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8.

EELREFNIR

8.1 AFZin vittoREEICHB W T, Y7 uA x4y F—+F

(COX) -LIZEHLTEDBCOX2%2 LM EHET 22
ENFERESNTVED, HEAZWRE LzBRRE T
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9.1

9.1

9.1
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10mge. Z7aAF—N—{EICX D ZNZENIEE (A0
FALELTIONG) BEFEABFICHEREHEEREZ
SLCh#EfRAa*sh L BEZHEL, Bon/3
YERE/ ST X —% (AUC. Cmax) IZ2WTI0%(EHE
XEEIC THETEIT 21T - 7255, log (0.80) ~log
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PEEREARIA L, BICIREILEREC U CHIBIR &S
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I2Bs N, MPEEOY—7 I3 EB%EERL, 2hid
BEANANGRt SN2k B2 SBRINSNSED» 58
~NOHEE (enteroenteric circulation) 12 & % &#
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AOF A LGESME[ 7 I 7 7 |-y Z§ESmg% .
TURAFT—=N—=FICEDZFNZNIE (XAaFThL&
L C5mg) BEMARFICHEEREREORS L CImiE
FRXTOFTHLBEZREL. B6NEYBHE S
A—% (AUC. Cmax) IOV TOREHEXEEICT
AR 21T > 7245 5. log (0.80) ~log (1.25) O
#HENTDH D . WEIOEMZENRSESHER S Y,
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HENRNT A= SENTA=F
B4 AUCon Cmax tmax tiz
(ng - h/mL) (ng/mL) (h) (h)
ATFSALEE | 31043 70+6275.55 | 1200.78+ 198.41 | 3.4+0.8 | 23.1£7.3
10mg (737 7]
%ngn‘i;ﬁ 32613.69+£4874.50 [ 1223.86+251.79| 3.7£0.9 | 22.2+4.7
(F#9fE+S.D., n=10)
(ng/mL)
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gtﬂ 1250 F
?E ) —e— XUFTAHLIEIOmg [ I 7 7]
» 1000 r|d& --o--- E—Ev 7$10mg
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g (h)

MEFFBEENCICAUC, CmaxED /8T X —F 1%, #
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TR DWREEN D5,
16.2 ORI
R AICIC- 2 T F > ) L30mgH 2RO E L& &
DORIRFEIIFI00% TH 5 LIEE SN GLEAT—5).
BEOFBEIIOVTL, BERAICATF 7 A10mgz
ZEERROBBICRE LI & EOEYFHENNTA -5 %
L7z, 2DfER. CmaxliZBRESRTE P > 71205
AUCIZEERDENT, ATF T HLOMUKT 5 E
HOFEIDENHDEEZ 5N,

AW F 27 L 10mgBREFE SR DM BN T X —5
(ZERRUCRRERS) ©

Ey/E) Cmax tmax ti2 AUCon
ST A—% (pug/mL) (h) (h) (ug - h/mL)

ZERERFR S | 0.741£0.101 | 8.048.0 | 28.7£5.6 | 26.6%5.0

B%ES | 0.8514£0.139 | 5.0£1.0 | 23.7£5.3 | 26.9%5.1

HTEIST A—% BEINT A4
BH|4 AUCon Cmax tmax tin
(ng - h/mL) (ng/mL) (h) (h)
AUR YL | oaal 11+4028.09| 627.78+80.89 | 3.240.9| 20.6+5.1
smg [r377]
%’§;;7%§ 15217.104:3708.91 | 596.60+130.72 | 3.5%1.1 | 19.6+4.5
(*Ft5E£S.D., n=10)
(ng/mL)
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DIMEEA & DFEERIZOBETH - 725 SEAT—
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16.4 {5
BERAICHC- A0 F 2 H 230mgP 2 EOHRE L E
&, MBFEFRTIXIEEAEFKREETH Y, REWITIZ
EAERDONED 72 (HEAT—%). RAIZIER
ELARIZEED 6NT . ERREMIIS - FoF o 251
B, S-HVRFVEROF7 IV BROBILHEHIC X -
THELHFFHLBILEMETH - 72D BHEAT—%).
20X LAORFHIEEICHEOF ~ 7 a— AP-450D
CYP2CO, 7. HORICCYP3A4EET A2 &N
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16.5 HEtt
BAHRICHITLEZ (Fv ) W BEEAICMC-2OF
A L30mgP ERIORE Lz & &, REUER R EY
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R & CICERIC47% FE S h 72D (SHEAT—%).
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10mg &% BEARETH 5.
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17.1.1

17.1.2

17.1.3

17.1.4

17.1.5

17.1.6

EARIHASE 1 18558
BHEMEEGY Vv FREEARICATF AL TSI
A —T7 i (HEE) ICXY, Smg. 10mg. 15mg
K 020mg#% 1 H1E4~21EEE 5 U 7z B8 R EE DGR
AOAFTH LN TENI0MgDFAEMUEETIE. A
RhR (hEEEwEbl L) 1344.4% (4/961) Tdh-7212,
BIfEFARBERIE. 20+ L0 P2 10mgik 58
T10.7%TH V. A0F T HLHEHDDOELEIER
WE O S7.5% (3/40f1) . /82 5 EE5.0% (2/4061) .
ALT EF5.0% (2/4061) TH o7z

EA&HAZE 1 18558

BB Vv FEEERRICATT AL AT
 _EEMRBREEBEICK D, Smg. 10mgk UF15mg
ZIHIEGHAE KRS L/-HE - AEssT AR A CHE
RSB RBEOE R, X 0¥ HLH7EL10mg
DOEREEBRAEBETIE. AR (FEFEREL L) &
29.6% (40/1356) TH -7,

BIfEFARBSEE L. A0+ Hh L0 el0mgh 58
T12.9% 22/17161) TH . ELBIERIZEE - %
2 -3922.9% (5/17141) . BEHAPEL.8% (3/17141)
FOER - POAL.8% (3/17141) . FHE]1.8% (3/171
Bl) Tdh-oiz. FREBREEBEREEEHIIRIBM.3%
(4/171%1) TdH -7z,

EMEE MABLLEEAER

BHEHY VY FEEERNRICATT VAL T
10mg (1H1EEE) XiE¥aF > 7 45 7)1 20mg (1
HlE#%E5) #6EM%E L B ERBEOMEE.,
2O F T H LN T NI0mgDBRRLFREETIE. §
R (hZEEWREL L) 1331.3% (26/8361) TH .
AOF T HLOBMEREEIINBEREOMICERZZ
O,

BITEFARBSEE X, A0+ h L0 el0mgi 58
T12.5% (13/104%1) TH V. E2BIEFRIZEE -FZ-
ZOFEZ2.9% (3/10441) B EAEEL.9% (2/10441)
BE1.9% (2/10461) TH-o7z. BERBEHEEEZLE
DOFBFSEILT.7% (8/10461) <. FERHEEMERE
HEBIIREE2.9% (3/10441) . FRILEDHEIM2.9%
(3/10461) TH -7z, [8.1%MR]

EARIRSHER

BHEHSY Vv FEEERRICATT AL AT
10mg#% FuoMc 1 H 1R E73ERE S U 7 RIS 555
DFEFR, ATF A LN TENI0MgD I REEE
T3, B (FEEWMEL L) 1340.5% (32/7941)
TH-7-9,
BIERSREE X, A uF > HLah FRLBERY T
17.5% (20/11461) <dH 0. ELEERIIBEHE - B
FE4.4% (5/11441). 5£953.5% (4/11441). B AR
B1.8% (2/11401) TH -7z, BHEBEEEELEHD
HISEL12.3% (14/11461) <. FEoBHREEHER
FEEHIBUNOD EF3.5% (4/11461) . ASTD _EFH3.5%
(4/11461) . ALTD EF3.5% (4/1141) TH -7
EMRTHASE O 48558
EEMEREFEREEZRRICATF AL LIV E
F— 7 HEIC kD, Smg. 10mgkk U'15mg# 1 H 14
ARG LIBEREBROEER,. xudihih Tl
10mgDEAL M NBE TIE. BRE (PEEUEDL)
1376.2% (16/2161) TdH 7219,

BIVEFRBSEE X, A0 h L0 e l0mgi 58
T13.0%TH V. AO0FTHLH T ELHEERYDE
ZEER L BEAREES. 3% (3/5741) . B¥%3.5% (2/57
Bl) . F953.5% (2/5761) TH -7z, ERERBEME
BEELHIL, AST-ALT EH3.5%. LDHERTH -7,
EA&HASE 1 18558
EREMEBESEREEZNRICATF AL LI E
ZEEMBEMEEEICE D, Smg. 10mgk U15mg# 1
HIE4EB S U BRRRBEOER, AuFhiah
TENI0mMgD B EMBBE TIE. BB (FHEEN
EDIE) 1375.0% (42/5661) TH 7217,
BIVEFSISEE X, A 0¥ h L0 Pl 10mgik 58
T7.6% (5/66f1) THD. AaFTHhLhTELEE
YO ELBIERIE B AL 0% (8/20261). BiE
1.5% (3/20251) . Fz3% - 3951.0% (2/20265) . MiE L
F1.0% (2/2026]) TH -7z ETREFBEBREE
I .BUND _EF2.0% (4/20261) 7~ MEREL DA 1.0%
(2/720261) TH -7z

17.1.

17.1.

17.1.

7 ENSE MABLLEREHER
ERMERESERFEZNRICATF AL R TR
10mg (1H1[EEE) Xi&Y 7 a7 = F 74E25mg (15
e E) ELEMES Lz ZEHE R BGOSR,
AAFTH LN TENI0MEDRERERAEBEEZETIE. B
hER (FREEWEL L) 1369.7% (62/89]) TH V.
A D%’—“/)ﬁA@?ﬁ}EﬁﬁéfELiﬁﬁﬁ%biﬁ LIBGIIC BN
TWniz¥,

BIfEFARBSEE L. 2 0¥ hLh el 10mgi 58
T18.0% (16/89l) Ta . T BIIEMIEBEHAR -
AR EREERARELS.6% (5/8961) & - EREERE4.5%
(4/89f5) . DN -GS - H =P 1F3.4% (3/89f51) TH -7z,

8 ESE MABLLEREBR
FERE - B BAER A 2% - IR BUEERF R £ I RIT A
OFHAH7EN10mg (1HIEHRS) XUdA > KX
53y h 7 N25mg (LE3ERE) #4R/MESE Lk
“HERRERBOER., 2aF T HLH TS EIL10mg
DEMEEREBEE TR, BUR (FEEWRFEL L) X
77.7% (87/11261) TH VD, A0 F TN LOBERE
BB OfICEREZRD 572,
BIfEFARBSEE L. 2 0¥ hLh e 10mgi 58
T28.1% (27/96f1) TH . FeBIERIL B SR
8.3% (8/96/) . B 5. 2% (5/96/1) A2 1% (2/964) |
COA%2.1% (2/96f) TH-olco ELERBEMER
ZENE AFEREROEMNL. 1% (1/9561) . BUND EF1.1%
(1/95(1) TH -7z, [8.1%F8]

9 EA—ARERREHER
JERE - TE BAER BB 2% - R TR B & T RIT A
OF LA TN ES =T VFEICED, 10mgh T
15mg# 1 H1E# S U7z —REERABOER, AuF
7 5N 7N 0mgD RSB E TR, AHR (F
HEWED L) 1376.9% (40/52) T - 722,
BIEFRBEE L. 20F >N T VEERHY T
14.0% (8/57f) <& 0 IHLERRDOBIERAT5% (6/8
Bl) TH-olc. MABREHERELZHIIRIEL.8% (1/57
Bl A7 LD EFL.8% (1/5741). BUND EF1.8%
(1/57f) TH -7z,

F) AZDARI0mgbAt (5Smg. 15mgXi320mg) # &

18. FERpIIE

18.1

18.2

18.3

18.4

18.5

{ERR
AOFTALZY7AFFIFF—F (COX) DIEHEE
M#EIL T (in vitro). KERFICBT ST 02y 7T
DUVDESEEHEEL (v b, v R), HK - HERE
ReRTEEZONBID),

PIRAE(ER
AOFTHLIAFY VREERE (v ) IZBWT,
LY KA Y EIFEREOHREFAZR LY, 7
VaNY ML (T ) IKBWTIE A Y RAY Y
V. PR ALRO Y /a7 FrF M) T AICH L,
BUERARAEREZ R LYY, WXV BIESE (5
R BEREICKBAZEER (S M), hor =i
%X (5 b)) IZBVWTHHRIEER 2R L7220,
ERIER

AO0FTALIIRMFEORESERERE (T v b
Randall-Selitto¥s). 7 ¥ 23> NEEIAE (T v ).
EeBgwrithing (7 R) ICBWLWT, 41 Y R ¥ YU R
YaF T h L e ZIZEEEOERIER %2R L7224 %),
SHIEEICX T B1ER
AOFTAHLOEREREMREA (v b)) RONEGES
EBERER (Sv ) 3. COFTHLARDPA Y RAY Y
VR B, o 22N K HERIC K B BREEEE
(v h) IKRLT. MAERETERF O ALITERIC
%%Wﬁ%%btﬁ‘XD#DﬁA@%%W%%%é&
VAR WARIEN

;%EZ#—*D’J"‘T—'E (COX) -1RU'COX-2Icxig BFE
AOFTHh AL BREREOCHERVZERICBL
T, COX-1& 0 HCOX-2H L THWIHEEE 4T L
7222, [8.128)]

in vitrog BRI B 5COX-1. COX-2IZxtd 5 [HEEF M2

B LGRS

ICs (COX-2/COX-1)

0.0825 0.33




19.

22.

*23.

B ICRE T B LR

— BB : A aF L (Meloxicam)

{b%#4 : 4-hydroxy-2-methyl-N- (5-methyl-2-
thiazolyl) -2/-1,2-benzothiazine-3-
carboxamide-1, 1-dioxide

SFR 1 CluHisN304S:

FE - 351.40

LS

ONner

N /O
s< CH:
H
N
F C/N\(//
Il
H O Slcm

O

MR REEOMETH 5.
FRRIBET P T LAY — LTy /=)L (95)
IHBD THEFICK K, KITIZEA EBTF 20,
Bl © K9242C (9 18)
CES
(AOFVALEESME [F=T7])
1008 [1088 (PTP) x10]
AOFVALFEIOME [T=ZT7])
1008 [108% (PTP) %10]

FEEZE
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3) HM—IZA ¢ EEEEERK. 199 ;30 (12) : 3189-3210

4) HART I 7 7kt - EWENESEEICET 2 B8
(&R

5) Schmid J et al : Drug Metab Dispos. 1995 ; 23 :
1206-1213
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7) KEBTII»  EyERE. 1997 5 12 (2) @ 108-117
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9) Turck D et al : Arzneim-Forsch. 1997 ; 47 (1) :
253-258
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1-13

11) Busch U : Drug Metab Dispos. 1998 ; 26 (6) :
576-584
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13) %M IR (BHREEY Y~ F) (E—EvIhT
Jc}l)/;2004$9ﬁ1057¥<§,€\ HFEERE .1, (3) .1)
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14) KEBM@ITA © BEEEERR. 1997 5 31 (3) @ 1115-1166

15) REIHSHE (BEMEE) YV~F) (E—Ev s
2 1 2004F9H10H & 58, HFEERME b 1. (6),
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16) HIHEAZE NAHAER (BRMERBEEE) (E—Yy 7§ :
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