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1. B5EA
(1) M4
a¥% Yy 7a 78 60mg TEMEC)
(2) ¥4
Loxoprofen Tablets
(3) &/FMDHERE
—RA LY

2. —i4
(1) M1 (MAK)
n¥yrr7=rt b yLAKFY (JAN)
(2) ¥A (MAK)
Loxoprofen Sodium Hydrate (JAN)
(3) RT L (stem)
AT 70Tz FROPRIESR © -profen

3. EEXANETRERX
feP

CHa

QLY e
I i .4-"-' x
O

e

4. DFRRUDFE
4373 : C1sH17NaOs - 2H20
71 304.31

5. {24 (WM& XEEXE
Monosodium 2-{4-[(2-oxocyclopentyl)methyllphenyl}propanoate dihydrate (IUPAC)

6. \EAA. 4. KBS, iB5ES
Briz7a L
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(6) REREY
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(7) 2O XL RIEE
KRR (1—-20) 1 ThEEPEZ RS20,
AL 1.0g ZH 212 E W L TR A L7k 20mL A ZED LT D pH 1X 6.5~8.5 TH 5,
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1) RN AT R B I E U
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(2) E&E
Wik~ 727 4—
et « SRANBOLLEE T
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1. iR
(1) FEORXA
e
(2) BEONBRUHEIR
524 H% Y717 b 60mg [EMEC)
pilpicZ E I YNURRE
£4 5 T OT VLA
a2\
Fif ——
N>/
7N\
%7 i il )
A4
Wi —
E£ (mm) 8.0
EX (mm) 2.8
B (mg) 180
EE
Afka—F
54
wEa—F EE54

(3) EAla—F
(Mv. 1. (2) #WHIDO
(4) HFEOYHE

S OPEIR ) DIHZ M)

(TV. 6. BFNOEFESLMETICBIT HLEM] OHEBMR)

(5) Zoft
YL
2. SEIDOHER
(1) ABES GEERS) OSERUVHNE
WR5E4 n¥Y 77 x4 60mg [EMEC)
1 gEH
R % n¥xy7rn7 =) Y AKFY 68.1mg
(k¥ & LT 60mg)
. =W bk, AT TV VB I x vy A, KREBEE Foexo T r ek
gl )
o — A, LK)

(2) BREFORE
MUERR L
(3) 8RE
Pl v/




3. BNEREROHBRRUVEE
PR/

4. Ff
Y LR

5. BAT 5RO H B
B R L

6. REDEEEHTICHEITIREMR"

(1) fnisaER

R 40°C -

75%RH [t eldapie (PTPa#)] 3wy 1)

On¥ Yy 7Fu7 x5 60mg [EMEC)
R eI
<> BHAG I 1A 3% H 6 % H
(E2N SE A SE A SEEA SE A
e b 4 A A A
ﬁﬁ%ﬂ%ﬁgﬁ N N AN EA
(TS 2R AT 1) e e e e
AR . .
ifzf o o o o
A8 (o B
<9§ ?N ig); 0% > 102.0~102.6 101.0~101.3 99.0~99.9 97.2~98.3
% RRRICHT 5 EHE (%)
Oux Y Fu7 8 60mg [EMEC) H#iBER  40°C - 75%RH [k alEEaE (RN a3)] 3 my )
KB YT
< JHHE > BHAGIE 1% H 34 H 6 % H
FER A A - A
< T 3T RO R > T i A e
R AR A A - .
(RIS A AT BRI 1) e wa EA B
2?2% o o o o
e — ) %
<9§' ?ngg 0% > 102.0~102.6 99.4~100.4 100.5~101.5 99.2~99.8

Ko FRRISHTLEAE (%)
(2) EMRFAR

OuFx Yy Fu7 x5 60mg [EMEC)

RS =R [R&wPE (PTP i) ] 3u v )

=R ERIE H PRAEHH]
<Kk > (LGS 1.5 ¢ 44
2 STV EORES e e lal
f%ié%i> 6.6~17.3 5.5~17.5 6.5~9.9
i%%ifi 4.6~5.4 4.6~5.5 5.0~5.4
<£iﬁt%§5f(ﬁi> — 102~103 103
<9/§.6§~§?;01> 98.8~101.2 98.4~99.4 99.1~99.3
<7§§07\0/0&%%> — 1.36~2.41 2.18~2.26

Ko RTRBICHTOEAE (%)




(3) #EOUILREOLENE

OuxY7u7 8 60mg [EMEC) a4 40°C [, [UERE (BT 7 Z)) ]
RERTE H TRAF IR
< Bk > BH AR RE 1% H 3 H
PR

<K I TWRLADFEEE>

T ) FTWRLEADFHE

N R MV ARENE

N R AV ARENE

WHME (%)

99.1~101.2 99.6~100.7 98.8~100.2
<30 7%y, 85%LL k>
FEIFE (%) 100.0 100.3~100.6 99.3~100.0
%) wE (k
(BEIE) WE (kg) 3.9~4.1 3.6~4.2 4.3~47
<2kg LA >
Oux Y7 v7 8 60mg TEMEC) Mm% 25C - 75%RH [ v — LICBHACIRHE ChE ]
ERIA B PRI
<> BHAGHEE 2 34 1% H 3% A
PEAR

<ITL DT WVHLA>

TKOTWALE | Z< 9TV

T ATV | <K 9T UVRLE

BHE (%)

. 99.1~101.2 100.1~100.4 99.8~100.5 99.0~100.3
<30 7%, 85%LL k>
B (%) 100.0 100.0~100.3 99.9~100.6 98.2~100.0
(&M WE (kg
3.9~4.1 3.1~3.8 3.2~4.1 3.3~4.5

<2kg LA >

Oux Y 7v7 8 60mg TEMEC) @it WEot&E 60 7 Lx-hr [ v — LIZBRFCIREE Tl ]
ARBRIE H R &
< B> B AR 60 5 Lx * hr
PR

<ITL D FTWVHLEA >

T T VR

T TR

WHME (%)

99.1~101.2 99.5~100.4
<304y, 85%LL E >
BREE (%) 100.0 98.8~100.1
(2EE) WE (kg
3.9~4.1 4.4~5.1

<2kg LA >




7. ARNERVEBRRORESE
RN

8. fFlE NEELEL (MEIEFHNEIL)
LR

9. Bt

(1) #HIBE

n¥%Y a7 8 60mg [EMEC) 1%, HARIKFIFESK
U ABEOIRHEHBICHEE L TWAS Z ENFHERINTWS,
GRBRIE 2K 900mL & Fvy, 7S RAEIC L V. 50rpm THRERAZ1T S ,)

LIZEHON-aXY a7 F R

VB
EZ) L E R (GRS
60mg 30 47 85%LA I

(2) ¥ >

BIEEKLOEM LR LR T A FT7 42 (FR9F 12 H 22 B [EIERE 487 S HIHR)

BRI
¥ OE: IASERTG  wHRBRE

[HIE ]

/N RV
[Bl#E5 K OVABRE © 50rpm (pH1.2. pH4.0. pH6.8. /K)

- pH1.2 (50rpm) T, FEEHERIFOSFEEEE DN 60% K% O 85% i & 7225 2 el

DI H R TR ERGH OIS R 15% OFIHIC H - 7,

2BV T, Adh

- pH4.0 (50rpm) Tl FEAERA| O IR D 60% & Y 85% T & 722 2 FEAIZEHB VT, AL

DI H R TR ERGH O PP R 15% O IC & - 7,

- pH6.8 (50rpm) T, FEHERIFOSFELERHFED 60% K TV 85% i & 72 % 2 IfR

DR =R AR AERIA O SR R = 15% O#FEIZ H - 7=,
« 7k (BOrpm) TliE, FEYERLKIO A RN 60% M O 85% T & 72D 2 Wil
SRR H SR IR ME R O SR R = 15% D FaH I H - 72,

BWT, K

IZBWT, KRind

PUE AR OV HZE) 2 R MERA] (7% Y = U §E 60mg) & bl L7ofE R, 2 TORBRIRIZIH N T TE

FE RIS DA PR FERER AT A R A ) OHEEEICEE LT,



10.

(P H )

BEE (%) pH1.2 (50rpm) BEHE (%) pH4.0 (50rpm)

100 | 100 |

80 a0 -

60 | < 60 |
- ”

40 | 5 e— OV 707z 560 40 | A —e—nOF 5071 560mg

o0 rEMEC 20 | - TEMEC
- & =[O = /4160mg = & = 0OF Y 2 4E60mg

0 L' 1 0 L' 1 Il

0 10 20 30 0 10 20 30

BEFE () BEfE ()

BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)

100 | 100

80 80 -

60 60 -

0 | —e— 0707z 5E60mg 40 —e— 0 F v 707z /§E60mg

0 | rEMEC] 20 - FEMEC
- & =0 = 4860mg — & — 0% /= /4i60mg

0 L' 1 1 1 0 L' 1 1 1

0 10 20 30 0 10 20 30
BFfE (430 BFfE] ()
BE-AE

(1) FENDELGER - 2K, MK LCESR - EKICEYT S1FH

A L

(2) A%k

100 € [10 $£ X 10 ; PTP]
1000 & [10 $£X%100 ; PTP]
1000 &8 [ A7 AHh ; NT @ BLIEHIAY ]

(3) PHEE

BARANA

(4) BHROME

1.

12,

PTP w4k

35k

PTP: RV =L T 4 VA, T =L

to—: 7AI=UA - RYFL LTI —|

AR TR
Fyrv7 R) ozl

7 4 VA WK . T a7
AR SN EHE
B R L
Z D1tk
AL E2-Ua




V. ARICEYSEE

1.

PEXEHR

O FRLZE MBI ONTAER DI % - $F
Bafi Y v~ 7. ZIUVEBIEE, MURAE, T BIEE A
OFfite. AMERI N DHUR « HR
O FRLHBDfFE - S
S ERGER (BMERE IR EED

2. DREXFIHDRICEET HIE

RE STV

3. RERUVRAE
(1) RZERURED#ES

SHUR BfE (el B

Ak ERGER 2w Te)

D EESIES

MIER O &

TROR A ONTIER DT % - B
Bt ) v~ 7, KIREBIMAE,
R . TR PR A DH e . SHUR i
AEMERE, B

. AL TN P B % DB
i - %%

WE, EAcex Y ez M) us (K E LT 1H
60mg. 1 H 3EIREAHKET 5, WHOLAIE, 1H 60~120mg
ERRNEET 5,

¥, e, ERICE VI EEMERT 5, £, 2EERF OG- ITkE
JFEEDLZENEE L,

TRLK B DR -

WE., FACexdY a7z MU va (BEEAHELT 10H
60mg ZHHH T 5,

¥, s, ERICKV EEEET 5, 7220, FAlELTLH
2EETE L. 1 A K 180mg #RE L T2, £/, ZEIEFOK
GITEF S ®ELZ ENEE LY,

(2) AERVARDHERE - 175

5.
(1

RUERR L

. AERUVAEICEET 53R

THRERVARICEET 5

7.4 fOBERBUFAI L OOFTITRET 5 Z ERLEE LU,

iR BR R AR
) BET—2 1Ry 5=
MR L

(2) ERERFEHER

DR L

(3) AERGRRER

M E R L

10




(4) BIEMEER
1) AREREERER
1711 —EERLERRER
(RS Y YT FDiH% - &fE)
@ BERFEMEHR
ML) U~ FRE MG L LI ZHERRABRICBWT, 41 RAX 2 75mg/H 2%t RIEE L
Tr¥Y7un7xzrF MY UA 180mg/ A% 6 HFHE G- LR, ¥ Y7 me 7= F M) UAT
D FAEDRBCGEE OUGELL FIX 23.2% (22/95 ), o0uUELL B 55.8% (53/95 i) Th o 7-,
BIWERIZ, oY 7a7 =27 U D ARET 15.5% (17/110 61) (2380 b, T2 DIXEIH 3.6%
(4/110 ) . 695 - Fe9% 2.7% (3/110 i) Th 72,
(ERERAMAEDHE % - fE7E)
@ ENFEIHERER
EIMEBIEIERE 2SR e L T EERRBRICB T, Y7 u7xF 7 Tomg/H 25 L LT
¥V 7r 7z MY A 180me/H A 4 HEHEG LR, ey e 720 M) DA TOR
MR YGERE OUELL 11X 61.8% (68/110 1)) . REEUELL 11X 87.3% (96/110 #) Th -7,
ERIZ, ax Y77 F b 7 ARET 17.9% (22/123 f) IR DI, EebOIEXHE - B
Rk 6.5% (8/123 Bil) . HIE 4.1% (5/123 f5il)) ThH 7=
(BIREEDHEL - R
® EWNEMERR
MERIERE x5 e L “HEMRERICBWT, 41771722 900mg/H ZXfHRIEL LTr¥x Y
77z YA 180meg/H % 2 HEHRG- LR, nx Y 7a 727 M) U ATORKSE
IXYGEREE OUELL 11X 62.7% (52/83 i) . LRBELL EOFIGIX 77.1% (64/83 #i)) Th -7,
ERIZ, vy 7u 7o F FU U LARET 16.56% (16/97 #) 12880 b, T boixH - R
Pk 5.2% (5/97 B11) . HYE 3.1% (3/97 #) ThH -7
(FEERE Y - ERPEEEHDHEL - RR)
@ BERFEMERR
BRI E A - SRBEGRERE 2R L L ZEERARICBWNT, 477 17 = 900mg/H
AL L ey a7 b A 180mg/H % 2 &G LR, vy 77z
T U U A TOTE B E PR EE O RAESMUEE OUGELL BT 57.4% (85/61 fi) . oX0GELL B
1% 85.2% (52/61 #i) . F7-SURMSEMRE LA DR B UGEE OUEL 11 61.9% (39/63 i) |
RRYGELL FIX 88.9% (56/63 #i) Th o7z, BIEMHIZ, Xy w7 =00 ) U AT 12.6%
(18/143 f3l) 1ZFBD B, ER b OIXER, I - T0< & 3.5% (5/143 ), 'H - IR P 2.8%
(4/143 ) TH 79,
(FieR - SMERODIRTE - HRK)
® BERFEMEHR
Tt B L OMMEZOEF AR Lo BE 28 L LE_HERARICBWT, A7 o) A
1000mg/H Z# xR L LCaxy a7 MY 7 A 180mg/H % 3 HREEG L7-fER, Fifitk
DEFEFRBLI-RFICB T 20X Y Fa 72 F N U ATORKERLEHEEOKEZEL Fi
79.1% (53/67 fi) . ok ELL EIX 94.0% (63/67 #) . AMEZ DKM A RBLLI-BFICBIT X
V7u T = M) U ATORMKERBGEEOUGEL BIX 71.4% (30/42 f]) . oRdGELL i
97.6% (41/42 i) Th-o7=, BWERIZ. oxy a7 =rF MU T LRET 4.2% (5/119 ) 1238
bhh, 5. BB, ME, OFVRKROIRGEAE 1B TH-727
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(IREEEROEE - H2%)
® BENFEIHERER
Wi, EROBBLLI-EFEMG L L _HEHERARICBWT, A7 = A8 500mg/ H % %}
Mgk L Ccaxyrmn 7o Y U A 60mg b L<IE 120mg/HZ &G LR, vy a7
= b U v A 60mg/HEETOARIEDH L E1X88.2% (75/85 f51]) , oA 2N LA 13 98.8% (84/85
B, a¥xyra 7zt bY 7 A 120mg/ HEECTOEEOFZLL LT 91.4% (85/93 f) . o0f
LA E1E 95.7% (89/93 ) Th o7z, RMEMIZ, XY 7o 7= F b U LRET 3.9% (7/179
Bl IR B, EebOIFIRK 1.7% (3/179#1) ThH-o7-8,
(AELRESR (RUESEXRZASISHLEJEREZEL) ORR - HE)
@ BERFEIHERER
AP PRGERBE AR L L _HERRBRICBWT, 4772 7= 600mg/H ZxtEHE L LT
nXy a7z F ) UA180mg/HAE 5 HREHEEG LICER, r¥ Y 7n 7 F MY UATO
AR UGEEE OUELL 11X 76.6% (62/81 #i) | #REESGELL 113 90.1% (73/81 #5l) Th 7=,
ERIZ, exY7a 7= F MY DABETLOND 1HRD LY,
® ERNFIERR
AP PROERBE AR L L _HERRBRICBWT, 47727 = 600mg/H ZxBHE L LT
nXxY7u7=rF M)A 180mg/AA4 3 ARG LR, e Y 7 u 7= F MU U ATO
IR DLl 1T 61.6% (69/112 1)) . vtk 113 85.7% (96/112 1) Th -7z,
BIVEFIZ., vy a7 F R DARET 6.2% (8/130 #) IZBO AL, 22 S DILLETR
2.3% (3/130 f) . REMBIZRL., RS 1.5% (2/130 f5l) ThH 7210,
© ERFIERR
AP PRGERBE AR L L _EERRBRICBVWT, e YYo= F MY A 60mg/H. b
L<iFrxY7e 7=z M) UL 120mg/HEZHEIRG LR, oy 7m 720 R oA
60mg/ H Bt CTOMEh R oL EIX 75.8% (25/33 #i]) . BEE L. EIX 100% (33/33 fi), =%
Y 7u 7z b7 A 120mg/ B #ECOMBEGHREOUEL 11X 75.9% (22/29 f) | REUGELL
1% 89.7% (26/29 ) TH 7=, BHEMITRD Lozt Y,
2) REMUHE
U ERR L
(5) #BFE - WBHFAR
Pl v/
(6) AEMER
1) EARERE (—REARKRAE. FECEARERE. SARGELRAE). RiER
—RARE. RERFTREBRAROAR
U ERR L
2) RBEHELTERFEORNENIIEEL-RAE - RBROBME
% L7

m

BT — 5~

<
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(7) £tk

17.1.2 —fRERERSAER

— R R ER 830 B O FRKE A O E IR DO LB THHE 12 24,

HINE (%)

e, BRI, E LR
BgiY v~ 65/233 (27.9) 132/233 (56.7)
BN B TE 96/154 (61.7) 129/154 (83.8)
JER e 96/127 (75.6) 112/127 (88.2)
JA BE & A [ 2% 7/14 (50.0) 9/14 (64.3)
SHUA e R 15/24 (62.5) 20/24 (83.3)
Fifitc - SME#% 4/4 (100.0) 4/4 (100.0)

Rk 1%

124/177 (70.1)

170/177 (96.0)

e B ROE R

64/97 (66.0)

93/97 (95.9)
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VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
FHEAT A FIEHRERA (NSAIDs)
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. ¥BEER
(1) {ERERL - VEFBFF

oy ra7zrtb b U AKITROES SN L&, BRBEARER O WREBILRO F F

HILEL VRN S, TOBRESCHITT aRE 7T 00 AR RINHIER O8O TEE R # Y

trans-OH {& (SRS fifi7) (CEB SN THEAT 5, v atx v 7 —8aEfARE Lz r A Y

77 oV U EGEIBIERIC LY | TSR ER - BLRE - SEVER 2 A L, FRICEREER R

-/(33;)625)‘ 26)O

(2) ENERMT SRR

18.2 $RIE/ER

1821 uXx Ve 7t M) UKW ET v MIRAOK L L7z L %, Randall-Selitto % (RJE
SMEE) 128V T EDsofElX 0.18mglkg THY, ¥ w7z F7uaxtr AU RAXY
ATHAR 10~20 OBV ERIEH &2 R L7227 28,

1822 nx vV 7ru 7= F N U LAKMME T v MIREOEEG Lz L &, BRIEMERIEICBWNT
IDsoffi% 0.76mg/kg TH VY, 7 uXt EF%E, FhTurzr AU RAZT D 3~5 5D
fﬁﬁﬁﬁfﬁﬁ%ﬁﬂ? Lf:z 7). 28)O

1823 nXx Y yu 7z F M) U LK E T v MIREAKRE Lz & & BHEESIRERIEICBNT
EDso fiiiX 0.53mg/kg EiWVERIERZ R L, A > KAZ VY Fh7arzy F7uaxtr o4
~6 OB IER 2R L1228,

18.24 uX Y 7u 7 xF b U 7 LK OSIEIERIIRMETH 27,

18.3 MiRAEIEA
axy a7zt N LKW ET y MIRAOKESG Lzt &, #7720 3E (BMERETST
), TV aNy MR (BEREET L) FICXLT, F TRy e LR
[ DPRIEER 2R Liz2 7 28]

18.4 fREER
nXxy a7z N LK ET y MCROKE L&, A —RA MIXBHEBIZKIL, 7
rFa7xr, FTuXxtr LIRS, A RAZ T DR 3REDOMBEYER 2R LIZ28),

(3) {ERZRIERFA - Frisbs

MER R L

14



VI. EMBEICET HRE

1.

I R E DHERS

(1) ARLEDGOPRE

RUERR L

(2) BREABRTHERBShOPRE

16.1.1 BEEFS5HE

R AT 16 flice XY 7 a7 =7 MU U ASE 60mg ZHEREOEE L A, #HOMNIC
W S, fHizide Y 7P 7 = CREMER) OI1Fn, trans-OH & (GEMAGEHY) OB T
e LT, SerEh R IcBET AIE XY 7o 7 = T 30 45,
HYO ., FEREIIDTRGK 1R 15 5 Th o722,

trans-OH K TH 50 73 T

n% Y7 a7 =) by LEE 60mg & HiEIRE O 5-15% OKpEE ST A -4

16.1.2 RERSH

W U 35K VY I
. Cmax Tmax tue AUC Hﬂ%x Hﬂ%x
PR gy | o | 0w | (egememny | X e
m r r - hr/m
e e (hr?) (hr?)
A1=4.04*
3 0.45 1.22 11.21 0.93
Xy 7a 7| 16 |5.04%20.27 6.70£0.26
+0.03 +0.07 +1.82 1 2=0.59+
0.04
A1=0.99+
0.79+t 1.31+ 3.56 0.07
trans-OH & 16 |0.85+0.02 2.02+0.05
0.02 0.05 +0.21 A 2=0.54+
0.02
mean=*+SE

fERERRA S 5 flicm Y 7 m T =G Y 74 80mg & 1 H 31 5 HREIKERA#KE L& &,
RIEB - & i SR AT R & A2 B3R <L ERHEERO b o720,
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16.1.3 £MFEHNFF1EHER
BIREIR L D FHR SRR T A RT A4 CERL 9412 H 22 A EIRSES 487 BRI

n%yY 778 60mg [EMEC) Loy =48 60mg 2, 7 0 A4 —"—klZk ) ZnEh
18 (mXxy7e7crF MY UABAKYE LT 60mg) fFERABIEICHEAE FHREREAO#KLS LT
miEhorxy a7 = REZAE L, HoNTEYENTE ST A —4% (AUC, Cmax) 2OV THE
FHENT 2 AT o TR WAIO LIRS ES MR S iz,

YR T A —F

HIE/NT A—H BEINT A —H
AUCOﬂ‘) Cmax Tmax T1/2
(u g« hr/mL) (u g/mL) (hr) (hr)
2% Y 7’'a 7 = 8 60mg
8.57+1.10 5.47*x2.10 0.46=*x0.17 1.48+0.22
TEMEC]
72X Y = 6 60mg 8.291t1.46 5.431+1.68 0.48+0.27 1.50+0.26
(1 #£#¢5-, Mean*=S.D., n=14)
(peg/mL)
7 _ —
ﬂ]ﬁ 6 —I— Tody 707 . 4E60mg | EMEC)
= Qe T Y = 2 E60mg
5L -
g -
x 1 $E4% -, Mean®S.D., n=14
\) 4 -
>
=i L
> 3
T
2ot
%
oL
ol —e
7 8 9
o (hr)

1f 352 A I HERS
M EEF RN NS AUC, Cmax FD/3T A= 1F, HERE ORI, REOTRIAEL - K55 O 5k
KL > TERRD AN D D,
(3) hEsE
RN EE L
(4) RE - HRAROEE
1) BHEORE
Y E R L
2) DFRIZEDZE
(V. 7. MAEMER] OHEZM)

16



2. EMEERN/NTA—4
(1) A&
BAEN-TE0/N8
(2) UGEREER
AR L
(3) HAEEEH
AR L
(4) VUYFSVR
BAEN-TE/a8
(5) PHEK
AR L
(6) Tt
AR L

3. BEE (KE2L—>a>) @i
(1) MRHFH®
U L
(2) K5 A—S EHER
MR L

4. R
MR L

5. 9%
(1) itk -FeiBE P& @ tE
MR L
(2) miE-RIEEIFEEYE
(IVIl. 6. (5) #fhw) DESH)
(3) AA~DBITHE
(IVIl. 6. (6) #ZLhw) DOEER)
(4) HE~ADOBITHE
MR L
(5) ZotinB#~DBITHE
MR L
(6) MREAHEEE
16.3.1 MFEAHEEE
n¥y7u7 =z transOH ROFEARIZTZNEN 97%, 93% TH 7232,

6. R

(1) RBIEERURBIES
MR L

(2) RMICEAST 38R (CYP%) OHTFH. H5%
AR L

(3) YEBBHEORRRUTOHE
MR L

17



(4) REPOFHEOERERVEEL, FELE
B R L
7. BEitt

ERABE6flicex Y a7 U U AR 60mg A HEIEOR G Lz & &, JRIE~DOHE
ITEReN T, RPUCHI SN - RE S e %Y 7 a7 = X trans-OH (KD 7 v 7 o Ak

ThHot-29,
oy 7u 7ot b U A 60mg BRI O #5144 O R ki
e

4 (% of dose)

(h=6)

trans—OHfk

JE( /
i .
T PSS Sk
ifit i
ﬁf«;
DA i
0 1 L 1 1 1 1 1 1
0 1 2 3 4 5 6 7 8

5405 (hr)

Ty AT

30} % of dose) m=6)
A R,
20
I N B u
il . RN
bl i - trans—OH&
=R 10 ‘li_
=3
OO 1 2 3 4 5 6 7 8
e aEER (hr)
5. 8 B £ ColrFHEM (% of dose)
WERER Tra AR
oxy a7z 2.07£0.29 21.0+0.4
trans-OH & 2.21+0.47 16.0+0.6

n=6, mean*tSE

) AF DA R KM &L 180mg TH 5,

18



10.

1.

S U RR—42—IZEAT H1EH#
MR L

. BREICLSBER

MR L

HEDNDEREZHITH8E
MU ER e L

ZDih
MUER e L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)

24 WMEMEEEOH D BE [TuRAF 7T DU ARKIENC XY B oMk E S D LIRSS
NENTDHZENH D] [9.1.2 2]

2.2 EERMKORTE OH HEF /IEREEELZEZ L, B8t nnd 5] [9.1.3 ]
2.3 EERFEEREDH 2 ERE [9.3.1 2]

2.4 EELBHEEREOD ZERE [9.2.1 2]

2.5 HERDEREREDH 5 HEE [9.1.4 BR]

2.6 ARAIORS KT LIsBUE OBE LD & % B

27 TAEY UNGE GERAT a A REEHERERAISEC X DM ERIEORER) LT OEREOH 5 E
F[7TAEY UIGEBRIEEF KT LN H D] [9.1.5 B

2.8 fEEE M Ot [9.5.1 S

3. PDEEXIHRICEET HEE L ZDER
BIE STV

4. AERUVAEICEET 3IEELZTDOER
(IV. 4. AEXOHEIZBEET IERE] 228752 L,)

5. EEGEFNIE L ZDER

SEELEXMIE

8.1 WHRBUFANC X DIAFITRIRIE TR MHERIETH D Z L ITHETH 2 &,

8.2 WE DR TR, B, WKMAIENDH CDLND Z LD DD T, FRCEEE (LS mlind XX
FEMERBEZ AP L TV D BEICBW UL, BEZOBFEOREBICHFAEET D &,

8.3 MEMFRRIERE. HMmEREC . WilmtEE ., FAERRMEEM, /MBS bbnbd ZEnH L0
T, MEREEZIT O e EBIEL 012479 2 &, [11.1.2 ZH]

8.4 SRR LAKIZMHEH T 25E8121E, ROFHEZETHZ &,

s BMERIE, B M OREORELEE L, BETHZ &,

< JRANE L CHE— IR ORI G 2®ET 5 2 &,

JRRBEEN HIUT N ZITV, KFIZEREEG LN &,

8.5 BIEEE (Bf Y v~ BEMBEEIES) o5 LARIZ W58, ROFELEET D
&,

- R G 258 I EMRNC R, IR R OB A S 21T 2 &,

s SRS ORIE L BETHZ L,

(i)

8.1, 8.2
AT 1A BHEEERE - PLRIE - REH O — kiR FEE

8.4 KA Z KT I L CTHWDIGEITIE, JRRARE SN2V E FBR &G S5 aTeetEn
BETET, EPELZARBEMAL LT, BEE~ A7 LTe D TN RH 570, [ERZWET
HZEE LT,
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6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESEOHLBE

9.1 SHHE - IEEFOHLEE
9.1.1 JHILHEBRBOMEEOH S BE
EEEHREITELZ E0nb 5,
9.1.2 JEXTAA FIEHAEERIORMBEICKSHLERBEOHIBET. FRORPBRENVE
ThY. h23VYTAR FP—LICLDABAENRTOATWSEE
KAz 53 256100, HoRiRzBle L, HEICRETL2ZE, IV TR A M—EIER
T A RHEHREFANC L VA U BRI 26 - R E L TVDEA, I VTR M=k
DRI 2 R TR R b H 5, [2.1 ]
9.1.3 MBEDREXZTOMERDH LSBT (ERCOEDREDHSEBEZEZR)
WEE S ORIERASEZ Vo3 < b, [2.2 2]
9.1.4 DEEREOHIBE (EELLHETLOHLIBELZRC)
EDOT R T T D AN K0 FE, JEREEEOHEMAE Z Y | DR F &SN
THREOEREZE(LSEDL BTN D, [2.56 2]
9.1.5 [EXRRDBEE (FREY VIREXIIZOREEOHZBEER)
WEEZEA ST 2 0nH D, [2.7 2]
9.1.6 BEUEXBAEDESE
REEEEN ST ERD D,
91.7 Y O—VFEOEE
REEEEN ST b D,
9.1.8 BRREZSHLTLSEE
VENZIE U CHE R PEA Z O U, B2 oI TWEEREICE G2 2 &, BYYEZ R T
LBEENNRD D,
(fia5)
9.1.1, 9.1.3~9.1.5, 9.1.8
AT A RYESUR « PLRIE - FREAK O — i) i F 0
9.1.2 $ER LV | AHITIX NEEMIRE O H 2 B3 ) IR G5EE L L TR L T& 7228, Hit NSAID
BEAITHLI Y B A N—LVOBEFIRLOFTLHAE & OBEAELZKY IV T A R—LED
DFICRE T DtdzBMmL ., EEEME ST 2 & & L,
9.1.6, 9.1.7
7 a— 0, EEERBRITE BICRIEEREETHY . NSAID 5137 arx 7o Uik
AR A L KRR 2 ET512 45 2 LIk VIR EZ B L S BTNAN D H Z L bk
E L7,
(2) BREEESRE

9.2 BirEEERSE

921 ERLBHEEEOHIBSE

B Lanwz &b, AlERmEE, 270 —BERESORER 2B T52 0355, [2.4 &)
9.22 BREEENIZOMEROHIBE (EELEHEETOHIBEERC)

ZE, BAR, G2 V7 F=r b7, &0 ) v AMEEORWERNEZ D Z ENb D,

(fif)
9.2.2 AT uA NI « DIRIE - MBI O — RO TE R 11
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(3) FitkeRERA

9.3 FFi#scEEHE

9.3.1 EELGHBEREOH L BE

BH LWz &, BWEA L L TUIFREES®E SN TEBY, Blbdo2B82n0d 5, (2.3 ]
9.3.2 FEEEENTIZOMEROH S EE (ERTHBEESOHIBEERI)

IS RERE E 2 B L I ST DL 2 &b 5,

(fi#i)
9.3.2 AT 1A NVESF - HIRIE - fEEHI O — A B A
(4) £HERREHT SE
BEIN TN
(5) Hhw

9.5 ITiE
9.5.1 IEIREBHID 1%

BehLipnz &, @ISR (7 v ) THOMBIEROMREOBIREIE |G ST D, [2.8 &
]
9.5.2 ITiR (MEIREHIZERRC) XIIFRL TWSAREED H D&t

189 EOFRMENERNEE ERID LM SN2 G ICoREETHZ L, FHETHEICIE, LERK
IRIZE &, WEHFEKEEZHRAT AR EEEICEETLZ L, v uatx oy —BIHER &
A, AR 2 R L. IR IR OB BEREREE M OIR BRI . ZIUTHE D FRKEDRENE & 72 &
DHREND D,

(fi#sn)
9.5.2 AR L OMWE LV NSAIDs Ol ~D P 55 TR D7 fif VLo B HEREE & OYR &K
T ZIUTEED EAGBADIEICEET 2 Y A7 13y 7 nt v A —Y 2ILERERICL b L E X
LD, iE GEREBIIZFRLS) UTER L TS ATREMEO & 2 LRI A+ 2 BIcid, &
R/ NROMEH & L EFEKEZHRT OELEERET S & LT,
(6) =il

9.6 1ZELIF
RIR EOGRMER O R ARBEOFISMZZE L, L0 SUTP I 2 Bad 2 Z &, 8 ER (7
v N) THHFP~OBITHRHE I TV D,

(7)) MNR%E

9.7 NE%
NS A G b U R R ERBR 1T 30 L TRy,

(8) Eln¥E

9.8 BiNE
HENOBGEBET A ELER/NROMEHICE EOBRFEOREABE LN HEEICEET
2L, BWEHD S &b,

(fif)
FEART v A NI « HIRAE - MR O — kAT B 31
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7. tHE{ER

(1) BtRERELZTDER
BE I TV
(2) $ftAFE L EDER

10.2 BEREE (BERICEET S L)

TRFFAL AW
K Fnim &

VAR SRR

A4 FRREIR - HETE T 1A B - fabRIA
7= U R AU LA PUEEMAE Z ¥R T 2 B ZNBH |\ KA O T v 22 7 Z 2 AR
N7z U O TERE L. LED & IVERE |\HIERIC L0 o/ MogEsE 2 5l & 1
THZ L, M EEEREHME T L frit i E AR
Mzl ltEzohTnd,
%5 Xa [KI-BHEH M OEREZ AR SE D BT i El 2R 5720 8 E 256

z/bfb\éo

AV IR = VIR 3R SR IMBERE T
A
yuanrusI R

IMAE R SR 2 B3R 9 2 B 2 s
HHOTER L, LEN DT
BY5Z &,

AFOE N TOEAMBEFRIT. XY
717 T 97.0%, trans-OH (AT
92.8% & i < . B GO = WA
EDFHR T 2 & TPz iE R o Of F 38
WEMU AEAP RSN D720 & F
26N TS,

—a—% /v RHEA

ORI 2 8T 5 = & b

>

=a—% ) v U RPIEANL, PR
FROMBI MR EDE TH D
GABA DZFIE~OFES ZHE L,
FEFH N 2 2, AAI 0PI
KO EFEHEZHRT 272D EEZ
HILTWD,

BFIEARHTH 203 KR OB T
Lra AR ST oV A ERAHIE
FIZ X0 206 OFE O BFPEIE N 8
DUMFREN LR T 272052
LTV D,

tkasaaF 7Y RE

LR T a3 ki 5,

L

AR FLFHF—k M A RS — NRELY LS
SE MEHEHERT L2201 H 5
DT, LENBIVUTHETDHZ &,

U F 7 2| M) FoLREZ B S, U

R D F 7 A FULPEREERZTZERHDLO
T DY F U LNREICEREL,
VEN ST ET D Z &,

F7 ¥V RRARHE FlR - BIEEREZRSG T 5680

VAR SRR

AHENOBIZB T DT aRAE T T
VEABMHIERIZL Y, K F Y
v LD AR BT LB Z
LTV D,

Wk J A
ACE [ EH]
VA A | 7

BARFEHUA S

BEEHZHSE T 28 Thn b
Do

KENDTaRE TS5 DEAR
PSEERIC L0 BEIEER 258 S &
HE[REMEN B D,

Rz EbtsEoBTL R D

o

N TE

KENDOTaRE TS5 DEAR
PSEERIC LY B ENME T2
TmHltEZLND,
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(

—

. Bl{EA

1. BI4EF
WORER D B DD Z L BbDOT, BEE T, RESBD ORI 2
1% 78 OV AR AAT S 2 2,

) EXLRIER & AR

1.1 EXGEMER

1141 2avy HERH), P74 73F2— (FHERH)
vavy, TF7 4 7% y— (MERT, ZHS, GIERE, FRESSE) DHobhd 2 Enb
%,

11.1.2 |EBRBRE (FZAH), ALRFELY BEEAH), BhEEn (GEEAY), BEFRERD
(BEEERE) . MR (BEERH)

[8.3 &[]

11.1.3 hEMRFIEFERMAE (Toxic Epidermal Necrolysis : TEN) (HEEEARE]) . R ERSIEAREE &
B* (Stevens-Johnson fERE) (BEAH]), SWHAH (HEAY) ., AEARMRSIERAERE (4
FEAHA)

11.1.4 2HEFES GEEAY), R 70—EEERE GEEAY) ., MEMEER (HEERH)
SMEREECHENET Y U AMERSS LDONDLZ ENHALDT, FRIEETDHI L,
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