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2) ERMEEIERE ZXIGT, AvnXx T HL%E5, 10, 15mgk 1A 1EI4HEMS BREZITROEYS
L7ZfER, 10mg TiebEWA AN SO, BHAEXImgTHD EEZ LN,
) AFOKE SN ME - HEE, @%, EAZIZAeF o H AL LTI0mgZ 1 H1EE
B oG35,

(4) IREEROER
1) AR
P 155 T AR R IR 3RBR

O EBIEREE Y v~FBEEZ RS, 5, 10, 15mgx 1 HIERROES LEEHEZRE Lz,
ZOFER, Smg TIXIEA TS THY, £/, 10mgd 15mg TIXHAHAMEICE O THEREN
RO LN ED, 1THI10mgH Y &l L=5 " 9,

@ ZERMREEIERE 2RI, And b ar HERBEREERRIZEY, 5 10O
16mg# 1 H 1[El @ e B L7265, A 2hIEIC IV Tlomg & 16mglEbmglZ bt L TENTEH Y,
TEMICB W TISHEMIC O A ERET o2 & n, BRARELE L TIE10mgn i
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V. {5#RICEd 5 EHA

BThD LWL,
© MEEE, JBBIEPHSE, SHIEBIE GRS o D B PORBBRILEM L e 2y 7203, Zhb
OFBITFITERIEIR A FFF & U, ZMERIEIE O REAER K ORI A &L T\ 2,
Lo, ZRMEEEDOE#EHARE L FED IngN AR L THY THLEEZL
iz,
) AR OAGE SV E - HEE, @HE, RAIZIEArFT B AL L TI0mga1H 1M
BRICEOBEET 5,

o5 T AH R

O 1BMEEEY v~ FERFTEZRHRIZ, AaFTH A10mgh N 7 X v L20mg (RHHEEK) %1
A1E6HE MY REZ ISR ARG T2 “HE ML A £ L, AAOFRENRRD b
7219,

@ ZEVEMPEEERE 2 RIS, A X h AlimgxlHIEY BH KRN 7 07 =7 7 25ng
CRPHRER) 21 A 3[EI 4l A 4 54 2 " EMIILEGRBR & i L, AHOA AR D 5
n=w,

® MEFiE, JEBIEEPEK, SURBUEBEREES 25 RIC, A rF v Al0ngx 1 H 1ES % &
VA v RA K 26mg (RHREE) % 1A 3E4EMARICKRO#S T 2 “HE R LEGEER %
Felti L, AHIOAH FHEAGED Btz

2) REMHER
E3 UES SR T
1BPERIET ) v~ FREE MR, AaF T h A10mg 1HIEZ 12EMLLE, RETSHEM (F
B33 ) ARG Lok R, AR ORBIR G X 2RO K OEIERFEBLED
FRIEEED B Rino Y,

(5) BE - WEANRBR
R L

(6) AEREIEER
1) BRARERE (—RERARERAE, SEHARERE, FARBELRAE), HERTERT—4A
—RRE, WERTEBRRBRONE

[ LA R & N BB (R T)
AUl MIHEACEME S T2 < OERRRBROFEE, AEKONSAIDs & Hlis LT, bk
EORERMENZ ENELIN TS, LvL, BARAERRE LIARHOREIIRIT S
NTWARY, 22T, BV v~F, LBIEEEE BWE FESERL, SURBEGER O
BEERRE LT, BNOHEDHEFICBI 2 A0XT I A (E—E vy BT EL) OWLE
EELZPLETIZEE T 7 7 ALV EAEBEEHONCT S I EEZENE LT, 65 HRMEE
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V. {G#RICEd 5 HE

DT AR T ¢ 7 KRBT IR % A 2 i L7z,

KFERIF20014E10 H ~20044E9 H D HIC 22 [E 826 D RSB 222 L - AR O BE T, A ¥
I BHMLTT SHLTE5, BT T o o 7z,

MR R GUERIETS, 22161 T, BIERRFRBL L TIERT4. 0% Th o 7o, BRMICHEL
FOZ T HERZRFT D701, RPN 217 o o R, TR, Ta0HERE), 7L
VX IR, TREFIE, [ B EE R - W5 - Ml OBE A 1), [BI{EOBER
UL, TEWERIEEAEE) ROY [HFIRIEAE] ICBWTHEEDBRD b,

FNPEEFE R GIEFIIX5, 19861 T, HINEFIIX86.8% CTh o7, AMEICHEZ KITTEHNEZ K
o eoll, BEERKTFINHT 21T o 7R, THmbimE), TRWERREA ), [#5-5%
W), TOFHSEAIA R RO TOFBIEA ) ICBW CTHRENRD b,

AV 5 & 72 o TRl i A2 A 2 B IT/N D50, e 233, 43301, B HEREfEE
AT HEREN3G, JFHEREREEZ AT 5 EBE N0 T, T2l LR, FRChEE
B OIS T,

SEOTHREHEDORR, AARANESGE Lz HEDZR TSR D ARH D22k OH IMEN
RSN,

ll

BB 2 Re0E (& T)

RABE 54, BB TENMZ18y A, BEEFEA3006] & L, 20024E3H 7252005428 £ T
D346 A RN FEHE S 4, TOfia% 7> 535 THIE R S iz,

LERNVERRAT R R BIHIE344451 T, BIERAARBL LIZAEBIT1L. 6% TH Y, EBREE TOFAIC

T 5 RHE GBI TOIT. 5% & ik L TaE < 1oz,

AV Z MFTERZRETT 27201, BRI 21T o 7o /G R, TR EA
) RO TR ISR W THEZEDED bt

A NVEAE R BIE B 332861, BNERIZ64. 0% ThH o7, AMEICEE L MIF T EE 2 HEt
T5701, BEERKEFINRIT 24T o7/ R, ER RO T7 L —EAE] (20T
HEENRD LI,

AEOTIREREORE, EHEHORZ SR OE M R S iz,

2) ZRBEHL L TERTFENOANBTRIERRE L-FHAE - BROWE
A% L

(1) Z0ith
Ty I BT BMCONWT, B U~ TR 0 ERIERAEEY, MRE, R,
SURMBEGEREY 25 L Lz “EERILEGBRORR, REIOAHAERRD i,
D O ZHE R 2 5 Lo E NAER280fiE%, BAHE DRR & 72 o 729556511, KGR
ToNEE « R LOHIE - MRIZR T D ERIRRERRGR (63661) (ZRDEEBY Th-oTz,
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V. {5#RICEd 5 EHA

B4 ABIE I E A AR (PEEYHEL L)
1B PEBIET Y o~ F* 102,306 33.3%
I R EiE 120,166 72.3%
B E 48,57 84.2%
TA BAVE A [P 2% 37,55 67.3%
SHUR IBeAE e 42,52 80. 8%

% VEBRIRIZIZ Z DB EZ AW TWER, BEIX TEEY v~F] 2HW5,
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VI, AR IZBE 4 5 TH H

VI. EHEECEY HEE

1. EBEZ2MICAEEHHLEMRITILEDE
nxyryuZzrF Nl uskfal, /e F 7 FRNI DA, AR TR T2y, TERY

SHE, TRRTT, AT 2T L, AV RAZ TV RII, LV RAEZ R EDIERT

H A NP - SR A

EE  BEEO S LB ORIHE -

2. B HF AR
(1) {EmEGL - fERMEF

AUXLHMIL T B AR UL F—E (CX) DIEREHILT (in vitro) ™ 19,

IRFL, BOEBTRLEZMT L L,

RIEFPTIZ

B TaRE2 75000 (P6) DEAGHKEHEL (Fv b, w7 R) 7D Wk - SRIEM %2R

FTLEEZLND,

* Y

‘\ FOR$TTII |

A )

XA

AO0XTHhLOEREE
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VI. G PRIZBE 4 25 TH H

COX-1 K URCOX-2DHE & A v % 291 b & DFE AR
NSAID® F 7 /EFIREFF 1%, COXVEMEBRFIZ X PO LG RNH Td 5, 19914F, COXIZIF2FIED
TAYYFALBELELTHDZERHLNERY, RICABBREOFESICEE&EH 4+ R L
TWDDOHNC0X-1, FITRIEICEE-T 2 DIFC0X-2TH D Z L HH LI,
COX~1 & COX-2D LM 1L L < ITW DA, 7 7% RUEBOIEHHNL~D A ~X—ZZCOX-1D 7
MCOX—2X VY LIV EEZEZ BN TN D,
A XA A, COX-1& 0 HC0X-21Txt U TIRWHEEMEZ R T, AU A 7% LhEiE
FHINSTF T Y = VEDOE LR LT A TFAIEEZH L, 20O A FVEEORLEHCOX-2~ DI
KL TWEEBEZHNTNDY,

T xOFvAL
L PSERVEO. -

FEMEERT
cox-1 COX-2
""'--.. — EELPTL
e P BESLICCL
O\\ ,,O
S\N /CHs
H o
N.z~N ?‘7“'_"&
/ C/ Y/ / 4
1
OH O 1.8—\{5'
e CH: »=um

COXDIBEL A OF LN LDFEEA A —PH
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VI, AR IZBE 4 5 TH H

1) COX—1K TRCOX-21Z %9 5 iR itk
O COX—-1} O COX-21Z%5F D FLETEM: (in vitro) '
A MIFEZEFERIZBWT, 0X-1X 9 $00X-212xF L TIRWHEER 27~ Lz,

COX-1 (EwIREEHE), C0X-2 (£ URBHE) BEEEDLE (/n vitro)

1Cso [ uM] (95% 15 HEIX [H) 1Cs [ uM] IR
B
C0X-1 C0X-2 54
A xTN A 143 (90. 3-225) 11.8 (5.69-24.5) 12.1
Xl A 176 (62.4-497) 153 (41. 7-560) 1.15
AL RAZT 0.21 (0.09-0.50) 0.36 (0.25-0.51) 0.58

@ COX-27EM:80% [RE=MF DI 1T 33T HCOX-1FHETENE (in vitro [ R]) ¥
- FENSAID 23 COX—27E M 2 80% [HE L 7= BE DR E BT HCOX-1PHEIEMEZBET L7-/E, Ao
X AIXCOX-1TETE & K25 % FRE L 7=,

(%)
100 -

80

60 -

RS S

40 -

20

0

0 Z2 I XA +« ¥ 2 E YV Y 7 49 + F a4 45 F 7
2 ¢ r B2 L 00 7 0 L o F F kA
I8 F* 20 x L F L F XA DT 7E K
T ® 7 ¥ ¥ 7 2 3 - L2 2 F % aaglk
s g 772z F7afmb sz g7 727
7 % A7 5 4 _’r I Z - < 2
R >~ T
.'é_ =

i\.

COX-2;E1E80% A ERDEREIZH 1T BC0X-1BEFM (/n vitro)
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VI. G PRIZBE 4 25 TH H

(2) EHERMITLHHEBRAHEE
1) HLRIELE
O BAV VRIS TAER (T k) 2
Z v MCAA Y CRENFEEZ AR SEMREEHEZRF L 2A, ArXihadvnxy
N, AV RAZVY, Va7t LIRERSEOIDEER LT,

2w bDAA) o RERFEIDS /A

— M = ) D35 [mg/kg]

[mg/ke] (95% 15 HE X [H)
P=E N 1~8 10 3.35 (2.93~3.91)
SRS 0.5~8 10 2.71 (2.30~3.25)
L RABR 2~8 10 3.42 (2.39~4.49)
Cruaz=Fy 2~16 9~10 4.03 (3.01~5.08)
APAEE 2.5~20 15 6.25 (5.46~7.11)

n="%x

Zy NOBBEREEE TIZ10% 04 v aER L CREEFER I, &3
WITIRIEFE R 300 AN D& G- L, RIEFERSIFHZ IR DR = 2 JlE
L/“CID%{ﬁ%%Hj Lfio
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VI, AR IZBE 4 5 TH H

@ TVa v MESRICKTAER (T b)) 2
ARXTALIT Vany MR (T v M) BT 2BREMER QIRRIE ; FELER O
fiR) % HERFRICHH L7z,

(%)
110 -
B AOFxTAHA
100 4 O Eaxshh
| H AR ARD
90 .
> A YoyO7z+7
Df‘ 804 o F7OXEL
|
V704
i |
5 60
3
50
3
£ 40
30 A
20
10 T T I['II\['\ T T |II|'\|[ T 'I['II\I\ T T I'II['\I|
0.01 0.1 1 10 100

PR [mg/ke/day] mean=SE n=14~20
Sy bDT TN FEBRICE T HERRER QRRE) 12X T HER

v bDT7 TN FEERICE T ARKER (2RKAE) {HER

o M & 1Ds, [mg/kg/day]

e Y n -
[mg/kg/day] (95% 15 HE X [H])
A ¥ A 0.063~0.5 20 0.12 (0.09~0. 14)
SR /I 0.05~1. 35 14~15 0.76 (0.49~1.52)
A RAZ 0.2~1.6 19~20 0.67 (0.50~0.95)
vrazxFy 0.2~1.6 20 1.24 (0.84~2.68)
Fruxt 8~32 14~15 11.8 (8.12~14.9)

Ty NOERBERR T~ a7 TV TREEEN LT, 7Toan
v MNEEREFHE ST,

BHYNL, TV o MUER LV IELE, 20RO L, FEALE
BEORME 7V 2N MILERT & UEH21H BICHIE L, £ 048
Frar ha—/L LR L, IDEERH L7z,
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VI. G PRIZBE 4 25 TH H

® T Vay FEERIZBT 28 - KB OBENRIER (72 ) 2
AX A LEET y PROAX T HLIFEEET v b (3 hr—) OBRBXHRETELZ R
T, AuXTALEET v ME, XREEIZE VA LICE - SR BEEnHIER S R S,
ZOERITHREGFN CTH -T2, £72, AaX T AZvueX ALY 7 a7 =) 7Tk
NTEMAE THEERFNICE - RFBEEnHEIEN 2R L,

arvhko—jiL AOFxThLo (0.125mg/ke)
XREEICKSE - MEWEMNHER (Sv k)

(%)
100 -

90 -
80

70 -

—0O-\yu

i 60

L

—

*f r
50+
BAOF AL
oEOxT AL
ATIO7zF+7

401

HEH o

30

20+

10 1 I I J
0.01 0.1 1 10 100

EE& [mg/kgday] mean=SE (n : fl%0)
QRRIEIZK BB - MEWIRIGEER (Sv 722/ EER)

T v bOEBRERBR T~ a7 T U THEEEN LT, 7¥23 b
Bk AR ST,

BIDL, TVaN MUEHLVIELE, 21HMEOES L, 22H B2k
LB LI DE R OB R ORE A XM EEFT RO A a7ICLVFiL, =
Y he—Lbhig L7,

Y bDT TNy FEERICE T H2RRIEICE SF - REHENHER

o n _
[mg/kg/day] (95% (5 HEIX )
AaFxTh A 0. 063~0.5 23~25 0.176 (0.152~)
= wi= RV VAV 0.15~1.35 23~25 0.635 (0.439~)
/=Sty a4 0.2~1.6 20 >1.6
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VI, AR IZBE 4 5 TH H

2) BEIE
O RIEHSLIFICXIT2ER (T ) *
AW T AT R BRI O RIEMETE (7 > b @ Randall Selittoik) Zxt LT, Fegtto i
JWIERZR LT,
Z v MIEITHREMERICKT SR

3‘2 4:% );H % EDISOE) [mg/kg] (95%15?,5[2%)
[mg/kg] 904y 1804y 3604 18MERY
5. 64 6.30 6. 14 15.7
Aa ¥ H b 2~16
(5.00~6.36) | (5.61~7.11) | (5.47~6.93) | (12.6~21.4)
) 6. 06 8.37 13.3
Bkl A 4~64 89 (SMd(HE)
(5.24~6.86) | (7.20~9.56) | (11.6~15.5)
B} 2.23 3.87 7.67
vrm7=Fr | 1~32 > 32
(1.91~2.70) | (3.40~4.49) | (6.67~8.99)
) 3. 09 7.62 13.0
Ay RRAZT | 1.5~24 >94
(2.83~3.38) | (6.84~8.64) | (11.9~14.2)
) 11.0 13.5 20.3
Fraxtr 5~40 >40
(9.26~12.8) | (10.8~16.6) | (16.9~24.4)

1) EDiso : IR BMEA50% m 9 5 H &

@ Helgwrithinglxl 4+ 21EH (v %) #
fefgwrithing (w7 &) BEBRICBWTARF U LI E 0 F U H LKA R AZ LTI
[RIFEE DR EH 27~ L=,

< ) ZADEEEwr ithinglZxtd 51/FFH

B & . =g IDsy [mg/kg]
3 n writhingZk -
o [ing/ke] [%] (95% S HAIIH)
ay ko — — 20 28.9+1.8 — —
0.3 10 18.6+1. 8% 35.6
1 10 14. 03, 3** 51.6 0. 87
A xh b :
3 10 9,62, 0%* 66.8 (0.82~0.93)
10 10 5.7+1.8%* 80. 3
0.3 10 21.9%2. 1 24.2
1 10 .64, 0%* 49.5 0.97
BRI N 14.6+4.0
3 10 5.8+1.4%* 79.9 (0. 44~2.14)
10 10 4,942 0** 83.0
1 10 18. 245, 4% 37.0 | a9
AL RAEY 3 10 4,642, 2%* 84. 1 '
(0. 19~9. 10)
10 10 2.841.2%* 90. 3

SEHE+S.E. Dunnett®RE %k : p<0.05, 3k :p<0.0l (= hr—/L&DLIK)
HAETO~ T ZCEAIEY AR OBE L, 1E%120. 6%NEE 2 BN S LT,
WEfg I 5-1%5~2000 £ COISGMD T A4 ¥ v 75 zERIE LT,
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VI. G PRIZBE 4 25 TH H

3) Zof
O WILEIKHT 200 (5 v 1) 2
ERSREE R (D) &7 =Sy MRS BHAIEM (IDf) 75 Reb 7= R

B RREEER (EDs)
PULRIEVER  (1Ds)

X, AuXFTHATIH0E S VENE LN,

BHEEEERREER (SY )

b e 2 A PLRIELEH B RSIEREE(ER  (EDso)
EDsy (mg/kg/day) D5 (mg/kg/day) PURIEER (IDsy)
AaFx A A 2.47 0.12 20
/==ty a4 2.71 1.24 2.2
= wi= iV VAV 1. 07 0.76 1.4
FFuxt 11.1 11.8 0.9

20 4 | HEN=E DA
g E:v7071747
E'g V.- eEaxy il
E CJ:#70%+>
L
EDso 10
7
%
i 51
E 2.2 1.4 0.9
Do 1] v ———

T v MIEEYZ1HIRBAMEAES L, RE&GO—%ICE - +fRh%
M Lo, —BER O BRI EER QRSSO MO S A B3 % FTEL |
) DROOLNTT v NOENGEDEEZRH L-, MIKIEEMIL, L7
¥ a N M EEEIRITKRET D D5,

(3) VeI - RRE
LR L
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VIL_phhelZ B9~ % mH H

VI. EYMEEICET SER

1. mREOHER
(1) AR AR OPRE
DR L

(2) RERABRCTHREIN-OHRE
R4 -
e R 0. 72 1 g/mLY
(115]10mg % ZZERFRR 1 #2 5-, fREREA )
A # -
B PR - 1. 5ug/ml (EFIREAHH) ?
(1Bl 10mg % A it O e b5, fRERERRA)
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VIL_EYhhelZ B9~ % mH H

1) H[EgEs

BEERRANIZ A v 2 0 15, 10, 20mgZ B 7R AIE L CREMERRR OG- Lz & &, femii iR
E (Ch) 1IRTHEZICE O, MPEEDOEY— 71X 2R L, ZHUIBITER X O E N
~HEE X TR, B D BRI E NS0 B ~DFEER (enteroenteric circulation) (ZX
HEBZ LT P, Cp L CAUCIT BB 7R L7V,

W EEE

AOFYHLEEEOREROENHE/ S A—4

(pug/mL)
1.2

1.0 7

0.8

0.6

0.4

02- Jir

0.0 - : : ‘ ; : ‘ :

0 24 48 72 96 120 144 168 (hr)

B (n=6, mean*SD)
AOXTAHLERBOKRSEOMBDEEWRE (hTILEIE L TEERRS)

(A TEIFE L TEERERS)

Dose Chrax Tax tie A[é(jjf;? Vd Cliot
(pg/mL) (hr) (hr) hr/mL) (L) (L/hr)

g 0. 26 7.00 - 7.87 - B
+0. 06 +2.76 +2.13

10mg 0.72 7.00 27.59 22.79 13.69 0.35
+0. 20 +3.29 +7.30 +3.61 +3.70 +0. 05

20mg 1. 06 8.33 25.42 42.16 16. 81 0.49
+0. 15 +3.67 +8.70 *15. 14 *4.14 *0. 15

n=6, mean=*SD
(—  BRHBRR D=, FYEFENRT A —F OBEIEPARETH -T2, )

E) AFNOAGRINHE - HEIL, @5, fAZEArXT AL L TIomgx 1 H LEE

®ICHE ARG D,
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VIL_phhelZ B9~ % mH H

2) MRS
BERERR A 1 2 R RIT A 1 % 2 K 10mg Z SEF R O 7 #l & U CLEERHR G- L, FEyEnhe
NT A =B B LR, WA FIC RS Th 5 2 LB R ST,

(ug/mL)
1.5

—o— §E10mg
—e— H7tEIL10mg

hEE B EE

O-D e T T T T T

T
0 10 20 30 40 50 60 (hr)

By (n=22, mean=+SD)
FEImg R U A T/ 10mgZ EEEERES L -0 miEhEEH#TS

FEIOmgRUVAH T 10mgZ ZRERERIRE L=-RDEYHRE/NS A —4

Coax AUCo- MRT,, ™ tise nax

(pg/mL) (pg-hr/mL) (hr) (hr) (hr)
BEA 0.917+0.149 | 22.92+4.83 27.07+4. 37 18.32+2.83 | 3.818+1.053
J 7B | 0.853+0.144 | 22.34+4.40 28.11+4. 68 18.81+3.05 | 4.000+0. 690
1) MRT,, : 457 o IRe n=22, mean=+SD
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VIL_EYhhelZ B9~ % mH H

3) A&
EMAB AT 210mga I 7 E2AAIE L TEBICTARNERS Lz & & oEyEk
NI A—=HIZUTDLEY ThH o722,

AAFTHLImgREBRSHDEDMHE/ NS A —4 (BEES)
Cmax AUC, ., C, MRT t1)s to
(pg/mL) (ug-h/mL) (pg/mL) (h) (h) (h)

1.842%0.428 | 30.21%7.88 | 0.875£0.300 | 29.95%£7.40 18.68%5.20 | 5.160=£1.599

n=25, mean=*SD

(peg/mL)
2.5

R i B % B

(mean+SD )

T
0 6 12 18 24 (h)

B
AO0FTHLImgREREZOMBLEERSE (BRES)

3 & & &
AR L

4) BE - ftRAEORE
FERERRAIZ A 1 %2 KW0mgZ 7 7R VA & LT8R R ORISR N5 LTz & & o Efhhe
WRIA=ZEWB LT, ZORRE, CuldBBEERLR TEMNoTA, AUCICENRBO LT, An
X H AWMU T 2 BFOHBIV N D LB HilY,

AOF LA LIMgERRORSROEVEE/ NS A -4 (ZEERRUEBERS)

%%@Jﬁé Cmax tmax tl/Z AUCO*?Z

INTRA—H (ug/mL) (h) (h) (pg-h/mlL)
Ze G R - 0.741+0.101 8.0+8.0 28.7+5.6 26.6+5.0
IS 0.851+0. 139 5.0+1.0 23.7%5.3 26.9+5. 1

mean*SD, n=12
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VIL_phhelZ B9~ % mH H

2. RMEERP/NS A4
OF: 2w
SRR L

(2) BUGEREEH
REERR L

(3) HKEE R
SRR L

@ 29IVF7SUR
0.38L/hr (10mgBHREAHKY, R A) ?

5) HHhRHE
11.52L (1omg &% A s, fEERkA) 2

6) T0H
SRR L

3. B&H (REaL—Lav) @&
(1) A&

U ERR L

(2) 185 A —S EMER
AR L
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VIL_EYhhelZ B9~ % mH H

4. % Iy
(1) WRIERAL
HMERR L
<BE ;BT —F>
MEET v P TUC-AmF T L (Ing/kg) OWIERAL A #ET LT,
THALAE D IR TR S 7z,
(NR=V U H—A T NNA 2 AENEE

(2) WI®
MR L
<BE  HNEANT—F>
#9100% (30mg#% O #L-, fEHERLA) *

(8) SAAT AL TEY T 4
LERR L
<BE HEANT—H >
97% (30mgif% A #e5.) *

) AFNOAR S HE - HEE, 8%, RAZEArSF AL L Tlonga 1 H 1A
wmickn 545,

5. & il
YR L
<BE BT —5>
Z v MTHC-A m X7 Mng/kgZ R NG Lo t, 4R %ISR BORBIRE TR R E Y,
WAL, FFIE, i, BRI EEREEIC AT L, RO T, FURAR L OV TR o 727,

(1) % —RaPAP @B
DR L
<BE BT -5 >
5 MEMC-A 1% o0 A lng/ke BRSO LT, BT & A EBAT Ligtno 127,

(2) mi%k—Re8ERAPTEBE
MR L
<BE BT >
HIRISHE DT v MIMC-A 0 F U0 Ak Ing/kefk AK G LTz,
HE V2 op O 1 et B BE (3B G- 1R fRI$2120. 01 g ea/g & 72 V), ARFRRITRIZIZ0. 04 ug ea/gt 720, A
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OF i L 451 71 (15.7) 83
Q@ & ) 677 112 (16.5) 136
& 7 1,128 183 (16.2) 219 (19.4)
()N %
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IX. FERGARGERICBII 5 IEHHE

(2) RLMIRFBSER'S 20 2 9 % 39)

RERIE H #HYFE (n) Bk 75 PR R
(1) —BIERKEUMT |=v A (10) | Irwin®DZRIIE 10~100mg/kg, p.o. CEEFRIERITFRD b T,
LNy A AR J OV OFRIEMITRO beho T,
(2) HHEARERIZ K
Ea -2
1) BRIERhE <A (8) SeE N Y TAEAERL | 12. 5~50mg/kg, p.o. TEHELAR ST,
2) ELEH <A (9~10) | ~FVAVES-LEEFEMEIR | 12. 5~100mg/kg, p.o. TR/ o7z,
3) FEEMEH] ~ A (10) |EEBREE 12. 5~50mg/kg, p.o. TEEIL/h o1,
~7 A (10) | F TV =gkt |12, 5~50mg/kg, p.o. THEIX 2 ho7=,
(3) AAMRERLED
A RIE T
2
1) =g X (3) H EhiEH) 107~10"g/mL CRE L e o Tz,
ey b (8) F ST —)LEEFIHE | 10°~4X 10 %g/mL THE L 22> T,
FEy (3) bR F I RN | 107~10"g/nL THE LR hr o 7z,
ey (7) WAt R U o BERFRIGHE |5X105~10 g/mLCTEE L 2o 7=,
2) MiHTE Zwv b (10) |®&r b=UFREHE | 10°~107g/nL CRE L2057,
Fv b (9) | TTUR=UFHFRINMG |10°~107g/nL CHRE L 2o T,
(4) MR - FEERAR R
W RAE B
1) Mk x = (5) 53 REIpR, s 0.5~4mg/kg, i.v. (BFEKG) TRELLN-T,
£ X (3) 4y BN, 0. 1~1Img/kg, i.v. T, lmg/kg CHEHE DI
— A L7,
2) I+ Fyb (7~9) JEZE )R 20~80mg/kg, p.o. THEL o7,
x = (5) KRB R 0.5~4mg/kg, i.v. (BFEEE) T, Img/kgT
DOHILEMEZ 32 B X872,
43X (3) SHEN R 0.1~1mg/kg, i.v. T, L0 -o7-,
3) i x= (5) 0.5~4mg/kg, i.v. (BfEKE) TRELRI o7,
4) DI *a (5) 0.5~4mg/kg, i.v. (BfEKE) TRELRI o7,
A X (3) 0. 1~1mg/kg, i.v. T, LB Lo T,
5) L[ * = (5) 0.5~4mg/kg, i.v. (BFEKG) TRELLNoT,
(5) {HLFRARIZK
ER ot
D) HBENESE |7 > b (10) | BENEE (KK |8~32mg/kg, p.o. T32mg/kg THOTMIIMHI L7,
Z vk (10) HNAEHEHBE 8~32mg/kg, p.o. THELR)Ho7,
2) B Zv k (6) Shay b D HFETHIKE | 3~30mg/kg, i.d IZBWTHIKE, pH, WWEEE
FRAEMBEEIIWET |BE, BRBEICXLTEE L o7,
WE 30mg/kg TT L TR AR T S 87,
3) NEY53 4 Z vk (6) 3~30mg/kg, i.d. TEELR1->7-,
4) AErEES) | > b (3) 1~30mg/kg, i.d. IZBWT, 3mg/kgT3HIH1
1, 10} 30mg/kg TIFEFNTIBWT HES %
JLEEET,
5) AEMRNIGEES) | Y (3) 3~30mg/kg, p.o. TH, T+ _$IELOEEGD
BEREINIC R L TRE L 2) 5T,
6) BHMIEEEH |7 b (1~ 1.25~20mg/kg (HE[AIFR 1 5E5.) TEDs T
8) 5.92mg/kg TH > 7=,
7>k (20) 0.5~4mg/kg (HIfEAR 4% 5) TEDsfEIE
2. 4Tmg/kg TIH > 7=,
7) NGRS E |7y b (8) 1~10mg/kg (HA[EIRE M $ES.) TEDsfE I
1EH 8. 6mg/kg TH - 7=,
(6) KK OEMELN
B IFE T2
PRE OVRH A Z v b (6) 3~30mg/kg, p.o. THEL2ho7-,

P (Va', K, C1)
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() ZOMOEERR
LR L

2. 2 HER
(1) HEEESHRBR
BEEDOHIEE (50%BIE & T2 < e/ NBBERITIEVY)  (mg/ke) : 14 H [H1#1£%

7wk =T
J @ g Q
% 0 100 50 1600 1600
HRIRPY 100 30 — —

(2) REBESHEHAR
1) 7 v MR PG5
7w 3y A GHER T, |5 (a) (H5E0 G, 1, 3.5, 10mg/kg) IZHBWTHEHMHE
10mg/kghE DIE LN Mo 77z, 7. 5mg/kg% i HEICHE L7ciBR (b) (EHE0 (),
1, 2.5, 7.5mg/kg) ZBMLT=,
<FRBRASE A >
B (a) T, 10mg/kghf CRMERMEMDWAD, MEAKRTT LT I OWD, BlELD
Ml E R DOMINA - HivTz, £72, WEMM AR TIE3. 5 X UM 10mg/keff THIESE A, 10mg/
keft T+ IRBIEIEARO bz, B (b) TiX, BB (a) SIFEREBEOFETRARI L,
HEMEELRIAEDIng/kgTH o720, HHET. Omg/ kel TITB LB RO iz, BL
XY, Zv F3y RGO EREME RIS Ing/ke TH o 72,
(N U U H— A VA DGR
2) 7 v h26EmR 0GRk
Z v bW, 0 GHIREE), 1, 2, 3.5mg/ke®FAEZE65 HM (26H[H) NG L,
<FRBRASE A >
3. bmg/kg#E T3 A RER & R ORI A X O EE OB bz, B A
T, Img/kglh Lo b8 THIEEEA, 2mg/kgll EOEGREOME TIT ZITMA TERBE R,
I 5|23, bmg/kgHElE TlI+ R R OB AN A b, T ORRNG, HEEME
(X 1Img/ kg A T - 72,
(R—=U U H—A VA BiE NG R
3) 7> B2JEMRR NG RERY
Z v MaEHV, 0 CHIBEE), 0.2, 0.4, 0.8mg/keDA&EA125 A (52EM) RO&L LT,
< FERAS R >
e HE (0.8mg/kg) BEICHWTHHRFRLT REHFEERERRDO b7 T, EEMEEIX
0.8mg/kg TH > 7=,
(NR—=V U H—A A 2xE NG
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4) 7 v MTSTEERE N G ABR
Z v bEH, 0 CRHERE), 1, 2, 3.5mg/kgH&E (61 ARBREFEM) %18» A (78IH[H)
RO#E L,
< FERAAS R >
ZOREBRTHREL L= m T RIXey HRBR L IZIEFRBRO L DO Th o720y, HIGE & O ko 2R
LB DR ASEE N L, K EIng/kgBEICB W TS BHIEE L OB LB N RS v,
Lo T, MEHMEEIT6H ARBR L FERIC Ing/kg Rl CTH - 7=,
(R—=Y U H—A TN D FENEE
5) =7 X 13 MG
=7 X &M, 0 CRIREE), 1, 3.5, 10mg/kgDHEA3» A (13H[H) BAkhb L,
<FRBRAS A >
—ReREE, (KE, BEER, MAREME, MR E R O RIS o
XA BV T, IR QYR BAL AR 2 OB C i, 3. 5% UM 0mg/kelf CHEIBE AR D BT,
L7en-> T, HEMEEITL Ong/kgTh o 72,
(N—= U T —A T NNA DAL KPR
6) I =7 %521 MG
R=TF &M, 0 GHEEE), 1, 2.5, 6mg/kgd ARAG2HM (125 ARM) EOFhE Lz,
<FRBRAE R >
6mg/kgHE TITMERE & & IZHHBIONEM N B0, S 6, HEOIELORIBERES ML, 7€
-T, b2 ELIC K 2 EEM T2 dng/kg TH > 72,
(R—=U T —A A B HENEED

(3) EEEMEHER
WMAEY (X XIF 7 AEKOCKRIGE) AW EREARERRAE, t U o EkEEMIRE
W QLR E SRR 2 5 NS~ U A2 W /MEREBR T, WIS ZBRFEMEITRD STz,
(R—=Y U H— A A 2L HENEEL

(4) RARMERAER
YU AKROT v MIBITLHHEERT, DARMETRO 6ol
(R—=U T —A A Bt NG
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(5) EREHREZMHHER

1D 7 v b OIRATR OUEIRRIR 0 % 5388k (Seg. 1) *
7 v bSeg. 1 7BRIZO GetBEE), 1, 2.5, 5 (M), 9 () meg/kegZ H\ T L7z,
< BRI >
BEMW OEFERET b BIEEY, ZREMOZMKEBICEMITA SN R o T2h, BERETER
R OVESEIR BB DB B3 A B, Smg/kght TILHEEIZ BB B A BT, FR Ty
TS HEICHB L2 CA LN, MED2. dmg/kegRELL B CIXARE L OB EOK TR &A 5
iz, BRIBICITEMHEDLE OBABEGH THALNTZR, TOMITRTL T XEZBITA LR
Mmole, Lo T, BEWOATHEIS T 5 EaEtE X, HE9mg/kg & O'Mtfdmg/ke, AR RITXT
5 R Ing/ kg KW TH - 72,

2) 7 v FOREIRERMIR O GHEB (Seg. ) ¥
7w FSeg. MakBRIZO0, 1, 2, 4mg/kgZ PV T L7,
< BRI >
A OB RE O RN K OB R IR e T R EZT A N T, IRIREMES 2 W I3 TR IR
Do olz, L, W EYIRROFR CIIEMIC EIBIENA bz, HRHEROR
B ITIEIR M O IR R & I OB LA R GRE T AL, £, FEEREMAHEMLEZ, L
L, BERL%OWMARIEORE, Bo bk OB DR ZITNET T, £ DEFMREIC b AL D
HEITRO N oTz, ARBRICKT 2 8EEMAEET, Y Tlding/ke R, FRIE TIX
dmg/kg, AW TITIng/ke R TH -7,

3) UY RO E AR O8R5 (Seg. ) Y
¥ B FSeg. MFABRIT23AERZ S0 L7z, B (a) 130, 1, 20, 60mg/kgZ HVTHM L7z, &M
#60mg/kght TIXRENY TWHALE OEE & 2 WIXHMLIZ X 58T R ORI 2 bivlz, £z,
BBV CIXE R BRI CENA RIS LH L7z, 20mg/kgff CH AR TIIARWVASERBIE RN LH Lz
R IRBAEEM ORBN &L LV AMICT 5 H/IT, 0, 1, 3, 8, 20mg/kgZ AV VEMER (b)
ZERM LD, WTNORIZE W THIREBSEERITRE O bivkhol,
D DOFERNG, BEMWIC T D MM BT 20mg kg, MBI OV Tid8mg/kg &K L 7=,

4) 7 v b OJEPEM R ORHIR 0 538k (Seg. M) *
Z v hSeg. MERERITO, 0.125, 0.25, 0.5mg/kgZ AV CTHEfi L7,
< FABRARS R >
0. 125mg/kghf LA b THEARIIFE O IE R o OVy R RF[E] O TBIE A3 7~ H 41, 0. 125mg/kghE1PE, 0. 5mg/kg
FEAVCO R DN 3 i IS BE T Lie, F£72, B4 A DINIC 2R BT Lo REEi A & 57
T3~ILA LNz, ZHHOREHOHRTIE, WIhd FEE sz, Lo, kil
RIEOBEAZ O R, BB AOEREDREIZNER CTH Y, AFHARIC b T & B 15
oo, UEDORRNG, KBRICEK T 2 EEMNEEILX, B, AR S BIC
0. 125mg/kg A CTd> > 72,
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(6) FFRIAIEEER
LR L

(1) TR HkEME
1) ARAFME
AT LV EFRIEREZ R ST, MAOBTL I ENTHY, 61, KERGRARICE
WT BRI 2 RE T 2T RITRO Do e 2 E 0D, IRIFIERBRITEN Lo 72,
2) P
EE Y MIBT2HB THRIEITERD bhigno T,
(R—=U > H—A A DAL FENEED
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AEITAEREE L, IS L TWA DT, BRI ORE R ORI O%Aa1E, WiRIZ
HETLHZ L,

. BARITEM
BETTERMLAA R EL
<FVOLBEY : FY
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[l —p 3« A a2 AfEbmg,10mg [ 4 FX), 2w AEbng,10mg YD1, %

W % E:vr/u7zF 77 NIvA axyTarorF NI Ak, ErXdrhA, T
N = /7 VN

. EEEERAR
199545 H (77 v R)
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9. MEEXIIHREM RERUVABRZEEMFOFABRVEOAT

10.

11.

12.

13.

14.

ML

BEEIRR BHEBRLAREABRUVEORE

FREARLEBAEH B 20004E12H21H (BEAS @S EERA N RE®RMN

WA SRR ARB2HFEI T A O NETOWNTIITHEZYE LRV,

BEEHME

64F 1 20004212 H 22 H ~20064-12H21H (#7T)

BEMMFIRICEY H1RH
JRAETH B T RE107T5 CPRISHF3A6 HA) 12 & 2 B GHIRORIRITET b TR,

HAAI2215625)

£fFEa—F
o JEAE S SR L | ERIERS S — K | HOTEE | LS hEEA
- IR ER S = — R (YJ=— K) OK) | v AFAHa—F
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1 sZ&H

1. ELGNETOHRTERR
AV XN MMII995FEICR—T v — A U H A DA RAETE LTk, R74 5 B TR
ENTWA (20254FE3 A BIE),

ARICB T DRREIRR, MIEMOHEIZUTOLEY THY, SETORBIRIL L ITRRD,
ENOAGRNE O#PH TAF 2T 5 Z &,
4. BEEXIFIE

RO DNTEIR DIH 2 - B

Bt U v~ 7, ZIRIEBIEE, WOWLE, JEBIEE K, SR BE G

6. RZRUAE

HE, RAZIE AR ALE L Tlomgx 1 HIEIRZICRAOK LT 5,

ks, HFlm, AERIC KV EEEET 525, 1H&R&HEZTI5ng L 95,

FHNETOHRTKRR (2025F3FKE)
4 F—A 7 V7T
WRFe44 MOBIC® (meloxicam) capsule and tablet blister pack
MOBIC® (meloxicam) capsule: 7.5 mg and 15 mg
MOBIC® (meloxicam) tablet: 7.5 mg and 15 mg

FETEAF 20014F
the symptomatic treatment of
ZhHE » Zhik * Osteoarthritis (0A)

- Rheumatoid Arthritis (RA)
MOBIC should be used at the lowest dose and for the shortest duration
consistent with effective treatment. The maximum recommended daily dose
of MOBIC is 15 mg. A dose of 15 mg/day should not be exceeded
- 0A
« The recommended dose of MOBIC is 7.5 mg once daily.
* Depending on the adequacy of response, the severity of the arthritic

% - H&

condition and the patient’ s concomitant diseases, the dose may be
increased to 15 mg/day
- RA
* The recommended dose of MOBIC is 15 mg once daily.
* Depending on the adequacy of response and the severity of the

condition, the dose may be reduced to 7.5 mg/day
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2. BB HBRRXIERR

(1) b B 2isEHm (A=A~ 7 U7 558)
AIMOEAFIRLZET 5 19. 55w, 9. 6825k OHOLEIIUTOLEBY THY, A—AKT Y

T EIT R D,
9. ShE8E

TG SATIER LT D ATREME D & D MRICIT R G- Lan 2 &, #3EE (T > RT3 F)
IZBWT, UFOZERBOLN TN D, [2. 98]
-+ Ty b OUEREHT R QSRR SRR\ T, B, BHRER OVETERR R B L,
BHIRBOMT & B RBEILCROEMMA A BT,
« 7 v N OIWE TN GRERIZ\ THEIREI O 1B & o OFERE R D HE NN A B L7z,
- X OME I GRBRIZ B W TEREIECTHEOMMA A LT,
« 7 v MEEM R ORI SRRV T, EIRFE OIE R & OV MR OEIE, SEREIR
B OVE#KAR £ TORRCREOEIMMA A STz,

9. 612148

B EOABRMER ORARBOARIEZ BB L, ZAOM UIT I 2G5 2 & i3
B (7 b)) THIP~BATT L2 L@ bnTn5,

H g

RLAN A

A=A T VT ORMICE
(2021410H)

4.6 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility

Oral treatment with meloxicam at doses up to 5 mg/kg/day in female
rats (approximately 2.7 times the human dose based on BSA) and up to
9 mg/kg/day (approximately 5 times the human dose based on BSA) in
male rats did not affect mating behaviour or fertility

Oral treatment of female rats with meloxicam at doses of 1 mg/kg/day
(approximately half of the human dose based on BSA) reduced the
number of embryonic implantations and increased the number of early
resorptions. A no—effect dose for these effects was not established
A reduction in the number of corpora lutea was also observed at b5
mg/kg/day, with the no—effect dose being 2.5 mg/kg/day
(approximately 1.5 fold greater than the human dose based on BSA).
The use of meloxicam, as with any drug known to inhibit
cyclooxygenase/prostaglandin synthesis, may impair fertility and is
not recommended in women attempting to conceive. Meloxicam may delay
ovulation. Therefore, in women who have difficulties conceiving, or
who are undergoing investigation of infertility, withdrawal of
meloxicam should be considered

Use in Pregnancy (Category C*)

Meloxicam is contraindicated during pregnancy

Inhibition of prostaglandin—synthesis may adversely affect pregnancy
and/or the embryofetal development. Data from epidemiological
studies suggest an increased risk of miscarriage and of cardiac
malformation and gastrochisis after the use of a prostaglandin
synthesis inhibitor in early pregnancy

The absolute risk for cardiovascular malformation was increased from
less than 1%, up to approximately 1.5%. The risk is believed to
increase with dose and duration of therapy. In preclinical studies,
administration of a prostaglandin synthesis inhibitor has been shown
to result in increased pre— and post—implantation loss and
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embryofetal lethality. In addition, increased incidences of various
malformations, including cardiovascular, have been reported in
animals given a prostaglandin synthesis inhibitor during the
organogenesis period.
From about 20 weeks of pregnancy all prostaglandin—synthesis
inhibitors may expose the fetus to:
— renal dysfunction, which may progress to renal failure with
oligohydroamniosis (see Oligohydramnios and Neonatal Renal
Impairment) ;
During the third trimester of pregnancy all prostaglandin—synthesis
inhibitors may expose the fetus to:
- cardiopulmonary toxicity (with premature closure of the ductus
arteriosus and pulmonary hypertension)
the mother and the neonate, at the end of pregnancy, to:
— possible prolongation of bleeding time, an anti-aggregating
effect which may occur even at very low doses
— inhibition of uterine contractions resulting in delayed or
prolonged labour.
Meloxicam was not teratogenic in rats up to an oral dose of 4
mg/kg/day (approximately 2.2 times the human dose at 15 mg/day for a
50 kg adult based on body-surface-area [BSA]) when given during
organogenesis. Meloxicam caused an increased incidence of septal
defect of the heart, a rare event, at an oral dose of 60 mg/kg/day
(about 60 times the human dose based on BSA) and embryolethality at
oral doses > 5 mg/kg/day (5 times the human dose based on BSA)
when rabbits were treated throughout organogenesis
Studies in rats with meloxicam, as with other drugs known to inhibit
prostaglandin synthesis, showed an increased incidence of still
births, increased length of delivery time and delayed parturition at
oral doses > 1 mg/kg/day (approximately 0.6 times the human dose
based on BSA), and decreased pup survival at an oral dose of 4
mg/kg/day (approximately 2.1 times the human dose based on BSA)
throughout organogenesis. Similar findings were observed in rats
receiving oral doses > 0.125 mg/kg/day (less than 0.1 times the
human dose based on BSA) during late gestation and the lactation
period.
Meloxicam crosses the placental barrier. There are no adequate

well-controlled studies in pregnant women

Use in Lactation

Studies of meloxicam excretion in human milk have not been
conducted. However, meloxicam was excreted in the milk of lactating
rats at concentrations higher than those in plasma. The safety of
meloxicam in humans during lactation has not been established and
therefore, the drug should not be used during lactation.

*1: 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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