI BLIRIT10.1% (8FF/7961) T, ZDOWNFRIL, [H2.5% (214/79
), EEEE2.6% (2H/79%1) , BEEIEKE1.3% (144/79%1) , 56
NEE1.3% (LH/7961) , AN%EL1.83% (1E/79%5]) , CAE21.3% (1
H179%1) TIH o7,

AREEBRIZB W TIHEWERREIUC L A2 RGP IEFIIFED o T,

FrJo7z oR0OFE

BIVE R BLR1328.0% (2314/82%1) T, = DOWNIRIL, MEEAPIET.3%
(61F/82M%1) , LIEHEIE6.1% (51F/8261) , 1&FE4.9% (41F/82%1) , 1#
F42.4% (21:1824) , HLr1.2% (1F/824) , BHIEIHIEL.2% (1{4/82%1) ,
REUR1.2% (1{4/8261) , FEHERIEIZ1.2% (14F/82%) , HiliEiEk1.2% (1
B18261) , FHAR1.2% (14£/82f1) TH -7z,

BIVEARBLC X D55 H 1EFX 826 6l il e bz, & DWNRIE,
MR, IR 2320, (HRS, BEENE 1B TH T,
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2) LEHR(CEERHR
B%) (02%F)

5. FFERMERE 2R & LA —7 L aklie19.22)

MF MRS, bRuE BREAK, B - MEESSS, NEREIPHA, SMEMIRE, AW

<FRBR L >

(H 1) E—7 Ae7 —720mg® 8 BIEIE S, Ll ERER,
i - RO, WEEIPRZS, SMEMEE, IRRICHT 58
G R X e | i A R

(et 5 FHEEFEMIREE AT 5 BE 28141

( RHEFI%R ) BB EEATIG, e EER4351, - K36
B, MEPER106], SMEVER B2, 38k [k
e A O P BT 6 G A

(FHBROFE) —AER AR

(55 ) BEEERER, e Bk, - Rk, EEEX

T— T Ae7 —720mg% 1 H 1[0], 1[5 144 % BRI 2

ALfF L7,

SMEMETR R - B — T ReT — 7 20mg& 1 H 18], 1[F]1~2

K % (B A RS L 7=,

PR - B— T Ae7 —720mg& 1H 1[5, 1[A1~2k %

BRIz 2 RS L7z,

B RYGEE, ZaME

@ DR UGEE - BBRBH 41 DO &R B K OER 1 IEIRF I,

BB LA & LG U 7o GEE 2 IR O BB TR 2.
LEALE 2hEEKRE SR E 41E 5E(L

<R >
T—T Re7 — 7 20mghED W EGE ] DL 11373.8% (177/240041)
T, R 13 E B PR 63.4% (45/7141) , i FEEA&72.1%
(31/43%1]) , Mk - IE#52£69.4% (25/3611) , EJEPHZ£70.0% (7/104) |
SMEMETR FR83.83% (35/42f5]) , AiNIM89.56% (34/38%) T -7z,

( PP

B
(HIERYE )

@ 5 KRG

JE BE A R %
(71)
s EEEA Bl

(43) <« G0 ————¥

Hig * H@%ﬁ% ]
(36) (25)
Tk ) B 2 |

(10)

SMEHERR R 5% T 6] F
(42) (1)
5 A GBI
(38) (1) ]

0% 50% 100%

(16) [0y

(7) 1E(5Y

(5) [=A5F]
(1)

Vi

():n

BERRE oFFERE CBEXE 0FE 8Et

<BEARVE>
BIEH B 134.6% (13(4/281%1) T, ZOWERIL, il g%
1.4% (414-/281%1) , #21.4% (41/28141) , BFFE1.1% (314/28141)
HIR0.4% (1144/28141) , HPE0.4% (114/28141) TH -7,
BIWERFEIC X 285t 1L F12 28161 h 7HIICER D BTz, F DGR
X, FIE04AB, HERRVER SR 326, RS 1B TH -7,
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2) HREBR(CEEHRE | 6. BfY v~ FIC X HBEEEICHT 57T R L Ok

%) (0D%) <HEBRTIE>

EHIERITIZE L TWDN, THICRHERNE LB v~F
BE6T6HI 2% G L L, T—T Re7 — 7 20mg & #XBRTNL 11 FTIZ 1 H 1[H],
1ENC > X 18 Z2 20 B8 B BEAH L7- & & OBETRIBUGER RO\ T, H
FIZ XL DEMVASIEZE LR 2 FEFMEE & LT 7 BARRRT 74
(L EERIEIC L VEBEAREE L., 51T, BEIC K DKM VASIH
EALFE50%LL BB IC L A BRI OEIS, BEIC X DEBVASHEAL
BB IOBEOHISRZRIRGHEER & LA ERIELT-, 72, &
EHEIZOWTE, BWEHOWNER X ORIRIC L W MR L,

AR T A

7 RAKT Vs EHEREER

PIES

B v~FBF6T764
(B—F AT —720meghf : 33861 7T AR : 338%)

ERAS oo %

SV v F EEEZKI SRS (Y U~F OACRZKIERE (1987) 2L5) .

< BV v~ TS L CORE O R IRESCH SR E A FE RS H X 0 AWM (8B E7-i13208) LLERID
it - HEZEFEFE L., SFERNLZE LTV DB,

< EAT A RHIRIEA] (BROANE T IZAAD) ZIRBRIEAGATBRLE XV 1 LL ERiT2> 5 Washout FIE 72 B,
2120, T X VA, XTIl Ez R A EER L W BAIEEAL. 1R L Y
2 UL LRI D 5 Washout Pl BE 72 BB,

c FEOFANEERSH L0 10 U LRI SE L T\ DBE,

- [FE IS B OFE 205 L LD B,

Trpbroh LT

- [FIEBUS H OBBREALIC T D THREIC X AEIHVASIE] H320mnATi 0 B,
cFERAT a A RUEBIRIEA] (BEOAIET2I1T4HD) OWashoutBAdh B (WEFF1EAT) £ 72 I1XIGERFRAFATRRAG H D
BEREBAZIZH T 2 TRFIZ L 2EMVASHE] A320mnAi# b L < 1380mm % # % 25 B,
* NSAIDs Washout#fl (H5fF 1B AT~TRERIKAGATBRAG H) OBEEREMNLIZRIT D
[HREIC L DEMVASIE] ZIERN20% 8 2 HikE4r LIZ B,

B

G BT Ag T =200 ETE T TR EELA ELLNOFE (HBE D EICIHFRE) 12
1H1EL 11BN D & K% 20 [ B G35,

- B H AR - 2]

- BlEL - A - FHEIEE d K OVE R

BEIC X DETVASIE : FIERS B ~T55R3RA ol % (F 72139 (k)

EEPR A (MR KA (LR, R  « TABRIRALATBALE B B L OREfr2il % (E =12 iki)
HEES (BRER, MR, BEAREMEEED) - RSB A ~06Frol % (F72139 (k)
IRBREEO BRI - IREREEALAF 2% (F 1T IREE)

- BEOHIG: IR (F T kR

RS

- BhE

TEEHMIER  AEIC L DR VASIEZE LR

BIKFHIIEE - BFIC X DM VASTEZLES0%LL FiEIC L 2 dEFIE O EIA
BFIC K DEMVASEZ bR, BEOHS

et BEHOWNE R L OISR
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2) LEHR(CEERHR
B%) (02%F)

< fEHL >

FHEEMEEE & L7z THEIC X 5980 VAS [EHALER) CEHfE v
W7 1%, I vREED 25.453+31.191% (95%IEHE XM : 22.116~
28.790%) =%t L T, B—F Ze7 —7 20mg #£1Z 31.198+30.256% (95%
1SHEIX T : 27.961~34.435%) T o7=, XDV t BE DRI
p=0.0153 TH Y, T—F ReT —7 20mg FED 7 7 v REEIT KT 25 il
PENRFED BT,

BIKEEIEIEE & Uiz TR IZ X 2989 VAS EA{E=R 50%LL EdiEic
L HUCEBEOEIG 1L 7T B AREE 20.1% (95% S HE X [#]: 16.0~24.8%)

(68/338 i) 1Zxt LT, E—F AeT —7 20mg #f 26.6% (95% = HH[X
M :22.0~31.7%) (90/338 #4]) TH YV, T—F ReT7 —7 20mg FEN T
FEREREELY BWSGEREZ R LD, MEERICHEEETRD N
7z (Fisher OEHHEFE : p=0.0561),

MEEICT L 2% VAS EZE v &) (CRME R A) 1L 7 BaREE
13.24+16.35mm (95% 518X ] : 11.49~14.99mm) IZX LT, £—F
AT —7 20mg B 15.72+16.04mm (95%15 #E[X [ : 14.00~17.43mm)
ThHY, T—TF Re7—7 20mg BN T 7 v AREEE LR Y, WEERICAEE
ZENRRO LT GHED 22 t BE : p=0.0470),

[EECE OIS XM AEENIC A B ZR RO 5172 (Wilcoxon _FEARRE :
p=0.0098),

A OSRER) 1L, T—F ReT —7 20mg N T T2 REELD
EWEERZ R L, Fisher O EEEMERIEORRIT p=0.0023 TH Y, [
HMICAEENRBO b,

BIEH ORBRITET—T 27 — 7 20mg £ 8.9% (30/338 #1), 77
BAREE 7.7% (26/338 ) THYH, MEEMICHEZITRBD Lo T2

(Fisher O EH£HEFRE  p=0.6758),

FCHE L OZE MO EEREEFRORBUL L0 5T,

UEXD, B—FRe7—7 OV v ~FI2 L 2BEERICT 58
R, T BRI LR ERESY b TRt iz, £, &
APEITERR ERER N EEB 2 BT,

42



EEGTAH [ LB VAS () 2k

1ol (i +95%1E #8 X
& (%)
H. 40.000 1
e X
% ]
£ 30.000 - J_
- ]
b I
2,
> 20.000 A4
M
M 31.198
NQ 25.453
14 10.000 A
1)
Ha
i 0
T35 Rg7—720mgBF IS5t EE
BEALHD D
\ s EAR OB = FOITNOLIN
%i g?ﬁ/‘jﬁﬁ’% (%) 95/{8)5/)3@&5 t*ﬁﬁ;
%% 338 df=674
F—F 25T —720mgit ST 31.198 27.961 ~ 34.435 t=2.43
i | 30.256 p=0.0153
5%k 338
TR EE SEHE 25.453 22.116 ~ 28.790
i 31.191
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BIEHHIE H © BE OIRUER

0% 20% 40% 60% 80% 100%
10 | 1
45% 30.6% 34.7% 270% 3.0% [0.3%
19 |3
ZI R SRR 137
R AR
| Bl ol el e e o
3% 18.7% 40.7% 28.8% 56% | 0.9%
BIEE(C BRLHofz [=Relc] aZEHLEELN [ Rekel BEL 0T oJEE(C
BLAot= BL#got= Eof= Eliof=
BEOHZ H1% (%) Wil
. i » .
i JHIC o vl = B
et 5 R e uA N R .| FEFIC AR E
Bt | BT g e | BB g g e | BT e
15 103 117 91 10 1 0 = * [837] 1
TR, T — 7 20mght p=0.0098
(4.5) (30.6) (34.7) (27.0) (3.0) (0.3) (0.0)
) = 18 63 137 97 19 3 0 337 1
TR REE
(5.3) (18.7) (40.7) (28.8) (5.6) (0.9) (0.0)
BEONS k(%) BHEO HEOHIS
B I UEED Fisher®
e Ikt ER 95%15 HE X [#] [ER 3SR
(%) (%)
FT—F R, 7 —720mght| 118 219 35.0 29.9 ~ 40.4 [p=0.0023"
TR 81 256 24.0 19.6 ~ 29.0

X DBERIC R o7 ) + TR e o7z DBl
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IR BLIR L

EIER (1K)
FEELED .
. FRAT R 52 " " FEE 2R o) j= Fisher®
B %% FEUEEL | FBLHIEK (%) 95 AT(Z/T/)EIZFHEJ B e
T—F AT — 7 20mght 338 33 30 8.9 6.1~12.4 p=0.6758
TR 338 30 26 7.7 5.1~11.1
EIVER (B RAER IS KO R AT A AL
FEBLR D .
\ PR X 52 " W | TEBLE o) j= Fisher®
T—TF AT — 7 20mght 338 17 17 5.0 3.0~7.9 p=1.0000
TR 338 18 17 5.0 3.0~7.9
EIVEA (A RIERBE O R AT /L REAHERAL LSS
FEBLERD .
\ PR X 52 " W | TEBLE o (= i Fisher®
FT—F AT —720mght 338 3 3 0.9 0.2~2.6 p=1.0000
7T vREE 338 2 2 0.6 0.1~2.1
EIVE A (i AR AR A 2 5 25 D)
FEBLERD .
. EHT G » W | FEBLE o 1= i Fisher®
FT—F AT —720mght 338 13 12 3.6 1.8~6.1 p=0.3524
7T vREE 338 10 2.1 0.8~4.2
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3) REMHER

4) BE-

J BBl BR

?%iif“fhﬂtf‘aaxl%fxféﬁé:l,f;féﬁﬂﬁkfiﬁi%%16l719xz

BRI Y U~ T, ARHREEIE, ZRMEERE, M6ES
X2A¥ﬁm%H§L%Eﬁ®Jﬁ§ﬂ
CYURERREE S I TREET Y v~ FIoB i 2 B RFT O8] DEIERo bh T
WV, RIZIEEBMO BEERCIIBB BRI TH D5, )

<R 7L >

(H H) E—7 Re7 —720mgDEHE GBI LM LW
HEMEEBREHT 5,

(et 5 FHEEFEMIEEE AT 5 BE 12001

( MBI ) 18R Y v~ T 4361, ERAMERIEIESR, AR MEHE
JE1961, MESRAESH], & D145 [Fef Ak U FE R
S 5135]

FHBrofEE EHRGRR (F—7 3 )

( BHFHE ) £—TF Ae7—720mg % 1 H 1[0, 18] 1~2 K& B
12 12~24 BEMAS LTz,

( PHMIEE ) BB ERUGEE, etk

CHIERYE ) DARUGERE - BEHBAA% OK R B K& OG5 IERFIZ,
RBRPHAARE & L U 72 SO 2 IR D 5B CREAT 3%,
7o, BAKTHI B O SR EE & Rk e deEE L35,
T ASE 20 S E SRESE 448K 5L

< I S >
Wi ( [HhaspEsE | DL Eo®E) ;tEEHBJ_%%l 4% (36/7041) ,
1218 157.4% (39/68%]) , 24¥81%75.5% (40/53%1) T, HIEFEMRIZE

WTIX72.6% (53/73%1) ToH o7,
CRBURNS, 1BPERETY 7~ F L AAIEA ORIB Tl 572, A
RYEE ORI BROT)

o =y vy
80+ (40/53)  (53/73)
57.4% i ®
51.4%  (39/68) M“.MFM
" 60+ (36/70) e
£ 40l 27.1% /’/
= (19/70) "
: () : I I
20 MEEGIM  [PEERE OGS
0 T T T T T
0 4 8 12 24 BRRSHER (B)

BE5HE
A >
BIVER S BLIRILT.5% (9fF/120%1) T, T DOWNFRIE, Bt E%3.3%
(41F120%1) , 9&FE2.6% (31F:/12001]) , JE770.8% (114/120%1) , HE
0.8% (1f4:/1206]) TH-7=,
BIER B L 285 tp b f X 12060 5B 38D b vz, +DOWNERIL
, PERRMERZ G R AN, FAR, BN E 1B TH -7z,

BREERR L
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(6)
1)

2)

AEEE A
ERARERE - FER
RARERE (BRI
&) - WERFTRERR
AER (TREBRERKS
B%)

AEEHELTER
FEDHNAEXITEM
LE=HEBEOME

BARWAAA

BA=RSANA
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VI. 3KEHh3F B4 A TH H

Vi—1. XBEZMICEESHD | AT A FRETRIERA

LEMRIFLEYME | AL RRAFY Y, AT FuTdxy, FANAETR T2y, PruaT )
7R ULRE
Vi—2. EBEER

(1) EFREEL - ERBE | ARBENIALAHEAL CRIFMEICIER 2 38489 5,

FhTa T OERBRE, TuRx2 7500 OASEIMEITER,
A TCERMHIER, AmEREERLIEERZRERE X5 TN 527,
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@ EHERMTTHHR
5%

1. #EIEH (T v b)) 20

=T Re7 —720mghElL, T v FOA — R PRIERET®, WAV -
BT = 2 PIE TSR S O RERBI T R T E 7 /WA Fo W) THRALIEREIC
U CHERBEREN 2R LT,

@7 LA —A NRIERERET L

(@gq .
##:p<0.01vs. E—FRgT— T EHI

**:p<0.01 vs. ENE

(Dunnett% ELLEEE)

60 1 EHE+FERE

30 4 RO

ik B ik vt &
H
HH

mnE ES5R,T—7 ES5R,T—7 FrFooxy
-3 20mg 0.3% Rk {1

(B T1E)

7 v~ (n=%8~9) AHIICEA 2R L, EAIRER, T0
JEWFIZ20% 1 — A NEREIRO0. 1m L% & U R 2 B S/, 3R
PRAE S DI BRE A2 P E L7z,

%1 T—7F#| : 3x3em?2, 7 h 717 = 0.3%AEF  3x4cm?

@A)y T = RIERIEIRET IV
(g) -

90 - H#:p<0.01vs. E—FRgT—TEA il
**:0<0.01 vs. EILE

(DunnettZ E LB TE)
THEIZHERE

D
o
1

w
o

.
HH

TEmF B 91 &

HNE :E_3X®7_'_j’ :E_51®7_'_j gl =
Hl 20mg 0.3% B %l

BT E)

T v b (n=%T7~8) AHBIICHEA A IR L, EAIRER, 0
SEWER FIZ10% D A4 1% 0 Z 7 = U RAHK0. 1mL A 5 L, 4FFfE %
VZRIE & D P Bl & I E L7,

X2 F—7H : 83x3em2, & N7 7 = 0.83%86(15 : 3x4em?
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(2)

RMERMTHHER
BifE (0DF)

@RI A IHE T L

(=)
6 A
#:p<0.05,##:p<0.01 vs. E—FRgT—THHI
(Mann-Whitney URRTE)
*:p<0.05,%*:p<0.01 vs. SEALE
i I TigfE+iEEEE
s
1 *
!
% #
3 N
|
72 T -[ ATy
. N | B
3R% R 6BFRA 3R% R 6BFRE 3R% R 6BFRA 3R% R 6BFRA
ENE E—5RgT—7 E—FRgT—7 #HhFATIz>
-3 20mg 0.3%85 4151
GRS 1E)

T v b (n=%9) FH1%EIEBIENIC 1% BRSRIK0. 1mLA s L, B
B8 2 D X7, AERER D1 5. 18I [E1 1% | S I B R - 8% < BIEIJE A L
72BEo, Blalk LIRS (IR A 2T ) 2o d ERE SN Uiz, RIES
BE I SRAIM 32 ST F L, SRAIBR 2584 3 B OVGREHI L2 51 Ji fH B OO g S

Bsz E L,

X3 F—7Hl . Axbem?2, A N7 7 = 0.83%86415 : 5.1x5.1cm?

2. PIRIEEH (T > b) 20

F—T Re7 — 7 20mghElX, T v NOMERAIFIIHE VT ¥ 28 b
BB S5 DIBMERIEE T WITIBWNT, HHERE -1 K 0 SHELEFE

LA B ISR 278 L,

@ ER A I E 7L

(mg)
125 A~

100 o

N
93]
1

FEI it 5 s 5 5 4
S

N
(2]
1

##:p<0.01 vs. E—F5 RpT— T HHI
**:p<0.01 vs. AL E
(DunnettZ ELLEIRTE)
T +IZHERE
#i#
skk #it

25

GRBRTTIR)

mALE E—FSRT—T ET—TFRT—7 HbhFOTz>

20mg 0.3%R5{3#l

T v b (n=%8~9) OIEFRR RS2/ L, BERRERZ miHliE
WS FICHET A LTS L=, IR X v A %21 06, 7H
M L, REEAETH OB AICAFELRRL, wRRFERLZNE

L7,

X1 7—7Al: 3x3cm?2, 7 F 717 = 0.3%AFA] © 3x4cm?
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(2)

EMERMT SR
BifE (0DF)

@7 vy NEFIRET L

(%)

140 - #:p<0.05 vs. E—F RgT—TEH|

*:p<0.05 vs. FELE
120 A (Dunnett® E LLEARTE)

[T FHfEiEERE
100 A _}l ] _I__I_
*F 80 4 5N ] I
15
l? i
i 60
* 40 -
20
0
3@ 5A 7R 3@ 5A 78 38 58 78 38 sB 78
E—S5RgT—7 E—IRgT—7 FrFRIzy
RILE k31 20mg 0.3%R4#
(FRERHIE)

7 v b (n=%T7~8) DREMEZNIZ0.6% Mycobacterium butylicum
(Difco) WEN/NT 7 4 VEREIRO. 1mLAZ EH L, iz Ek SE7,
15 H R ICHBIAFE 2 JE L, 5318 ZIRKIENTIE L 7o iR 28R L,
A2 2 1 H 6FFRE, 7H MR K U, AR A RE 2% B AIZHlE LT,
%2 T —7F : 3xdem?2, 7 F 71T = 0.3%HEA] © 4x4cm?

THOEIRIER (79F) 20
%~77\®7~720mgﬁili&Ti Y TRES T & D BEBIETBIC B THT
BEE KR A=T) , Akl (FIER) OREAMEREZERICONT
HEALER T DA ERBRIEN 2R L.

@S TS (KM A=7T)

FE+HRERE
* :p<0.01 vs. E—S R T—THH
(Dunnett® % E LLEHRTE)
47 36t02 34403 #:p<0.01 vs. 7 NF O TT20. 308511
I T (Mann-Whitney U&5E)
3 -
R
= 2 1 1.7+0.2
7
1 -
0 :
WAE E—5RgT—7 EFIRT—7 HrIOTzV

I 20mg 0.3%BE 4
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@ EHERMTTHHR
BifE (0DF)

(3) YERAFEIRESR - FEiRF
fi]

@ L (KRIER) OREAMEELS(LE

GRS 1E)

79X (n=7) OFBEEHIZTE—T Xe7 —720mg, T—T ReT —
TEAK O N7 a7 = 0.3% 05 F 2 4R R RGAHS U 7o, HIBERR, [R)E
AEIZ10%E TR M PR Fe A= PR M KRR 0.6m LA A L, BIFREIZ A Z kI
DD IREAN EE LR O TRE (BRAa7) 2 E LT,
3 FHHF & B ITAET 5XTem?2 IZ M U TR L7,

EHfE +H1ERERE
(%) * :p<0.01 vs. E—5 Ry T—TEH|
(Dunnett® % E LLERIRTE)
40 7 323430 #:p<0.05 vs./r N F O T T20.3% BT Hl
31.2+3.1 (Student's tHR7E)
& L I
= 30 A
B
= 16.2+3.5
75 20 4
1t
Lﬁ
10 4
0
INE E—FReT7—7 EFIReT—7 H+IOTIv
HEI 20mg 0.3%85 <
MEERR L
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(1

(2)

(3

meREDHR, BIE
lf

ARLAMGMEBIR
EEE

&= MPRERE
fi]

is3

BERRERER THRASIh
f-mEE

VI EYEhReiZ R4 5 H H

BA=RSANA

3t % 12, THEE RS

1. HAEALAF29

TEFERR A B 764 OFF~DE—T Ae7 —720mg i (X 7 m 7 =
> 1 20mg) 24WFMEEIAFFICBWT, &512.7+1.605#1%12135.85+
18.02ng/mL f & MLiE T 2R L, 488 R # I I3miE T L vigL A L

HE LTV,

(ng/mL)  BAE|BEATIC 31T 5 i P B
1507

i}

#1007

th

K

P

w507

=
00 2 4 8 121416 20 242628 32 36 48(hr)

AT

2. 28H ML} 29
R A B 64 DEE~DT—F A7 — 7 20mg?1H 101, 28H
E G AL AT IS BN T, HIE L 72 £ ORI IO T b SR T 1 S e
TEFEICE LT OB L7-, Cmaxd L AUCo-2amelE, S[EIF 5L E
FARREICE L, N £ 122.02~ 156.34ng/mL ¥ X 182106.57 ~
2529.51ng-hr/mLTh ~ 7=,
ﬁ%ﬁ F % MmIEH IR E

28 H [A HERE £ 12 35

5007

2007

AN WAL

507

W EE TR B OB

T RE— RS2 2
0 24 0 24 0 24 0 24 0 24 0

10

24 40

14 28 (R)

ir ]

21
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(4)
(5)
(6)

(1

(2)
(3

rhEiE
BE - ftREOEE

B&EH (REaL—
a3 V)BIICKYH
BALE-EMEARNERE
EHER

RYEERE/ NS
*A—A

AVIS— AV MET

W YN SR £ TE 4

RAXTRLFEY
74

BRI L
M E R L

M E R L

REERR L

AR L

@Jﬁﬁk/\ﬁ%(iﬁ@jb*ﬁ’\{‘_7x®7 720mg (F hFm 7

20mg,/1#0) 24K HLEIAEAHZ 31T 5 AUCo~w, Tmax% (IR DY Th
724,290
Elg'fﬂ’ Cmax Tmax AUCONOO
#% | (Mean+S.E.) (Mean + S.E.) (Mean + S.E.)
14 135.85+ 18.02 12.67+ 1.61 2447.83 + 198.67
ng/mL hr ng-hr/mL
8 # 919.04 + 60.36 13.33 £ 2.23 18209.98 + 962.52
ng/mL hr ng-hr/mL

a7 OGP EEIRLI2. TR SIS R EICE L%, RaIT
KT L, ARIBREZRITELONTHED Uiz, ARSI ZAT LTz & &, FIHE
#% DT12134.524+0.65hr T, [RFE48MIZ ICITMHIBRLL FIZZe 57~

<BE>
T hT a7 e R ORI 7 VA A RS X OVRAE R B

BHLEZEEOEYFHENRT A —Z[TIROBE) TH D,
L HEHNE 7 7 L F > 30
&’ﬂ_‘— Cmax Tmax AUCX
(Mean = S.E.) (Mean = S.E.) (Mean + S.E.)
100mg H[al | 10100 + 1100 1.22 +£ 0.28 21910 + 1570
(n=17) ng/mL hr ng-hr/mL
50mg Mi8 5620 + 510 1.16 £ 0.25 11550 + 560
(n=17) ng/mL hr ng-hr/mL

g(mu émﬁ_ﬁﬁfﬁ ﬁﬁ%i (1 IEI50mg, 1A 3@” T&)é
X 1 B RHE AUCo~w, SO RHIE KRR
MO ToO AUC 2R LT,

BIFDHLEE
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(3

(4)
(5)
(6)
(7

RAXTRLFEY

T4 (DDF)

HRREEHR

ERHME 1 7" L] > 3D

@ﬁ” Cmax Tmax AUCOwoo
(Mean + S.E.) (Mean + S.E.) (Mean + S.E.)
150mg Hi[A] 2383 + 294 4.8+0.4 25170 + 2120
(n=8) ng/mL hr ng-hr/mL
150mg X158 1713+ 195 5.6+ 0.6 20630 + 2630
(n=8) ng/mL hr ng-hr/mL
PR ER R L
PR ER R L
PR ER R L
M E R L

FJED BN S 4, 8 HERE N OME~BITT 5,

1. EAEIRLfF29

R A B 764 D A~DE—F ZeT —720mg 1K (X N 717 =
v 20mg) 24BFFHEBEIREFICB N T, B4R ETOr N R T =
WL B 1313.6Tmg T, A Bk DI ER1T69.74% T - 7=,

2. 28H ML {29

RN T 164 OFEH~DE—F Re7 —720mg?D1 H 10114, 28H
MESHCB W T, HE L Eo@HEEICE W T, FH13.02mg~
14.94mg I FIFFEELRWIN R 52 7R LT,

28 H e AT 12 3617 2% B R UV &
(mg/24hr)

16 7

15 7]

B
T8 %

b))
«

o

6 10 14 21
e

(REE B v~ N7 T 7)

2|8( H)

o
—
w
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VI—3. IRIR (DDF)

Pkl

(1) mik—iXEIPIE@ M

(2 mik—FRBEAMER
%

() Fit~D#BiTH

(4) BER~DBITHE

3. R SRpEh e a2

fEFER N 181 2 3t G2, &Sy BRe =R Bk O Fik &2 W T,
F—T ReT — TSRO fAIE T v T T 2 U BICOWC, A e T
20.8%/ N T e kBRI HE R L7z,

< HE>

WERE DOEE & LA I ENADDNEIZST, EAD EH BN HEE

Iem2t L7 —TF ReT7 =7 F72137 b7 7 2 0.3% %y 7H & BifF

L7z, Bhfr4, 12, 16, 24FfRtZICr N7 v 7 = &5 HIE LT,
(=T A7 — FIF24FRF BRI L, 7 N 71 7 = 20.83%/3 > 7Al

IL12FEZ IS B 2 72.)

< fE >

m{RERIKALfT4, 12, 16, 24 OMEY S N a7 = VB % g
L7z R, RFFEICBWTE— T ReT7 — 7D 7’0 7 = VBT
Fh7TrT7203% Ny THRIL Y bEREICE ST,

- %_51®7_'_7
& 7 hJ07120.3%) Wy ITH|

50r L I
o 40
=
| I
N 30
H
m
O
D 20f
u
i
g 10

0 1

0 4 8 12 16 20 24
RS (hr)
SEEME AR 2 (n=8)

R L

M ER e L

REERR L

BREERR L
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(B) ZothoBE~DH
Tt

Tt BE O BEICE—T A7 —7 20mg & 1 H 18], 18] 1~4
Koz RIREAT £ 7ol dodife i L7 a 0 b7 e 7 = o ORMBNIR L,
TR, KCTRBNG, M, VI & REEBIC 72 DT DK TR L7239,

(B%E) @O
1. MR R OERRNRE (LT ) 39

EEY b (n=4) OEFREBEEIC, UC-r a7z E87 —
TH (v a7zl LT1.53mg/lt) & 24FERI HRIALAT L, g &
OEAHERIFERG AR D K J, B T ORI, fHA, PR, B, O,
B PN D PR A 12005 & THIE L 72, M & QNS AHIFERG A O K2,
B T O, IOV T, BRI 1T 2 14C-7 N e 7 =
COGARE T 570, B—T ReT — T OHE - HEEZEZE L1224
Bl £ COMEME 7T 772 E TR Lz, MET R ORI O %, &
T O, RO N7 7 = AREIT8R L CRmEICEL, £
Z10.15pg/mL, 115.03pg/g, 1.48pgl/g, 0.36pg/g Tdh - 7=, AL D
&, ETOBE, HRICBITS7 P 7 a7 = o m i T i T i e
EXY bEroTo, £, MATHEO R E K ONE F ORI, 55K OREIX
FEREAHR O FERRER DL L v SV MEZ R LT, T OMOMERICEB T,
MAETEE LD L EWHEBEZ R LEOIXEETH Y, T ORE TSR
JE AR L2818\ T0.19pg/g THh o 72, (IREA4PLE LT, 450
RCRRDEZ Wl L OHHBENIEE 2 JE Lz, )

@ 1M 4 P R O RRPNIR BE O HERS

(ngE/mL)
20 A+ o
m %5 FHEL {EEEE
15 4
)ivd
Eg 1.0 4
AE
e
=
E 0-5 -
._o—-o———"’k —e ®
o0 &Y -

0 4 8 12 16 20 24
i fE (hr)
KA n= 4 4 4 4 4 4 4
i n=28
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(B) ZTDOMBHE~DHE
T (DD%F)

(ngiE/g)

e —— BL{TEE  ——E-- FERLITER
; B S FigiE+ e e
120.0 A
100.0 A
jﬂ 80.0
g
BE 500
8
=
E 40.0
20,0 A
o0 +—-s—-——s----r—a-r--——r—-—T—r——T-r—M
0 4 a2 12 16 20 24
B i (hr)
KM n= 4 4 4 4 4 4 4
i n=28
(l‘f?gfg) —@—BN{TE  ——m—— IFRSTE
' e F91E + EAERE
15 A
v
%Tf 1.0 A
BE
8
=
E 0_5 -
pEE L ¥ BN S FEPFE EPEEEEYEEFPEEEERYES |
0 4 a8 12 16 20 24
B i (hr)
KM on= 4 4 4 4 4 4 4
# n=28
(ng"g} — BT - JEETED
' 5 B FiofE+ EeEEE
15 A
v
%Tf 1.0 A4
BE
8
=
E 0_5 i
00 + el nemfieeemoo o ——————— o o e ]
0 4 a2 12 16 20 24
B i (hr)
KM on= 4 4 4 4 4 4 4
7t n=28
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(B) ZTDOMBHE~DHE

T (DD%F)

@ T A —H

UG- b7’ 7 = a7 — A4 ] B AT IS B\ T (3R,
7 P fe OV E © 20,03~ 849005 [l & K <, AUCo-24 X 5 5 & OVfif Al C
27.24% (%6.41ng hr/g, MET2.41ng-hr/mL & kN TR E <, gL
O IR O A C11.30 2 1’2.66 TdHh - 7=,

£l #HL% AUC/ILYE

tiz (hr) (ugujé%%h.rﬁ:‘l/z)or AUC

i 34.90 27.24 11.30

HEAS | A 20.03 6.41 2.66
il 32.49 2.41 —

B 1.61 0.88 0.15

RO#s | K 1.35 0.59 0.10
i 1.92 5.93 —

2. MW (ELTEY N) 39

ENVE Yy NOEFREMEIEIC, UC-r N e 7= E8T7—7H (U
F7r 7 =l LT1.53mg/lt) % 8EERIHEIALLT L, H§5H L 7= AEfHEB o
&R OE FOBAPMBROMEEZIToCI /7t — 77 4 —% Elii
L7, 8RR, BEEOCERICEWEFENRD bz, £, 361
EE O AR I S ENTE O bz,

3. RRAFINIRE (T ¥X) 39
I ATE SRR 7 Y X ORI 4C-7 T u 7 = U EA T — T Al
(7 v a7z 4.5Tmgllt) ZHREIEG LI5E, 4% N7
07 = UPRFE XA AT ERIE N O B AT C14.33pglg, B3 FIEMIIR T
1.37uglg & FEREAIERALIC LLER LT <, FH%Z 12K Q4RI W T
MR R Mg A P e T 2 VBEE LD L E RSV,

U R B N R L HERS

B - duge
7 DRI (REA )
10 7 DR (EREARE)
I
1

(ug4 & / g or mL)

CEET IR (A
3 -~

TRV (FERLATED)

EEREFTIEHS

AR IR 128 R

SEEINE + AR ERR
* o ovs. FERGAHH ORI EE p<0.05
(Student's t-test)
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(1)

(2)

(3
(4)
(5)
VI—6

(1)
)

e
PO D 6 3 U B
B

R#IEE5T HEER
(CYP450 %) DHF
&

PEEBENRDERE
RUZEDEIE
REVOEEDEE
EULE
EHRBEYMOEE SR
RIS A—4

Bt

HE it ER AL

Bt 2=

P8P N & DI IR I G I L DR & B LS R b L
Exont, MHRORPREDIZIECT VT T T uaF AR
EEZBND0,

N 7a 7 v OFERRHIREFE L UDP-glucuronosyltransferases
(UGTs) @95 %, UGT2B1 Tk %37,

M E R L

LR L

AR L

Tz & TR ~PEt S D,

1. H[EIAGAS 29

TR A S 1 6 LOFEHA~DE—T Ae7—7 20mg 1 f£ (7 b7
7z 20mg) 24 FFFHEIISFHZBWT, 7 a7 o 3N
Pt S, G T % 12 B E TR E DR 95~99% M HEit S 1
770

F7o, 5% 72 R £ CoORYEIEIX 7.66mg T, BEGED 38.3%
WZE LT,

b MZBIT D HEREE &5 RO

o R R T =
73 s
h
K
P 67
B
i 4
&

2 -

0 T T T T T T

0 12 24 36 48 60 72(hr)

L

B F — 2 13615 6 01 L EHERE R T,
(A7 m<= 77 7HEBESHTE)
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(2) HEME (0DF) 2. 28 HI[FERe LA 29

TEFERR AT+ 6 4 D E~DET—T A7 —7 20mg ® 1 H 1[0] 1 4,
28 HMEHALT IV T, R 1 HEE&EIT 3 H H LS E FREIC =
L, 6.75~8.05mg O Th o7, £7o, FEF L LT 1 HHEMEZAE
fHBHEEH O 1 HETRULZMAEFEH L=, 3 HENDS 28 HH £ T 1.45
~1.73 LIRS ERMEIIRD SN o T,

(mg) b MIIT D ER R i G D
107 R F e 7 = PRt

B E U R B X
(=2}

0 T T T T T T III’I-\,I-‘

01 3 6 10 14 21 282930312 (H)
B &

I 0> — 4 (LA 6 0T+ R & R,
(HA7u~ k7T 7 RRAHE)

(3)  HEithRE HRftR D IS H

VI—7. BRFICEDIBRER | LUERRL
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VIl Z2ett (EH LoEES) (BT 5HA

[

ERNB L TDER

L

ERNBREEDER

EER (L3 R (< B&E
THIREEDER

RZERUVRAEIZEE
THIREEDER

EEGERMIREL
ZTDER

FEEN TR

2. ROBEICIXFERALAWLN &

2.1 ARHFIUNIARFN DA% U CRBUE DBEERE DO & 5 B

2.2 TAEY U E (FEAT v A REEHERETRAISEIC X DM ERIED
HR) X2 OBEREOH 5 EE [MEAREEZHEET I BETAN
H5,] [9.1.1, 11.1.2 3M]]

283 Frru s W, AXudxy, Jx) 747 T7— NS A
IR UROBAF 7 NV LU EERETLIEE (AT —
¥, K KLU GRBUEOBEEIROH 5 HE [Z b DSy
WX U CRBEUE OBEEE D & 2 BE TlX, ARFNK LT HI\suE
ERTBENLRD 53, ]

2.4 WAMBBEUE DO H 5 B [5., 8.1, 11.1.4 /]

2.5 {TIRZIIO LM [9.5.1 ]

V. BB 2THE] 22

FEEN TR

8. EELEARNIEE
<Zheg@E >
8.1 B RER U EARBUEZ BB T2 208350, TITIXELEDS
BWRBICESTIEFA B ME I N TWDEDOT, EHAFNIHEEICK L
WOIEEZ 32475 2 L, [2.4, 5., 9.8, 11.1.3, 11.1.4 /]
C SAMVRIBBEOFRIZ) DO T, BEERERBLT L 20
D DT, BB« HIR, T O PR, RIS O R ERER M FER 0 H il
BAIE, EbicEREzdik L, BEEELL, 2752 &, 72
B, FEHBEBZ&E L CRBLT 25805 50DT, RKICER
THI L,
c EHRRBUEZ BT S ERHDHOT, FEHFIIRECHNDL
T, FAOIEEEBET A & & BT, BEONERES, AL A K
R, ViR —H—THENTDHZ L, B, AVESCETFORIT
BN EBBRSEIBETNNH L0 T, LI EFZRBI T WD
EYOLRREEFERTH L, F, EHBEA»OHK I A%
BRBLTRATIHIZLEHHDOT, HHABLYUSOM, FEICE
BT L, REPBOONIELAICITELICHEHNEZFTIEL, &
MAEEN L, WUIRAEEITH I &,
<, ETRREEE, FEETREER, B - REKx, REABER Lk
BLEX BHRAE NMEROER - BE>
8.2 THRPIFANC X DIRIEIIXHERIETH D DT, JERITIE U TEYIFE
BEUSORELEETHZ L, £, HAREMICHZ2BAICITA
FOREZ+7ITBEL, AEHORBICHET L2 &,
<BEY O FIZEITZEEBFRDER>
8.3 THRIFANC X DIRBIIXHERILE THDH DT, PV v~FFEEIC X
21 G 7 VBT oA, 72 BRI A DK D BB DAL T 5 2
L,
8.4 BAFTROIELZBIE LN ML, EYichblvEREEMH L2
W2k, £, VERNNBROKEIZEEDDZ L,
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BEDEREAIT D
BEICHTSERE
(DEHHE - BIEEF
DHHEHE

(2) B trelE

TH

BE
QFFrEEEERE
(DETEREEHRT 5F
(5)4E 4

(O=ER

(NINR

Q) =nE

9.1 AHHE - BEERZFOHIESE

9.1.1 [LEXMBDHIEE (FTRAEY VIHEAXIIZOBREEOH D E
EZxKR<)
T ALY VR TRV & B4y BTBHZ L, KB
BEOHIC i?xt)/%ﬁﬁﬁﬂﬁﬁbfwé &#%z%h
TEY, ZhODOERETIIMERIELZFRT I BZTNNH D,
(2.2, 11.1.2 &]

9.1.2 FEREEDHDEE
JEGe % P D RIEITHT L CTHW DAY 22 BUEE A U E
Rz L, 8lgs oI T VEE] ﬁmﬁé Lo FERE DR
JEZARBEMALTH2BZENNH 5,

#m

REZI TV
BRIEIN TV

FEEN TR

9.5 1Fi%

9.5.1 HEiRZEIAD XM
ﬁmbﬁw Lo I NT T = DA E B TR o Aot
FEHLESE, BESIREIESEXS Z 8 5, mﬁﬁ
]

9.5.2 1% (FIRE#IZMKRC) XIIFRL TLSAREED H S L
1B EOBWRENERIEE BRI D LW SN D EAICORMER T
HZ L, MER/NNROMAIZE ED DR EEEICERT DL,
7T o OB E TR O EICEA L, FEAkED
JENRE = EORENDH D, T, V7 mﬁﬁ’r//f‘ﬁ“ BRELEA
(%Dﬁ AF) ZAEAR A L, R V2 o0 B RS RE R K OVR SR

Dy FFUITHE D oK 9f@t%t&®$i#%é
FEEN TR
9.7 IMNR

N Z G & Uz B RERBR T2 L T2y,

9.8 E#hE
RERTEROD B2 & OARBEICIER LN HEEICHE T 5 2 &, FHK
(0.3%%7 b7’ 7 = A OFIREREOMER, ks Cal
TER (Bl g 28) ORBRNEEICE -T2, [5., 8.1,
11.1.3 2]
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(1)

(2)

HEER

HAZRETDER

HRATE L ETDER

BlEH

FEEN TR

KA 5

BERAIEAR - HEIE T ik

B - fEBRIK T

ABRL4—39)

TFhTRT7 o AROAIE R
LR — oAz X
D A Kk Lh— NOEM
DHEREINDZ L0 5,

A WA=V S N
XY — NEOEH LSS,
A b b USY— ROt
MBRHEIND Z LG S

NTND,

11. EEH

WORWERNSH 5o LN H 50T, BERE5I2ITW,
WHRRD LN GEIIIME A 2 P19 25 7 U R0 E 21T 5
ks

>R
-
—

(fiFa)

OfEfEiE, TRMMEEE FBESTEBEL, B - RBEEX Lth
LK, HEE MEROIER - EE

FIER] 1,156 Bl RIWEANRE S N=DiX 57 4 (4.93%) THY, 3
BURIWWERE, 92 111, B8 9, SRR 18 1, MUk 5 144
DR RE2 54 14 (4.67%), BEAHEONEE, #1%, Bk &k N FOF
JES 11 (0.09%) 72 ETholz, (KFEEE*x)

OB o<F

FIER] 525 B FhEIVE 238 S 7= 01X 45 1 (8.57%) TH Y, FH
U7-BIVERNE, HEbMERZ &R 17 4, AR 12 4, AT
ALBE 6 14, W HEAIFE 6 1, WA RE R 3 S Th o7z, (B
REIB N GRIRE % )

WECERIZ: EOBROREICLY, vavy, TF74T7F—,
M BERAIEOFHET (7 A Y VR, KRB EUEORBLARE S Twn
Do

% 1 BE—TF Ae7 — 7 L40mg TlX, (F— T Re7 — 7 KRR TE—

7 Ae7 — 7" 20mg MREIENAAGRRE) & Fifk
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(1) BXGEMER &8

11.1 EX4LEER

11.1.1

11.1.2

11.1.3

11.1.4

awvy HEEARE) , 7FI7473F— (0.1%A)
vavd, TTF7 4 7% — (FEME, WRIREE, BimsiE
) WbobhbdZENndbDd,
WEHEEDFHR (FAEY VBR)  (0.1%K0H)

WMk T 5, WA, R R RS O W IR A3 T B U 72 35 A 134k
HAadibdsz L, ok, AANCX 2B EOFHERIL, Bt
BEEBTRIAL TS, [2.2, 9.1.1 B3]

AR S 2% (5% AT, B4 A )

AEAHERICHEBL L7395 - R, £ 9 PR, IR, ALBESE 3
LU, BEHE, V#IE, AW - OV6 ASEOEE O R ERIERC 0
A, AFEBANERL, &5ICEFITHERIERDILRK LE
BT E083BD, ok, HHABKAZREEL THLEET
HZEHdHD, [5., 81, 9.8 &H]

FHERBEE (FEARH)

AR 2 SRAMBRICIRTE T2 Z L kD, RNE I FEELE DAL
BE, 392, RSO, MEAR, TBHE, KB OLAZEOBEEDORE
RIERSCOEIAE, ABRENRIL, S DLICEFITEERIE
WOMER LEELT 220355, ok, MHZEA LD
AZRBLTHLREATIZELH D, [2.4, 5., 8.15H]

(i)

11.1.1

11.1.2

11.1.3

va v 7 X, BTG EAR IS O MEBERIS Fic Lo
THAMR MR FIRRRIZIE Y, MR GE SN IIRRETH B,
AFN O P 2R B R PP A H, EO LU0, R
Fein, EBH, FRZE, FERREER e S0 v g v JIERSST 7 4
TR U—NRBIBLELAIE, EIEHEZ P UARFIEZRET
DL L BITHEY R E AT Y, £, AAlERET HERCIE, AR
R OISR R FEIE 2 EHER OB BUCRE BT D,

TAEY UERIEL, TAEY VAR UOETEIIERAT a4 Rt
RIEFIZFIZL O RIERFERERINDHEEDZ LT, IaRAZ 7T
Uy OAEGRRIMAERIZE S IET LU —FIC LD LB %
LNTWDEN, BIEDE ZAFMIRHATH D, —oDOHAITH
TERNHER SNDHEEITIE, MoOEAT oA REFRRIERTHHER
TAHBENNH S, 0.3%7 N 717 = CIHIOF T, BbF%
A~GIFECTRIENEILL TH Y, MPEE L ORI RIE ST
W5,

TAEY UEs EIXREIEICED Z LN 0OT, KFOFEHFIZ
LT H, WS, PR R EEER S O PIEIR SR EL L -G AL, B
HBIZEHAZPRIEL, WEOBRMESIZX HEU R LEZ1T 5 M
N5,

PR G A%, AH (ERIUTIERIALSY) (kD Wk () il
WUIT7 L AVF—fFIC L B,

FEABBUE (T T LIV X — PR ER & T D MEN LD, 7
MIZARHATSH S,

AFIOM NIV, B, FR, EIR, BRAERK, MK, K -
WO AR EOIERN S b o BA/IITEAZ 135, 3EHH
R > TWDAREMEN D DT, KT D £ THRESZ A
KT 250, UIKTHRWAET 2 E L TERAEZBRET S, BRI,
e 2% I VA, AHAT A RRIZ®RGT 5, FRIIERPE L
WA AT oA NAlOE &g S (MR, T8 2R E%2179,
T, HFRBUEN DN D HAIE, BEE O & B L7
MABES R EICY TRVWE I ICEET D, 7 L X — gzl
FER§2%, a7 Lo —MEEE R O5A, JRINWE L oz

l
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¢+ HBREMEREERE  OEMRE ZEHMEEE REEERL RE-REx RBEARX L
ERUVHRRREMBE | BLEX BRE MEROER - &&

B8 AGRIEE COMA 1,156 FlZ BT HEIWEH DR & FHEE FRIC
Y,
FRATE 1 5% 1,156 —
BIVERRBUEGIE (%) 57 (4.93%)
BIVE R R B4k 68 —
F 72 EIVEH O FEEEK T
PEfil R R 2% 54 (4.67%)
B 11 (0.95%)
IR 9 (0.78%)
ESEaRY 18 (1.56%)
RS 5 (0.43%)
liR 1 (0.09%)
PEfil FZ JERNOS 20 (1.73%)
iz (B 1 (0.09%)
#ZRE () M 1 (0.09%)
B 1 (0.09%)
VEIE (FE, F) 1 (0.09%)

ML RHET #20 A1, REOIRERID L5107, FIRERH,
w2 F—AERICRBL (B, VRN

Wik DR A A i S

1,156 B/, BRI 2355 S 472 329 BliZ W TRl L7251,
AANTER T 25 &5 2 b5 ERRAEMO 5 ZEIIFE O bt o
7=,

OB&Ei o< F
ZHREIBINAGRIE £ T 525 Bl 1 D RIVEH OJEIR & R R%E

TEIZRT,
B | (%) [
FFAT xS 451 525 — —
RIE 38 BUEBIEL 45 | (8.57) | 56
2HEERL O 5 RBTFEE 26 (5.0) | 35
W A R % 3 0.6) | 3
108 AL EE 6 (1.1) | 6
T BB D P 12 (2.3) | 12
1 L2 6 (1.1) | 6
i A R 1 0.2) | 1
A PE TR 1 0.2) | 1
i AL PN HH I 1 0.2) ]| 1
3t FH R B 1 0.2) ]| 1
it A2 3 0.6) | 3
it AR 1 0.2) ]| 1
o AS SR S & OV Ok ik b 1 0.2) | 1
B i 1 0.2) | 1
AR T R 5 2 0.4) | 2
FEIED FN 1 02 | 1
BEEH 1 0.2) | 1
B ¥ & OV TR ke 17 (3.2) | 18
PEfE G 16 (3.0) | 17
LM B9 1 0.2) ] 1
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Fie PR R A e
B | (%) [H%
BRI 525 — —
i A A A 1 S 7 FE BUE (4K 17 (3.2) | 22
TI= T NT AT 25— BN 4 0.8 | 4
TANRTGXERT I NT AT 2T —FHEN 2 0.4 | 2
ML 7L 7 F = BN 1 0.2) [ 1
ifn LR K SR SR HE N 2 0.4) | 2
y — T NVHEIVRG L AT 25— P HA 3 0.6) | 3
PR 7R O R 1 0.2) | 1
PR 7 i 2 0.4) | 2
3 1L R ek 1 0.2) [ 1
H i EREHE N 1 0.2) [ 1
1/ R E N 1 0.2) [ 1
Yo 73 ER 5y g 1 0.2 | 1
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48 Bl 7 o — X K/ F7 2 |
SRR EUE
Kty FTF AR
7%74?%y~%ﬁﬁ
DA =T Ry FT AN, 2007 0 — X KXy FTF AR,
ﬁ@ZO M7 e —X RNy FTF R ML,
72720, TAMPCTF 74 9% v —va vl EERTAIBEN
NHDHOT, BEAFORMENH D572 ECHEEILITY 2 &,
HEEO L & TEBETHZENEE LU,

68



Vi—9. BERRBREBRICKRIE | II—8.(4) T HBIRIEMFEBURE N OBRMAE R 5 OHSHR

W

THE
i—10. @E&RE FEEN TR
ii—11. #RLDIEE 14, BRLDOIE

14.1 EXFFERABEDEE
FEHEAI DR ERI A £ 2 nH 50T, HBERE, R,
W95 XIXRIBOEBMIITEH Lgnwz &,

I—12. Z0foFE

(1) BEERERICEDCE | REShA TNy
3]

(2) FEEEERFEAICEDLC | FEESN TV AW
B

69



(1)

(2)
(3

IX. JEEGEPRFABRIZES9 5 HH

I ER
AR (TVI.
$HEEICET HEE
SR)

Bl RE I ER

T e REHER

M ER L

M E R L

AFNIr b7 a7 22 E UERERIEAITH Y, REEET
D2 LM FRPRERER OFE R NG TOR R L RRRIC/ D LHEER SN D,
Z O RA L L COREMEEIRERIIIT o TR,

UTFICT b7 7 VRIS O TS ST 5404072 2P SREREL

BROFER 2R,
1. HARMRERICKTT D1EH (U X, xa)
HEREH B FE it
T=Ay 7 RiE | v U A | 10mg/kg il
HI&IEENZ R IF T S o {%@@mw;1~%u%@@
. N . 10mg/kg : HBEEEMH
FHEEC KT EE | n—2ay NE ~ A
b ) TR > N v smalkg : fEFI7 L
ANFY LY ) - .
s 57 Na <A | 20mglkg : HED DT INIEE
i =
SULE S L b | 10~ 20meke s DTS
Na 5mg/kg : {EH7Ze L
A MY F=—x | VA | 30mgkg : HERL
LT WIAAER AT RV ~ A | 30mgkg : ELRL
EE ~ A | 30mgkg : BELL
BT R F R Sk B RN X = 15mg/kg GLv.) : B L

2. AEMESRICHT DN (U X, £LEY b, Ty b, x3)

AERTE H B il
5 RS RE 1 M E ~7 2 | 20mg/kg : {EMAARL
HERES), tRAZ I,
TEFraly, ko b= v ' s
MRS o Tovesh, e |y | 100mL PHRL
DRV
i Y 7B HRED, A% by Z v b | 105~104g/mL : {EM7ZL
WS | B, A7 Rury J v b+ | 104g/mL : {EAZL
W R F =3 20mg/kg G.v.) : EMZL
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(3) ZLMEEHER
(Do)

(4) ZOfDFEEHER

3. IPRERBRACKIETEN (Y9, EAE Y B

HEREH Hh Yy fE (S
15me/kg(.v.) : 282 L
30me/kglh L CMEL AN, &
4 NP . . DI % & -3 Nk
YAl st Iy & Vil . . N
MR, SHENURIE, (Oak, SHERMEE | V% SEBIE, BRI 175,
100mg/kg THEEAR T b 5 WM LR
1
T A=VT I, . . %
R 7€%wzuy v | BOme/kgliv.) : B L
DX AES 50mg/kg(.v.) : R L
7 BLEy b | 104g/mL : R L
I [ 05% : wBAL
$iig H B 1 A AL A 1% - AR
— —
R f%;f?“”“g ey b | 105g/mL : fEA7 L

4. TOMOIEH (7 v b, 7HF)

BT B R
o e = 10me/kg : JR B
PREAON IR B AR R 7w b Na, Clib
— | 10gmL: B L
05 LB 7 0 | oagm : W o
e RE g | 20T ST | gy | onlip) : gL
B T R 9% | 10melkelp) : WAL
I R PIVER | 5% BEDTER, &, Wk
R FTRIE ol TIE | 5% -t L
RHE R L
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BfE 5 N I
= . 755k B
R R OMERRMC 2% | ke cami e & b1
- ROL0% T h7 27 =7 | 1 7S 99 0tme/body) T
CDED%Z v |k . PACA N A=A N P e T~ L e o
| \‘ 0, I RO AR~
(HERES n=10) 4.5mg KO 22.0mg/body) % DRI LGt C A 72 &
3x5cm IR L, 24 BERIAL L’j: Fe
L7, =
BfE b N I
(n) o b5k ARERAG
W R\ CERAN(EhE N b
#;z;ggiﬂe Fu7 .z 17102, 19.7,
‘% =7 B | RU94.9mg & AT D)2 1 H | EFEMERE  189.8mg/lL/H
i n=53 17 B 2 ¥ (140cm?/J8)
13 AR BRI LT,
B R e L
1. FERGHIME 454349
B | K5 : e
Al () o BehH 5k FRBRAG SR
T— T ReT — 7 | IEH K OBIERE O R
M (A 1E S Fl 2.5cmx2.5cm (7 b | SALIZBWT, HEHA
F & — A MY | B | e 7 =2 v 0 | BEOYYFA@TY
(n=6) 1.78mg) % 24 B | = — LG/ T—THIL D
EERET L7z, HEFWHECTH -7,
FT—T AT — 7
(4 (15 SR 2 pemx25om U7 1 | E R OSUBA & b1
SRR SRR HEHE T Y | B | BB IR D
(n=6) 1.78mg) # 1 H 6 -
WFfb], 14 AMKE -
HEFT U7,
Adjuvant-strip £
Hartley % IZHEL, E—T Re |, o )
MEELEY | R | T— T 4 BRI ;gggif#ém“ﬁ
(n=7) L, 5% 38 -
. Sy LT,
Y RAE 77
HERARIE Non-adjuvant /412
Hartley % L, T—=F Aa| . on e
LT b | MR | 7% 4 BERIRG gﬁgﬁf“ﬁﬁf% b
(n=7) L, %% 45 -
Sy L7,

2. {HILERREZEIEH®
Wistar REEMET » b & AW EBRIZEB W T, £ —7 X7 — 7 20mg O
HILEREEEMITERD bl ro Tz,
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X. EHRFHEICET 5HHA

X—1. HRHEAR» EARRANA

X—2. BAHHMEIEERH | HAGIR : 24
i3

X—3. BE-REXHE EIRRAT

X—4. FEFHRFVEDEE
=

(1) BBTORYFWIC | EF AL ST TRIFTS 2 L,

21T

(2) ZEFIRMEOZIEGE | IF48EH LorE] oESR
EFICBEITRED
JARIEE)

X—5. ERBEEFHSH AR ANA

X—6. 8% E—T Re7 —7 20mg
70 #%[7 #/1 £8x 10 48]
350 H[7 #/1 4% 50 4]
700 Kel7 #/1 £8%x100 4]
E—7 A7 —7 L40mg :
70 #[7 B/l $8x 10 48]
280 Kr[7 #/1 4% 40 4¥]
560 K7 #/1 4% 80 4¥]

X—7. BHROME A AL TNV =T A ER—R L LEEET 4V A

X—8  R—MK7 - R%E [ —pi oy 38

SRR £ —F R’V 7 30mg » 60mg (AJE), T—TF Re/Ny 7
XR120mg * 240mg 72 &

GhF2 BB =T Ned%, B X —eZ U —2I 3%,
Yt B —eu—3 3 3% (A &

HEHFIERE) © 1 EAT o 50mg (o tBA) 7ol

EEAIES

SARBEEIA] - A 2 RAZ AL, 7 = v e 7 BEAHAL,
TANET e T e R

S I A RAX T URE, 7o Ve IHRE R Y
AV RAZ UK, 7 =T 7Rk E

o A:vriagdzF NI oA TR,
nyy 7zt M) UAERE
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vrrazxF M) AR E
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X —10.

X —11.

X—12.

X —13.

X —14.

X —15.

X —16.
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HERFTAREFEAHE
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RMEENHFEAR

HEEX (T EREN, A
ERUVRAELEEM
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AE

BEEMR B
RAKRFABRUZE

DAE

BEEHME

1% 32 2 el 1l PR EE 2 A

[ZBE¥ 5 1HE%R
L£Ea—F

RIRIGHT EDEE

Hriloe s

E— 7 Re7 —7 20mg
FLEIRGE AR H - 2008453 A 13 H

: 22000AMX00683000

E— 7 Ae7 — 7 L40mg
FLEIRGEAGRAEA H - 200843 A 10 H

: 22000AMX00615000

ﬁkmuﬁﬁ

mu%ﬁ
[H AR 7E4 PR

F—F A7 —7 (2008 4 3 H 31 A EHE EHIM&ET)

RS TEAGRAEA A
F—F A7 — 7L (2008 4 3 H 31 OB E L& T)
RERFEAZRAEA H : 20024 3 H 4 H

Hriloe s

1995 8 A1 H

E—T Re7 —7 20mg : 2008 4-6 A 20 H
E—7 A7 —7 L40mg : 2008 /£ 6 A 20 H

[H AR B4 FF -
T—T AT —

©1995 412 H 1 A
(2008 4£ 3 A 31 B %)

T—F Re7—7L:20024 7 A 5 H

20094 11 H 6 H
MBEER Y v~ TFIiZ

201142 H 23 H

(2008 4 3 A 31 A%

A PRI HE )
T E AT

B 28 RATO#ER ] ORhEEEMN

MR, SMETR OIEAR - IR O8R - k) OZhREIBIN

A L

BARWAAA

KANL, & (D203 HRE) FIRICET 2 HIRITED ST,

F E%@Jé L7k
ke HOT %= FEMEEIEINGR | e o
Eiggma— K | OrTTE
__ | 704k : 1064445020104
:E*_j;glig"—j7 350 % : 1064445020106 | 264972952169 | 620007805
700 #% : 1064445020105
| 70#: 1147865020104
qe”‘i;gig;“_;7 280 i : 1147865020105 | 264972953084 | 620007804
560 4% : 1147865020106
AANTZ RN EOBFRIEIKMDITFE Y Lz,
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3)
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24)

25)

26)
27)
28)

29)

30)
31)
32)

X 1. SCik

WHO: The use of stems in the selection of International
Nonproprietary Names (INN) for harmaceutical substances.
2013. p. 145.

BH\WIE B ASKE S

NS N B AREKIMHHMEE 2 — f DASR EIEL G,
(#R) L1E 95 2011. p. 646-52

POGRIIEA NG R, E— T ZeT — 7 20me, 40me /K 817 21 & B,
KPT-2200 v 4 (2 81F D B2 i — R akb
POICRIIERA NG R, E— T ZeT — 7 20me, 40me /K 8 I 241 & B,
KPT-2200 v W (2 81F 5 14 H 8] 57 i B A v a5k,
DRI NE R, £ — T AT — 7 20mg, 40mg /K 58 7R FAM & £,
KPT-220D 7 % (23517 5 138 R & G- i otk il B s L 04
T [ [ 1 AR

DRI NE R, £ — T AT — 7 20mg, 40mg /K 8 7R FAf & £,
KPT-2200 b b B2 4 il B,

DRI NE B, £ — T AT — 7 20mg, 40mg /K 58 7R EAM & £,
KPT-220:##5¢ Ak 112 X 2 R i 22 e oM.

A 1Fh BRE 1991; 33(3): 351-5.

(IASEERE: JEf & FEPE 1993; 27(11): 4425-35.

&% 1FD HERE L EFER 1993; 27(11): 4437-46.

WEsE: SEHEL L VA 1993; 21(8): 325-40.

FEEEN 1Eh 3EEE LR 1993; 21(8): 341-57.

HASESE 1Fh KB LR 1993; 21(8): 359-68.

FBARRR 1F JLHE L ERAR 1993; 27(11): 4447-71.

HIREE T FEBE L TR 19935 21(9): 409-36.

AR EL I SRER LRI 19935 21(9): 437-52.

ERRFNEZ 1T FEPE L IRIE 1993; 21(10): 517-33.

FE 1E0 AL ERR 19935 27(12): 4877-91.

AL JL & ER 1993; 27(12): 4893-921.

FORFE T JE L R 1993; 27(12): 4923-44.

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

POCIISEAE PN R, B —F 2T —7"20me, 40me/& G 2L & KE, B4
iU v~ FORERRBRICBE T 2 &k

POGRIIERA NG R, E— T ZeT — 7 20me, 40me /K 817 241 & B,
KPT-2207 K & Hi[al5# H 7k — K & H R I L 228 220 mE

D BLE NG R, £ —F AT — 7 20mg, 40mg/K 372 HF 2L A&k,
KPT-220 8 f5¢ 1t FH 3B — 458 e i BRI X D 2 ettt

RIPE—: 3P LRI 19945 22(9): 4089-110.

A OSE 1T EIRSFIE 1993; 24(8): 819-30.

DI RIRHNE B, £ — T AT — 7 20mg, 40mg /K 58 7R FAH & £,
T AT =7 LET—F AMNTEBIT DR 715 S OKAHE N 152 R bt
Br— oY FIRBESKERET VA2 T —.

DGR N R, T — T AT — 7' 20mg, 40mg/KFRE AR EL, ~
Nra T e ERT—7H (KPT) o HERER AR —T— 7 A
L DOERIZ X B E I O MR —.

Per REY 135 U v~F 19815 21(4): 277-89.

/NHLEE — (F FREE L EEER 1989; 17(7): 287-309.

DI RIRHNE R, £ — T AT — 7 20mg, 40mg /K 58 7 R Af & £,
F— T AT — 7 20mg DRERERK N B At G & LT R G SR Eh R
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33)

34)
35)
36)
37)
38)
39)
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41)
42)

43)

44)

45)

DB NE B, £ — T ZAe7 — 7' 20mg, 40mg7K 58 I #EAM & £k,
KPT-220#% 5 12 & % B3 BREIR 72 & ONTHEAR N IR EE D FRE.
R 1 Z A EFRMAFGE 19935 24(7): 727-41.

PR 1 Z A EIRAMAFGE 19935 24(7): 742-58.

TR — AR 1E0 FEEE L5 1984; 12(6): 2273-84.

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

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

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

RS — 1Eh HEEPEFE 19745 700 801-18.

L 1 F FEBLLIRE 19755 3(5): 28-35.

ﬁd‘é%ﬁ&lﬁ@’fﬂr £ — 5 7\@5: 7°20mg, 40Iﬂg7?(mu Hjﬂ‘:nzlz'ﬁjﬂg*’{’
KPT-2200 7 v MIBIT 5 IEH KR L OHBE R E~DORE &5 2
PR,

DB NG B, T — T AT — 7' 20mg, 40mg A& 58 FEAH & K,
KPT-2200E/LE v MIBT 5 R ECEIEMERE (Adjuvant-strip
%) .

IR N E R, £ — ?x ®7 — 7 20mg, 40mg K78 HE AT & K},
KPT-220DF /LE v MZEIT 5 R ECREAENERB (Non-adjuvant
%) .

A OARE 1T EEMAFIE 19935 24(8): 831-41.

BE1) EAETBENEEE: B ) v~ F OB~y =27 v (KETR) @2

Wro~v=oT7 LV EEBMIZESIBETA RI 4.
HAY 7<=/ H; 2004. p. 63-5.
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XI1. E&K

XI-1. FEQHETOETIR | AA LR —ORANIHETITFETES LTV (2019456 BLE),
o Bl —m =g lEHRlE LTRO X IR b 0RH B,

E4 A 2T

58 Keplate 20 mg cerotto medicato

EZawd RS - OB A S T
N7 &EHEE (Marketing Authorization Holder) : Hisamitsu Italia S.r.l.

HR7E(CER)E © Abiogen Pharma S.p.A.

o Ogni cerotto contiene: ketoprofene 20 mg.

ZhEE « ZhH | 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.

A% - & | osologia
Adulti: salvo diversa prescrizione del medico, applicare un solo cerotto al giorno.
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.

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

54 MOHRUSg PATCH 2% | MOHRUSg PATCH 40mg

Egad BYE - AORBEERAS
e (ARFEAGRKES) AR (&) AIRAF]

o 1 wafikZE (1 |7 %8 ) &4 20 252 ketoprofen 2 pellhgE (1 5 lE5E) &°A 40 Z 50 ketoprofen
Each one gram of adhesive mass of this | Each two gram of adhesive mass of this
product contains 20mg ketoprofen, which is | product contains 20mg ketoprofen, which is
listed in the Japanese Pharmacopoeia. listed in the Japanese Pharmacopoeia.

Whee - 2R | BASERENRIENER BRI BERIER © FYEE (REALERRE - SRR HEE - #ERHE
R FEMEHNE ), SRR - EER 0 BIURESE BRI SR - B3R - BEE ERRSE (BIRN4EERET ) -
AILRERI BN 1% R AR -
47 47 AR RRRA BT 38 5 [REAVRAETCR -
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- HE | BAESBRAENEE - —H—X - JfESh -

Apply this product to the affected site once a day. For external use only.
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HR5e4 Keplate, 20 mg, emplastro medicamentoso

DA g - Ao REERR A S
A7 A&GEMER (Marketing Authorization Holder) : Hisamitsu Italia S.r.l.
B 72fCHE)E : Laboratérios Azevedos Industria Farmacéutica, S.A.

Cada emplastro contém 20 mg de cetoprofeno.

Zhag « Zh 3 | Para o alivio sintomatico da dor e inflamacio associadas a condi¢ées musculosqueléticas
agudas tais como traumatismo, entorses e contusdes, bem como dor muscular, rigidez, dor
articular e dor lombar.

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

Populagio pedidtrica
Criancas entre os 12 e 18 anos de idade: conforme prescrito pelo médico.
N3ao utilizar em criancas com menos de 12 anos de idade.

Duracio do tratamento em dias: conforme prescrito pelo médico.
Nao exceder os 14 dias de tratamento.
O emplastro deve ser mudado diariamente na area afetada.

Modo de administracéo

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 articulagées
muito méveis tais como o cotovelo ou o joelho, podera aplicar uma ligadura na articulagiao
quando dobrada, para manter o emplastro no lugar.

4, N Y —

544 Keplate 20 mg gybdgyszeres tapasz

24 Ry - Ao REERR St
A7 AGEMER (Marketing Authorization Holder) : Hisamitsu Italia S.r.l.
A 7efAH)E : Sager Pharma Kft.

20 mg ketoprofén gybdgyszeres tapaszonként.

ZhEE - ZhH | Akut mozgdsszervi betegségekkel, példdul traumads sériiléssel, ficammal és zzdddssal jaré
fajdalom és gyulladas, valamint izomfajdalom, izommerevség, iziileti fajdalom és
derékfajas tiineti kezelése.

% - H& | Adagolas
Felnéttek
Ha az orvos masképp nem rendeli, naponta csak egy tapasz alkalmazhaté.

Gyermekek és serdiilék
12 és 18 éves életkor kozott: az orvos utasitasa szerint.
Tizenkét évesnél fiatalabb gyermekek esetében nem alkalmazhato.

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 alkalmazds médja

A tapasz alkalmazisat megelGzben az érintett teriiletet meg kell tisztitani és szaritani. A
véddréteg eltavolitasa utan az 6ntapado részt kozvetleniil a bérre kell helyezni.
Amennyiben a tapaszt nagy mozgésterjedelmd iziileteken (példaul térd, konyok)
alkalmazzak, a behajlitott iziiletre kotés is helyezhetd, hogy a tapasz a helyén maradjon.

Gondoskodni kell arrdl, hogy a beteg megértse a betegtajékoztatéban részletezett
alkalmazasi itmutatot!
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544 Keplate 20 mg 1é¢iva naplast

=t g - SORBEERA S
A7 A&GEMER (Marketing Authorization Holder) : Hisamitsu Italia S.r.l.

HR72CEE)E - NORDIC Pharma s.r.o.

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

ZhHE « 203 | Symptomatickd tleva od bolesti a zanéth souvisejicich s akutnimi potiZzemi svalové a
kosterni soustavy, jako je trauma, podvrtnuti a kontuze, stejné jako bolesti svald, ztuhlost,
bolesti kloubti a bederni patere.

1% - & | Dospéli: Pouzijte jednu néplast denné, pokud lékaf neuréi jinak.

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

Délka trvani 1écby ve dnech: podle pokynu lékare.
Neprekracujte 14denni 1écbu.
Naplast na postizeném misté je tfeba denné ménit.

Pred aplikaci néplasti oCistéte a osuste postizené misto. Sejméte ochrannou f6lii a adhezivni
dil aplikujte primo na kuzi. Pokud ma byt naplast aplikovana na vysoce pohyblivé klouby,
jako je loket ¢i koleno, 1ze na ohnuty kloub pouzit obvaz, ktery ndplast udrzi na misté.
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<SUMMARY OF PRODUCT CHARACTERISTICS >

(2019 4= 6 A BifE)
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 KEPLATe
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.

FIOUA E RERMER
(2019 4F 6 A BIfE) AREEEMR I ARS RS G, BrAERG, BRGL, 4R s R R M M A e S

(IR RAEERATR) o

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).

N — DU CE
(2019 4= 6 H BifE)

<SUMMARY OF PRODUCT CHARACTERISTICS >

4.2 Adagolés és alkalmazas

Gyermekek és serdiilék

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

Tizenkét évesnél fiatalabb gyermekek esetében nem alkalmazhatoé.

< Package leaflet: Information for the user>

3. Hogyan kell alkalmazni a KEPLATe gy6gyszeres tapaszt?
Alkalmazdsa gyermekeknél és serdiiloknél: 12 és 18 éves életkor kozott az
orvos utasitasai szerint. 12 évesnél fiatalabb gyermekek esetében nem
alkalmazhatd!

AL N H VO CE
(2019 4 6 H HITE)

<SUMMARY OF PRODUCT CHARACTERISTICS >

4.2 Posologia e modo de administragao

Populacao 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 KEPLATe
Criancas: Entre os 12 e os 18 anos, use conforme indicado pelo médico. Nao
utilizar em criangas com menos de 12 anos.

F = a DS CE
(2019 4= 6 H BifE)

<SUMMARY OF PRODUCT CHARACTERISTICS >

4.2 Davkovani a zplisob podani
Pediatrick4 populace: déti ve véku 12 az 18 let: podle pokynt lékare.

Nepouzivejte u déti do 12 let.

< Package leaflet: Information for the user>

3. Jak se pripravek KEPLAT pouziva
Pouziti u déti a dospivajicich: ve véku 12 az 18 let: podle pokynu lékate.
Nepouzivejte u déti do 12 let.
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