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EERBR CrFrE%) | 98.62~99. 97 198. 16~100. 16
P T . -
20°C T I TEHPE (%) 90.6~98.5% | 89.1~92. 3*
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tLaxsJ5200mg THRA] OBRBEETICETIRER D
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i 40°C EERBR G %) [99.19~100. 05* [99. 27~100. 41
0 75%kRH - PESR - AR BRI *1, %2 K1, %2
v x5 6n LA — 1 (R ) *3 *3
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%% ﬁﬁ%&ﬁii;“f %gi%?i/ ﬁiﬁir VAP (%) 86.4~93.0% | 83.5~94.8%
B hmmr ko] om0 | Gon) | ARGIRRRE%) 98. 392 98. 74

k1 BEOFFAD ZHIEHRE *2: Ao THAR L ORBRITE (C#EE LT,
*3 0 AARHES WA (HRFEARR) 28 L,

*4 : pH1. 2GR U Y L_— K 8OHRMNO0. 5% (w/v)) . 50[El#E, 604y

LX< T8 200mg TEAA ] 1%, AZER A2 W hEEE (40°C, FHRE 75%. 6 5 H) DOfk

%5 : ZEfH

R BEOTIHE FIZBWT 3FEMLETH L Z LRI ST,



REERVBEMEDREN

AL

fthFl & DESELL (MELEFHEL)
AR L

A

<IRHZFEhC BT DFERE >

+Lax> J8 100mg MBAA] 'V

HREEIROEMZEHRIERR T A R T A B —IEICOWT ERERE 0229 4 10 5 CEk
2442 H 29 AFF)

RERGE - BARIER S WHRERE 275 ONKE)
AREBRGAE
BRI A 900 mL
ABRIBRE - 37+0.5C
BRiE . O pHl. 2 B ARIER HIEHEBRE 1K
® pH4.0 D7~ Mcllvaine DOFEEIK
@ pH6. 8 H AR HE R 2 K
@ K
® pHL.2 ARV J~— K 80 ¥ 0. 5% (W/V)
RY Y _— 180 5 gl HAERFHEHRBRE 1 #iKZMx T 1000 mL &35,
® pH4.0 AR YV ~— k80 #AN 0. 5% (W/V)
AU I NL_— K80 5 glZHEHdT- Mcllvaine OFEEK 2 N2 T 1000 mL &9 5,
@ pH6.8 ARV YV /L~_— | 80 #AN 0. 5% (W/V)
AU Y N_— | 80 5 gl HAKERFEHEHRBRE 2 % ZMx T 1000 mL &35,

[El#a% « 50 Mz GRERIED~®)
100 [A]#x  GRERIE®)
BRI & 12 XL

I
SRR -
RBEDRO® (50 FE) :
BEVERUAL S 30 SYBLPIC T2 85% LA BT, BUE S SRR 51 C 10% B0 F T

b oG
BUE S 7o RAUBRIE TR 30 W T RUBR AN 0D 22 8 HH 35 S AR HE B D -84 H 38 £ 9 % D i
ZH 5,

RBE® (50 [Al#5)
REAERLEI 73 30 73 AP - 85% LA RIEHIE T, BUE SRR\ T 85%LL ET
B LA
FEAERLA) O LR DY 40% B O 85% (3T & 72 D3 X4 7 2 REAUZ I T, BRBRELAI D %)
TR A HE LA O SR H S £ 15% OFPAIZ & 5 2>, T F2 BB’ 12 8L ETH 5,
RGO (50 [FlH5) . HREES (100 [F]#5) -
FEHERLAIAY 15~30 43234 85% LA LRI 35356
FEAERLEI O SELJER R DY 60% M O 85 % (F1T & 72 53 24 72 2 Wi 2380 T kR LA 0 11
R AR ERA O SR S R 15% OFPAIZ B 5 7> T f2 BB fER 12 8L ETh 5,



RERAER - ELaF T T 100mg TBHAL 2o\ T, TERERLOEYFNFEENERBRT A R
A ] OEHRBROEITHE > THRERZAT o 1ok R, BUE S 7o~ T o R
(B WTHBMEOHEEEIE S L, BRG] & O HZEE L L T 5 L HE S

ni-,
AREEOpHL. 2, 50 [A]#z BRI @pH4. 0, 50 [Al#x
120 - 120 -
100 - 100 -
& gy | & g0
H H
X 60 A x 60 A
% 40 % 40
20 A 20 4
0 HO00O=—0—0 o 5 0 EOP=O=0—— O O————0
0 30 60 90 120 0 30 60 90 120150180210240270300330360
BRE (9)) BRE (93
AERE@pHS6. 8, 50 [A#zA RERIE@/K, 50 [al#4
120 A 120 -
100 A 100 A
& 80 A i 80 A
# H
& 60 £ 60
;2, 40 oﬁ/(J 40 -
20 A 20 A
0 Q=—0=—0 0 EEOO=0—0——0——0—0—0
0 30 60 90 120150180210240270300330360 0 30 60 90 120150180210240270300330360
BES (5) RS ()
HKERKGPHL. 2 R Y YV JL~_— | 80 #RAN 0. 5%, HERKG©pHA. 0 AR Y Y JL~_— |~ 80 ¥ 0. 5%,
50 [E]H#x 50 [E]#A
120 - 120 -
100 A 100 A
B g0 - B gy
i H
E 60 A £ 60 -
% 40 A % 40 -
20 A 20 A
0 & T T 1 0 ¢ v g "
0 15 30 45 0 10 20 30
B5RS (5) B5RS (9)



HEREDpHB. 8 AR Y YV L~— | 80 ¥RAN 0. 5%, HERTEOpHL. 2 AR YV L~_— | 80 R0 0. 5%.

50 [E]HiA 100 =145
120 - 120 -
100 A 100
& g0 A R
H H

= 60 - = 60 -
% 40 % 40
20 A 20

0 O . : , 0O r . .

0 10 20 30 0 10 20 30

BEFRS (93) B (93)

@ RBREA (ELax T 100mg TBAE] )
—O— 1EHERIA] (FEK], 100 mg)
QO  HEREAICII B IR
n=12
Lo TE 100mg [BEA] OBHETICHT55EM S

R LLaFTTEEI00mg TBAA] DBELHEICHIT L5
(FHEBREA R VRERF|OFIFHEDLE)

RER G SEEEMER (%)

5 94 i D HIE
(DpHL1. 2 120 %y 2.8 2.9 A
@pH4. 0 360 4> 2.7 3.0 ik
3pH6. 8 360 4y 2.9 3.2 WA
@k 360 4y 2.8 3.3 e

H1.2 B Y Y _— 15 %y 42.7 38.4
P LB ! ®81()) ﬂﬁbuj(h)éo/j (W/v) ' 30; 80.0 76. 4 Ea
(5 RAER) ®pl4. 0 KV JA_—Fk | 154y 62. 4 61.4 .
80 ¥ 0.5% (W/V) 30 4y 92.1 95. 4 -
(DpH6. 8 R Y Y )L_— | 15 %> 61.1 59. 4 .

80 N 0.5% (W/V) 30 4y 91.5 95.2

H1.2 B Y Y L_— 15 %y 55. 8 50. 9
100 ®81()) {?BJJIJT)JBOZ (W/v) ' 30 ;; 93.7 92.2 e

<IRHZEEhC BT DFERIE >

+LaxS T8 200mg TBAA] 2

BIEEI SO F RSP A R A DO —IIEIC DWW T EHETE 0229 45 10 5 (CERE
2442 H 29 AFF)

RERTIE  BARIERS  WHBREREE 2 (O Rk)
ARER S
BRI E 900 mL
ABRIRLE : 37£0.5C
ABRiE - O pHl. 2 A ARIER IR 1 K
® pH4.0 7= Mcllvaine DOFEEIK

_9_



@ pH6. 8 HAIE R H I MR 2 K
@ K
® pHl.2 RY Y L_— K 80OFMO0.5 % (W/V)

RY Y _— k80 5 glZ HARIRFEEHFERE 1 ¥ N2 T 1000 mL &7 5,
® pH4.0 RV VL_— 180 M 0.5 % (W/V)

RY VIL_— K 80 5 g7~ Mellvaine DFEMEE 2 % T 1000 nl &9 %,
@ pH6.8 WY JL~— K 80 ¥R 0.5 % (W/V)

RY Y NR_— 1 80 5 gl HAFR R 2 # %2 T 1000 mL &7 5,

[l#s4% : 50 [Elfin GRERIEDO~D)
100 [Hldis (FRERE®)
AEREE &K 12 XL

I
RESTIEE
RREOOO®D (50 [H42) :
BRI 30 2y LLPIC T4 85%Bh LVRHIET, HUE S A2 BRIBRIIC 3510 C 10% L e

bo%GE
BUE & 17 RUBRISE R L 36 W CRABR B 0D 1212 5 HH =% 703 B YR B D S 889 7 HH 3R = 9 % D
Zd 5,

REBIEG (50 [A]#5) -
PEAERLA 23 30 70 AN T 85% LA EIEHHE T, BLE S 7= BRIFRIIZ RV T 85%LL BT
» DS
FEAERIK O FEIER R Y 40% 2 Y 85% 13T & 72 23 24 72 2 B UIZ 3 T sk ALA 00 -1
VA H R DN RS D SELPR R £ 15% OFAFHIC & 2 2>, XX 2 BB fE» 2L ETh 5,
HBRIEOD (50 [AlR) . HERES (100 [F1#5) -
FEAERLA) 28 15~30 43124 85% LA FIRH T 2456
FEAERIE O PR ZR DY 60% M O 85% 1T & 72 23 24 72 2 Wi A2 38 T ik BRELA 0 21
TR H SR DM AERIFN O SR HE £ 15% OFPFAIZ H 2 0>, T 2 B OMmR 2L ETh b,

RERAE R ELaF D T8 200mg THRGARL 2o\ T, TEREIRLOEY RSB T A KT
A ] OEHRBROEIIHE > TRERZAT o o6 R, BUE S 7o~ T o HRBR &M
RV THBMEOHEEEE & L, ARG & O H 28 L L Th o L HE S

iz,
R OpHL. 2, 50 [E]#5 RERE@pH4. 0, 50 [A]Hx
120 ~ 120 -
100 A 100 A
& g0 & 80
" "
£ 60 £ 60
% 40 - % 40
20 20
0 HO00O—0—0—0 0 5 0 ATOOO—O—O—e e e OO
0 30 60 a0 120 0 30 60 90 120150180210240270300330360
BSRT (53) BSRS (43)

_10_



ABRIEpH6. 8, 50 [mlHis
120 -

100 -

1‘580-

e}

= 60

% 40 -
20

0 EEOOO—O— OO O O——O
0 30 60 90 120150180210240270300330360

B (49
HEREGPHL. 2 R Y Y J)L~_— | 80 ¥RAN 0. 5%,

50 [aldix
120 1

100 A1
80

60 A

(R) #4 EE o

40 -
20 A

B (99)
BRI OpH6. 8 7R Y )L~— | 80 IR0 0. 5%,
50 [AliiA
120 -
100 H
80 +
60 4

() # EE 8§

40
20

0 C T T 3
0 10 20 30
BFR (93)

@ HBEK (ELax> J&E 200mg TEAE] )

—O— EAERIHF] (B4, 200 mg)
<} R AU 35 1T B BRI R S

n=12

ABRIE@K, 50 Bl
120 -
100 -
80 A

60 A

(R) ¥ EE 3

40 -
20 -

0 EOOOO=O—O—reO——O——O—0
0 30 60 90 120150180210240270300330360
B5RS (%)

BRI @pHA. 0 R Y Y L~_— ~ 80 AN 0. 5%,

50 [A]#ix%
120 -

100 A
80 A

60 -

(R) # E 5

40 -

20

0 ¢ T T )
0 10 20 30
B5RS (%)

HBRIEGpHL. 2 R YV L_— K 80 AN 0. 5%,

100 [A]diz

120 -+

100 4

80 A

60 A

40 A

(8) # EE ¥

20 A

0

° Q

10 20 30
B (93)

TLaFP T 200mg TBRE] DIFHEHICHITHEMUME

_11_



10.

11.

12.

13.

14.

R LaFT TEE200mg TBAA) DBELHEICHITHELME
(REBREA R VRERF|OFIFHED L)

RS PR R (%)
. o I HEE AE | wLaxoJdEE | HE
3 ; SR ERT HE M S .
Fir | ek IR HUER | et o | o Ta
DpH1. 2 120 %y 1.4 1.4 PRy
@pH4. 0 360 43 1.3 1.4 o
@)ph6. 8 360 43 1.4 1.4 o
@7k 360 4y 1.5 1.6 PRy
. 50 | GpHL 2 &Y Y r_— |k 10 %y 33.6 31.2 o
&gﬂjﬁtséﬁg 80 ¥RAN 0.5% (W/V) 30 4y 78.7 76.5 W
(/S FE) @pld. 0 EU Y L_—F | 15%) 65. 2 72.8 o
80 WM 0.5% (W/V) 30 4% 90.9 91.4 s
@pH6. 8 K UV L~— | 15 %) 64. 4 74.0 i
80 WM 0.5% (W/V) 30 4y 90. 1 92. 4 e
10 | @PHLZHY Y us—F 15 %) 64.6 63.5 .
80 ¥RIN0.5% (W/V) 30 4y 91.3 89.3 -
(n=12)
£ Y0 ERE

A LR

HEIR DB DHERHERE

FRAN AT RE i

HEIPOAIRTDEE!

kv~ 777 4—

ki

AR ANA

BEAT DAIEEED H 5 KW

EEER L

ERNRELGRS - NENRRCERICET S1FR

U ER R L

Z D
RS RR L

_12_




a&ICE T 5IRE

I AESES

TRLE B NTIER D 5 - S

B U v ~F, ﬁﬁﬁﬁﬁr\ﬁfﬁ JE BAE R A . SURBAEWERE, M - BEE 2
FIitE., IMEZR I NPt D% - $89m

H

AR UHAE

Mg o<F

WEL ORI E L a7 LT 1A 100~200mg 2 1 H 28], #] - ¥ BB OHE5T 5,
EREEAEAE. ERiE. BREMEERX. REBEREE. B - BHX

WE, EAICIZEL a7 L C1E 100mg 2 1 H2E, 8 - ABZICROBEET S,
Ffitk. IMERILVICIREEZDE 2% - $8E -

WEL. AT E L a7 LTHIEIOA 400mg, 2 [B1HLAREIT 1[5 200mg & LT 1 H 2 [E#A
BhH3 5, 7ok, BHRMRIX6RHEUEHITHZ &,

THHO%A L, FIEIOZ 400mg, EIZIS U TR 200mg % 6 RFFUL Ed T TROE 5345, 7=
7ZL, 1H2EETET S,

Hix - BEICEET SFERLDFE

(D ABNZERT D560, B/ EEZFRERRB Y BHMRG T4 2 LI, BEfflicbizv g
%&&ﬁbﬁw:&oUE%&%$%EEJ®%$%]

@) s (B Y v~J, BEEEEES) I+ 2BV T, AROFREREE 2~4
TR 2 %38 LT H IR RIS EN RO SN2 WIGEIT OB EEDORIRICOWTERET D

Zé,

() B (Fhfrtk. SMER IO Htl (éﬁ%- U)o IRV T, #IRIOFK G &
W2E AL E 2D Z LITHET 2 &, £ BEISH LIRATEICOW T o35
Z &

D AAND 1 F2ilE 2 o KRR GROLEMTHL SN TE 6§ SHEICE W T, KAlO RS
(R DFHEZE, AT EOEE THEIT L o TTE ) 722 0 M8 R AR FER ML F 5 0 FEH
NS ED L OWMENRDH D,

1795 1

(DERRT—5 /Ry 75—

A LR

BERHR
DR L

BIRIIEHR
LRk L

OF ¥ :0EaN

TR L

(5) 1REEAYEHER

1) BEAE AL A ITRERISHER
AR L

_13_



2) LLEEHBR
REERR L

3) R MR
AR L

4) BE - WEAIEER

LR L
(6) s AR B
) EARMEE - HEEAREAE (BBIHRD) - WERTRMRRR (HREMRRER)
LR L

) ARBGFHE LTERFEDABRRITEMR L I-HBROME
LR

_14_



\

VI. EMER(ZEHT 5IE5H

1. EEPMICEEHDILEMRITILEWEE Y
TRRAB TGV ERRBEEN  TRA L AV RARY Y P a TSI F Y T A,
TV T AVRABY LT AR, AV UE Y FTA R TATNAB YA
B, ZNVT7 2T ABTNVI=U L AT =2 F A, FT IR T2V nXyTa T Yy
AhoATT0Txy TFF7)T0Tey ARYPTaVr FrrTrTer FTadkr T
AMETBTxy, TUERXUAL, EORUHA ATFIAL, B XVAL, T FRETS,
TAEY W
) (L6 BEALAMIELTOEBRULESE BELERNIE 2 2H

2. EEEA
() ERAEMGL - AR

Tl axy7id, COX-2 ZEIRMICRET 5,

(2) B3 £ BT 1T B HBRAAE
AR L

(3) fE FASETABHR - H56REHR
DR L

_15_



VI. EYE)EEICBi I HIEH
1. MAPREDHR - BIEE
(M AELAEDGmMPRE
YR L

(2) = it oh i R B SE RS 19 19

3 Hl 4 BhH & n t,,, (hr)
tLax J8E100mg TERE ) 100 mg 48 2.4+1.2
tLax J8E200mg TERE ) 200 mg 50 2.3+1.1

Q)RR TR IN-MPBEE
< W) R S R >
(MEREIRSEOAEWFHRSGEMREBR T A R4 oW T HARERE 487 5 (CEAK 94 12 A
22 AfF). TEREESOEYWFHRIENREBRT A KT A4 VEO—EWIEIZ W T EARERKE
786 & (CEEL 134-5 A 31 B, [EREERGOAEYFEHRIEEHREBRT A NI 4 L Eo—HEC
DUNT | AT 1124004 5 CERR 184 11 H 24 HP) . 145 E K5 O L2 [ S MR
A RTA VHEO—FLEIZOWNWT) FKAFAI 0229 25 10 5 Pk 24 42 A 29 HfY))

tLa¥xs J8 100mg TBRA]

LaFx T 100mg TBRA) LiEMERIKIZ . J o 24— "—JEck v ZznEFh 18 (BLafy
7L LT 100 mg) fEEERRAB FICHER IR 085 L CiEhRELRREEZHE LT, B5h
T3 EhAE R T A —4 (AUC, Cmax) (22T 90% 15 HEIX MEIC TRRHBIT 21T o IR, wWih
t, log (0.80) ~log (1.25) DOFFHANTH V. WAIOAEYFHEGENED MR ST,

(ng/mL)
700 1

600 A

500 A —e— L O+ JEE100mgl BEA

---O--- A (FE. 100mg)
(Mean+S.D.. n=48)

400 -

300 A

200 ~

MiNvv ruUuSs T RESB

100

0

: . T - - = C
0 12 24 36 48
s (hr)

100mg ek E5ROMIEF L aXT L TEE#R

_16_



£ EMBE/SA—5 (100 ngBEREOHEH)

HIE T A—H BENT A—H
AUCL Cmax Tmax TI/Z
(ng * hr/mL) (ng/mL) (hr) (hr)
Lax I8
3403.9=+1152. 1 537.37%+182.52 | 2.4*1.2 | 5.90%2.24
100mg TBRA)
FEEUEALA)

(BEAl, 100 mg)

3275.2£1049.2 | 493.54%184. 15| 2.2£1.1 | 6.41%2. 34

(Mean=S.D., n=48)

(M HEFREEEN TN AUC, Cmax FED/NT A —Z 13, HBRE ORI, RIEOTREEEL - K] % DR
KL > TERRDWREMEND D,

L% T8 200mg BRG]

ZLaFxT T8 200mg TBAE ) LiEMERAIZ, 7o A4 —"—jEickvznEn 1 (Braxy
77L& LT 200 mg) fEEERRAS FICHER IR O #E L ClEhRELREEZHE L, BH5h
7o 3pEhRE T A —%& (AUC, Cmax) (22T 90% B X MNEIC THEHEIT 21T o 1o/ R, Wi
% log (0.80) ~log (1.25) DOFPANTH V. WA|IDOLEYFIRIZEIED MR S iz,

(ng/mL)

1,100

1,000

=

P AN T I e 2

900
800
700
600
500
400
300
200
100

0

—e— L IF3J8E200mgl BE;A
---0--- {Z=HEEFE (§2, 200mg)

(Mean+S.D.. n=50)
T a Iﬁ; '
0 12 24 36 48
BFRS (hr)

X 200mg SR 5RO MmMIEFELaX JREH®
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£ EWMHE/ASA—2 (00 mgHEEZEORSH)

HIE T A—H BEINT A—H
AUCL Cmax Tmax TI/Z
(ng * hr/mL) (ng/mL) (hr) (hr)
Lax IO
5923.1+x1558. 3 856.691+292.60 | 2.3*+1.1 6.57+3.57
200mg TBRA]
LA

5939.9+1658. 1 857.584348.85 | 2.4%£1.1 | 6.54%3.90

(BEAll, 200mg)

(Mean=S.D., n=50)
M HE PN TNT AUC, C,, FED/NT A —ZE, #BRE ORI (KIRORIUEE - e % O BR %
PRC L > TR DR D 5,

(4) hs
LRk L

O BE - HRAXDEE
OFBE D - TVIL 7. 8 EER) DHEBH

6) BEE GKE2L—3>) @HICEYHE L ERERDELEHER
LR L

BEYLRER/NDA—S
(1) iR#r A%
MM ER e L

(2) WUIRFE TE 31
MM ER e L

@ NAATRALSEY T4
AR L

(4) BRRETEH
kel (hr™®) : 0.12863=0. 03404 (100 mgHL[AIH% & H.HE) 19
0.1252970. 04304 (200 mgH |1 1% 5-0) 19

®)7UTI R
DR L

(6) 53 AT
DR L

(NMFEEBHEEE
R L
UTOHRERDHD Y,
97%

IR 4R
RS RR L
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4. D
(1) tf it — i BE P A 1
MR L

(2) ik — B AR BAFTSE B
AR L
WL 10.5E5R. ERR. BEBE~ORSE) OHBMH

(3) LA~ DB
B L
WL 10. 5B, B, BARE~ORS] OHBE

(4) BB~ DT
AR L

(5) Z DALDREBA~ DT HE
AR L

5. K&
(1) Fe SR R U BRI
MR L

(2) REICEI5J HBER (CYP4S0 3F) Do FiE
AANE, E& U TRERWAHNESR CYP2C9 TR# SN D,

Q) MEEEMNRDEERVZDEE
UER R L

() RBMDEEDHRRULLE
TR L

(5) SEHEAHMDEE A/ T A — 4
TR L

6. et
(1) HEst BT B R ES
MR L
REETIHIEE A LSS RT. KESEIAR VBB L O L7 o o Biaaik s LTR &%
ot s ng v |

(2) Pt
AR L

(3) Pt
AR L

7. FSUORR—E—IZEHT B1EHR
Lk L

8. BMFICKDHBRERE
LR L
_19_



V. ¥2% (EALDZE
1.

I

=z
=]

=%)ICE9 5I1EH
ERNEEZFTDER

oy 4

A

3

4

/N

WCESET A EoEE ), MEER L), TEEARRNER ), TERABWEM]. TEEREE] o
*

IS 10N

%=

IS e

H
[ |
ENCRBWT, 7 ad% o7 —1 (C0X) -2 EIRMILERZEDR GV LAEIE, HAEH
EDOEETHAICL > T Emmg 2 0 ImE R iRt FRn ) 27 2K ST 5 A REEND
HZ ]

NEEZDER (A

bt =

INHDOY AZIIEMNEIME & bITHERT LARERHD EWMESN TS, [THE - H&E

IS e

=EL)
WROBEIIRG LN L)

(1) AFNDOREAS IEANVKR T 2 RIS UVIBBUE OBER O & 5 B
LBFE [HENMEBRIEEZHBRITLIBETNNH D, ]

(2) 7AEY UM GEAT v FUEHSR - SURAISEIC K 0 EFEIEOFHEFE) T OREERED &

(3) WILMIRE O & 28 (HLMEEG B LS8 TR dH 5, (HEEKL ) OHESH)]
(4) BEELIEEOSH LEE IFEEZELSELBThRH 5, ]
(5) HELBEEOLHLEE [BEELZELSELIBELNH D, ]

[E=]

(6) HELRUDEEARAEOHIEE [T RAX T T 0 VU AMEEERICESS T NI U A - Ky
HFREEM N B D -0 DERE 2 B(L SR8 N0 B 5, ]
M2 &E0HRERDH S, ]

AL

8) MHEARMO Lot [ThEIR, PEIR . RS ~DRE ] OEBME]
3. MEXIIHMEICEAEST HFEALDFE L ZTDER

(1) EBIRSA S AP O AT [SMENZIW T, BT O REZE M UM 25 th D FE R A3 4

4. BERUVBEICHETSFERALDODFEELZNDER
(V. BERICBET HIER) 220BT52 L,
5. EERENBTLEZTNDER

BEHRE ROBEIIEECRETDLZL)

2) EERERRE DB S BE K. T MU U ADITRE AN Z D RTREMED H 0 | DARRERRE 2 B b &

DDA SRR ST E OBERE O & 2 84 [THEELRERNER] OHES ]
BTN RH D, ]

MIMTEIED S HHBE K, T M) UV LAOIENEZ 2[R H 0 | MEE L ¢ 2582
D LIRS OO & 5 BF [HMERE 2B SEo82hin b5, ]

AT A FYEER - SRANS &0 A4 Ui bR & 2hhe

5)IEAT 1A RPEHZ « $EIRAIOE ARG LD LEEREO & 5 BE T, AFlOEBEEN
METHY, OI V7B ANV KBEENMTONTWAEE [I Ve X h—LLdE

it EBE L, ERIIKRGETHZ L]

IV A

RE + ZIR & LTV DA,
b= XD IBRICHESUE 2 R STHALIEES b & 5 0T, KAl itk 54 256123, +
6) KB XN E DB 5 BE [MERELFERT L2881 H D, ]

S A
DIFEEILIZFOMEROLHEE [ZNOLOBRETIIMTEENELRDL EOWENHHD
T, HEZWO TR FEBEICRGTH L, ([EpEhE) OESM) ]

8) EEEXIIFOMEROH 2 AE [BIiLMER TROK, 7 MU U AOIFEIE Z 5 Al 4EMt
NhHY, BEELTELANIERIELIBENANH S, ]
9) EE [[EE~D&kS] OHESHE]
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EEGERIRE L TOEBRVCRESE

BEELERMEER

DAKOEGIZ LY, DIFEIE, A% OEE THAIC X o Tk Bms7e 0 s R i € fe
PEREGENRRBT2BENRH LD T, BELTHITITV. 2D OBIE L OYER DO FEBUZ X
+HCEET S &, [TRIWER) 0ESH]

2) AANIT M T DERAR 20O T, DIVEREERTEOHNTT ALY ORI L
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D) REWT AP o NCRET AR ERT SIS 2 L, [ N ~OBITRH

HEhTna, ]

okl
FDA:Pregnancy Category C
D from 30 weeks of gestation onward
(201945 H)
F—=A T U T B3
(An Australian categorisation of risk of (2020 4E 6 )

drug use in pregnancy)

2% OB

FDA : Pregnancy Category

Category C
Animal reproduction studies have shown an adverse effect on the fetus and there are
no adequate and well—-controlled studies in humans, but potential benefits may warrant
use of the drug in pregnant women despite potential risks.

Category D
There is positive evidence of human fetal risk based on adverse reaction data from
investigational or marketing experience or studies in humans, but potential benefits
may warrant use of the drug in pregnant women despite potential risks
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F—A ST VT8

Category B3
Drugs which have been taken by only a limited number of pregnant women and women
of childbearing age, without an increase in the frequency of malformation or other
direct or indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage,
the significance of which is considered uncertain in humans.

(2) NEEADEEIZET 51EHR
AT D UNREAOE S OFREITLLTO LB TH Y | KEUSH SCE K OZEE O SmPC
EITELR D,

[EH EorE]
INREFEADERE
AR, FrER, fLUR, SR NS 22T L TRy, (R 220, )

i Ty
KEVRFISGE | 8 4 Pediatric Use
(2019465 H)

CELEBREX is approved for relief of the signs and symptoms of Juvenile
Rheumatoid Arthritis in patients 2 years and older. Safety and efficacy
have not been studied beyond six months in children. The long—term
cardiovascular toxicity in children exposed to CELEBREX has not been
evaluated and it is unknown if long—term risks may be similar to that
seen in adults exposed to CELEBREX or other COX-2 selective and
non-selective NSAIDs [see Boxed Warning, Warnings and Precautions, and

Clinical Studies]

The use of celecoxib in patients 2 years to 17 years of age with
pauciarticular, polyarticular course JRA or in patients with systemic
onset JRA was studied in a 12-week, double—blind, active controlled,
pharmacokinetic, safety and efficacy study, with a 12-week open—label
extension. Celecoxib has not been studied in patients under the age of
2 years, in patients with body weight less than 10 kg (22 1bs), and
in patients with active systemic features. Patients with systemic onset
JRA (without active systemic features) appear to be at risk for the
development of abnormal coagulation laboratory tests. In some patients
with systemic onset JRA, both celecoxib and naproxen were associated
with mild prolongation of activated partial thromboplastin time (APTT)
but not prothrombin time (PT). When NSAIDs including celecoxib are used
in patients with systemic onset JRA, monitor patients for signs and

symptoms of abnormal clotting or bleeding, due to the risk of

disseminated intravascular coagulation. Patients with systemic onset
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JRA should be monitored for the development of abnormal coagulation
tests [see Dosage and Administration, Warnings and Precautions,

Adverse Reactions, Animal Toxicology, Clinical Studies]

Alternative therapies for treatment of JRA should be considered in
pediatric patients identified to be CYP2C9 poor metabolizers [see Poor

Metabolizers of CYP2C9 substrates].

#5[E SmPC
(20194E7H)

Paediatric population

Celecoxib is not indicated for use in children.
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