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50 [aldix
120 -

100 A1
80 A
60 A

) 14 EE B

o 40 A

(

20 A1

BRY (5
AR DpH6. 8 AR U YV )L~X— | 80 AN 0. 5%,
50 [aldix

120 ~
100 A

ize

80 A

# EE

60 4
% 40 A
20 4

0

°Q

10 20 30
R (59)

@ ABEA (L 2% 78 100mg [FHIR] )

—O EEHERA] (£ L= 7 25 100mg)
<} A A 35 2 S S
n=12

AEBIR@IK, 50 [Alis
120 |
100 -
80 1
60

(R) 4 E 5

40 |

20

0 T T

0 30 60 90 120150180210240270300330360
R (93)

FHBRHEOpH4A. 0 AR UV /L_— K 80 AN 0. 5%,
50 [Aiis
120 -
100 A
80 A

60 A

(R) # EE od

40 -

20 A

0O T T !
0 10 20 30

B (5)
BRI BPHL. 2 AR Y > )L~_— K 80 #AN 0. 5%,
100 [B]#5
120 -
100 A
80 A
60 4

) # EE B

o 40 A
20 A

10 20 30
Bfd (99)

tLaxT T 100mg TBIA] DBFHESIZHTHELUME



® LLaX T TEHEI00mg TBIA] DBFHEIZHTHELUME
(HEREF R OCFERA D FIEHEO L)

R ZAF SEEEHE (%)
PR BB i
Fik B R HEES | vrayszzx® | sraxs 7

5% 100mg 100mg [BIY4 |
DpH1. 2 120 %y 2.8 2.9 e
@pH4. 0 360 43 2.7 3.0 e
@)ph6. 8 360 43 2.9 3.9 e
@7k 360 4y 2.8 3.3 PRy
. 50 | GpHL 2 &Y Y r_— |k 15 %) 42.7 38. 4 o
P BRI 80 ¥EAN 0.5% (W/V) 30 4y 80. 0 76. 4 W
(S Rk ©pH4. 0 KV Y b~—F | 154 62. 4 61. 4 o
80 ¥RAN 0.5% (W/V) 30 4y 92.1 95. 4 e
@pH6. 8 7V L~— | 15 %) 61.1 59. 4 i
80 WM 0.5% (W/V) 30 4y 91.5 95. 2 e
10 | @PHLZHY Y us—F 15 %) 55.8 50.9 .
80 VM 0.5% (W/V) 30 4y 93.7 92.2 -

<IRHZEEhC BT DFERE >

L a7 5 200mg TBIG) Y

BIEIR IO F R SRR A BT A SO —EIIEIC DWW T EIHETE 0229 45 10 5 CERL
24 42 H 29 AFF)

RERGE - AR WHERERE 215 (O RLE)
ARG
ARBRTE R 900mL
ABRIRIREE © 37£0.5C
AR - O pHL. 2 HARSKR MR 1K
@ pH4.0 #HED 7= McIlvaine OFEER
@ pH6. 8 H AR HE R 2 K
@ Ik
® pH1.2 RV VI )_"— K 80 ¥fsh 0.5 % (W/V)
NU Y — | 80 5g T HARZE S s HEERE 1 42 T 1000nL & 95,
® pH4.0 RV VI _"— K 80 ¥ 0.5 % (W/V)
ARYU YV )L_— K 80 bg (2D 7= McIlvaine OFEE R 2 M1 2T 1000mL. &4 5,
(D pH6.8 ARV V/L_— K 80 #shN 0.5 % (W/V)
RNY Y _— | 80 bg I HARIER A HFERE 2 # & 12T 1000mL. &3 2%,

[EREL : 50 Al GRERIEO~®)
100 [F#x (FRERIR®)
HEBREE . & 12Xy

IR -
STHIVEH S -

ABRIEOOO® (50 MH5) :
FRYERLA 75 30 43 AT W4 85% LA BIR AT HE S R IV T 10% L F Th
D56
BUE S AT RRBRINFIA] (2 o\ CRRBR BT D S48 HH 3R S HERUAN 0D -2 s HH =R £ 9% D REPR IS
_10_



»Hb,
RERIEG (50 [A1#R5) -
FEAERLAI 73 30 43 LANIZ P-4 85% LA EIEHIH T HLE S U7 BRFFIC BV T 85% L ETH
L%
FEAERLE O SFHEIER 2R DY 40% S N 85% 13T & 72 538 24 72 2 REAIZ R W T, REREHI -8
TR R DMEAERIF O SRR £ 15% OFPAICH B 0>, UL £2 B OEN 42 LA ETH 5,
AREOD (50 [FH) . HRERKG (100 [A]H5)
PEAERIKI Y 15~30 312V 85% UL IR T 256
FEYERLAN D IR DY 60% K TN 85% T & 72 B3 24 7 2 BE 2BV T, BRSOy
PR R EAERLE O IR R+ 15% OFPHICH 0>, T £2 BN 42 L ETH 5,

BRI - B a7 EE 200mg THR) 12OV T, MEFRER G OEYZERRSEMERBRT A B Z
A > OEHRBROIEIZE > TRERZAT o 7o ff R, HE ST Tom BRI
BOTHBMEOHEREAEICE A L RERG & OIS HZEENABL L T\ % &HE Sz,

REATEOpHL. 2, 50 [A]#z BRI @pH4. 0, 50 [Al#x
120 A 120 -
100 100
& g0 | & g0
Hj H
= 60 A Fx 60
% 40 % 40
20 20
0 0000—O0—0—0 o 5 0 EOOO=O— OO O O—rO
0 30 60 90 120 0 30 60 90 120150180210240270300330360
BES (53) B ()
ARERTE@pH6. 8, 50 [AlHA RERIE @K, 50 [Al#5
120 A 120 -
100 100 A
= g0 B gy ]
m H
R 60 - £ 60
% 40 % 40 -
20 1 20 A
0 EEOOO=O—O—r—e O O——0——0 0 EOOOO=O—O—reO——O——O——0
0 30 60 90 120150180210240270300330360 0 30 60 90 120150180210240270300330360
BSES (%) B5ES (5)
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HKERKGPHL. 2 R Y Y JL~_— |~ 80 AN 0. 5%, HERK@pHA. 0 AR Y Y jL~_— |~ 80 ¥ 0. 5%,

50 [H]H#x 50 [E]#z
120 A 120 1
100 A 100 -
& 80 - & g A
H H
£ 60 A £ 60 -
% 40 - % 40 A
20 A1 20 A
0 ¢ T T \ 0o ¢ v T 1
0 15 30 45 0 10 20 30
BRI (49 BERS (5
HEEDpHB. 8 AR Y YV L~— | 80 ¥RAN 0. 5%. HEREOPHL. 2 R YUV ~— | 80 ¥sAN 0. 5%,
50 [H]Hx 100 [
120 1 120 1
100 4 100 A
= 80 - & g0 A
i H
= 60 - & 60 A
% 40 A % 40 1
20 A 20 A
0 G T T ] 0 ¢ T T ]
0 10 20 30 0 10 20 30
B5RS (53) BRS (9)

—@— ABIA (L =% 75 200mg [913A) )
—O— R (2L =y 7 A®EE 200mg)
Q  HIERSAITIS I H I Kb
n=12
L aFL T5200mg [BEA] OAHEBICHT 5EME

_12_



R LLaX T TEHE200mg TBIA] DBFHEICHTHELUME
(GHEREHF R CFERA D FIEHED L)

RS PR R (%)
PR IR e
Fik EIfEyg BRI HERS | BLayrszx® | kLraxs T
E 200mg 200mg [FATS |
DpHl. 2 120 4y 1.4 1.4 STRAY
@pH4. 0 360 43 1.3 1.4 TRAS
pH6. 8 360 43 1.4 1.4 i £
@k 360 4y 1.5 1.6 pay
e 50 ®pHL 2 R Y Y L_— K 10 4y 33.6 31.2 A
P BRI 80 ¥EAN 0.5% (W/V) 30 4y 78.7 76.5 W
(S Rk ©pH4. 0 KV Y b~—F | 154 65.2 72.8 .
80 ¥RAN 0.5% (W/V) 30 4y 90. 9 91.4 e
@DpH6. 8 R YV L_— K 154y 64. 4 74.0 o
80 WM 0.5% (W/V) 30 4y 90. 1 92. 4 e
100 GpHL 2 R Y Y _— K 15 %y 64.6 63.5 N
80 VM 0.5% (W/V) 30 4y 91.3 89.3 -
(n=12)

10. R85 - 2%

(N EBMNDLERGES - &, NEIHRGES - 2RICET 51FH
LR

(2) B4
(B a% 78 100mg THVGR])
PTP a3 100 88 (10 #EX10) 500 & (10 #E X 50)
N7 (R RVA) 300 $E
(B a% 78 200mg THG])
PTP 212t 100 && (10 &E X 10)
NZEEE (R RVA) 300 8

Q) FREE
LR

b BERmDOME
(PTP £1%E)
PTP > — bk : RU KL=, TAI=T A
N K
(X Fadk)
AV R z=FL v
FyvZ AR L
NRyFr Ry F L
FEoM  R)=F L
FUL R e s
A e

_13_



1. FAlRREH SN LSEHME
LR L

12. Z0Dih

ARV
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V. BEICEEI HIEHE

1. BEEXIEHR
OTFRARILUITERDHK - 5%
BAE Y = F. EREEIEE. B, RESAERL. BREPERE. B - REK
OFfitk. SMBRITICHERDHE L% - $5H

2. MEXIIHEICEHET HEE

BIE STV
3. BERUEE

(M RERVHEDES
(EREiY) o= F)
WHE. RACIEELa$ 7L LT 1A 100~200mg & 1 H 2 [\, & « &% 5,
(EREEETiE. BRiE. BREAHEAEX. WEbEREE. B - BEL)
WEL. EAICIZEL a7 LT 1E 100mg &2 1 H 2, 8 - Y BHICRAKET 5,
(Fffitk. MR VITHRERDE % - 55E)
WL, A E L a7 L LTHIREIO A 400mg, 2 [A1 B LA 18] 200mg & LT 1 H 2 [Al#%
N#53 5, 7ok, E5MRIX6 KM EdHiT 5 2 &
WA O IL, FIElD A 400mg, MEIZ)S U CLARETX 200mg % 6 RFHLL Ed T TRROE G35,
72z7ZL, 1H2MBETET D,

(2) R RUMRORERE - AL
AR L

4. BERUVEBEICEEYT HFE

1. Ri% - AEICEET 5FE

11 B E (B Y v~ T, ZRMERENES) (ST 2N T, AAIORGHMG%R 2~4
WH Z ki LT HIBRRICLEDBD b WEEIE, tOIGRIEDERIZOWTEET D
Z&,

1.2 AR 1 2825 RAKGROZEMIMIISNTEL T, SHEICEW T, KAlORH#E
Hlzk o, DEFHREE, MAEPSEOEREE THAIC X o TEBMm 2 LI E R imie Bt F 5 0%
RSt s EoRERH D, [1. ]

1.3 Moz - #wAl (DMERRETHORBTHEMT 27 A8 2ER<) L OPFHITEES
LT ENEELYY

5. BRIRALIE

MEBERT—2 /Ny 75—
ML

(2) ERPR SRR
AR L

Q) A= RICIERAER
BRI L

_15_




(4) #REE AR ER
1) AR ER
U ER R L

2) REMHER
UE R L

(5) B - FRAEHIEER
LR L

(6) s RH {4
1) ERRERE (—REARERE. HEERRERE. EARELREL) . WERSH®T
— 8 A—ZHE. WERFRERARONE
AR L

2) RBEHELELTERFENDARXIEER L-AE - ABROME
ARV

(1) ZDith
BA=RSANA
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\

EEHE(ICEY DIEHE

ERPYNICEEHSLEMXITILEHEE Y

TORART T ERRRIBEEN TR AR A AR DT 2 F 7 F R T A,
AV RRABL T 7RI, AV R FT AN Ta I AR~ LA VR, VT =
FABRTIVI=UA, A7 2T AR, uXxyFar e F NI LK, AT T T2 T
Tndxr, X Tuevr, YrhTuerver ek, Ty TERSY
VAL, EuXT AL AnFUHA a)FUHA T hRTS TAEY LW

[E) TVIL 5. BB SLARREE & 2 DB SR

HE  BEOH 2ILEMDOREE - WRFIL. BEORMNLELSRT L &,

EEER

(M 1EFERLL - 1ERME S
Tl axi 7L, COX-2 ZBIRNMICILET 5,

(2) E2 2 B 1T B AR
AR L

() 1ERRIRMFRT - FrithFa
AR L
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VI. EYEREICEAY SEB

1. MPREDOHR

(W AELEMNGIFRE
BRI L

Q) ERKRABR CHESIAOPRE
EYFHIRF R
(TR EIR S ORI F SRR A BT A oW T ) HAEFRERE 487 5 (CERL 94 12 A
22 HAE) . THREIRG DLW FREERBR T A 87 4 VHEO—HWEIZOWT) AR ARE
786 5 (CERL 134F5 A 31 AP, TEBEESOEMFHIRERRR T A K7 A4 L HEO—HUIEIC
DWT EEFEARE 1124004 5 CEpk 18 4F 11 H 24 HAY) . MEFREIES O LY FRYF S MR
HA RTA L EO—EIEIZOWT ) SRR 0229 55 10 5 (CFAk 2442 A 29 AfH))
Tl ax 78 100mg THHIG] &L 2y 7 Z8E 100mg XiZ® L 22 78 200mg [HHIG] &L
T 7 AFE200mg &, 7/ B AL —NR—IRKIZ LD ENENLEE(E L ¥ 7 & LT 100mg XX 200mg)
fRFER N ISR HEIRR O 5 U CiE P R L IRIRE 2 E L, 5 oo shie X7 A —4
(AUC, Cmax) IZ2WT 90%15 X A THEEHENT 21T o 7o/ F. WIhd log (0.80) ~log
(1.25) OFEPANTH Y, TNENMAIO LY FHFELEIEDTHER S iz 1919,

ing/mL}

00 e L% TE100me Wi

6o b wr e Crenns + Loy & AEELDmg
[Mean + 35, L. n=48)

e

a0 -

a0

R U T
(%)
=

Di —— - — e .
0 2 46 12 24 36 48
B () ihr)

B 100mg Sz 5RQMFH £ LI F S TREHS
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2.

ing/mL]

100 — o t L IF T ENOme Wi
1000 reeeQeeees b Ty ¥ AEE200mME
g 900 (Mean+ 5. D.n n=50)
lsm-
[EE]
G 700
k600
o500 9
¥ oaon b
% 400
i 300
% \\&\
100 e ——
Ui _— , . —— @
0246 12 24 36 18
B (hr)

B 200mg e 5B QmMTHRE LaF L TREHS

x® EVFENSA—4

HWENT A—H BENRG A —H
R
S AUCt Cmax Tmax T,
(ng * hr/mL) (ng/mL) (hr) (hr)
+ L o v 7B
5‘% & 48 3403.9+%1152. 1 537.37+182.52 2.4+1.2 5.90*x2.24
100mg [BAA
T L a S
> 7 fie 48 3275.211049. 2 493.54+184. 15 2.2+1.1 6.41*x2.34
100mg
+ L o A
% & 50 5923.1+t1558.3 856. 691292, 60 2.3*+1.1 6.57*3.57
200mg [HYH )
v a v 7 R
7 & 50 5939.9+£1658. 1 857. 581348. 85 2.4+1.1 6.54%3.90
200mg
Mean=S. D.

IS rh R LA TN AUC, Cmax D/ T A — 203, YBRA O, (RHEOLRIBIEL - RfH % OB 5

R K> TRARDTREMEN D 5,

(3) hEE
M ER L

4 BE - HAEOZE
DEFSEOREE - TVIL 7. A EAER ) OES

EWRERI/NS A —4

(1) & A&
BRI L

(2) WUIEE TE L
BRI L
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Q) HKEETEH
kel (hr™) : 0.12863+0. 03404 (100 mgHL[EIEE O # 5-BF) (n=48. Mean=*+S.D.) '
0.125297+0. 04304 (200 mgEL[EI#E £ 5-HF) (n=50, Mean=+S.D.) '©

DO IVTIUR
A2V 2D

O) R mEE
AR L

(6) Z Dt
AR L

3. BfKH (REaL—3V) @

(1) fBH Fk
LB L

(20185 A — S EHER
AR L

4. IRIN
YR L

5. 9%

(1) % — RBAPT BB
LB L

(2) % —FEAEREFT BB
M ER L
VI 6, (5). &kt DIESMR

) Bt ~OBITHE
AR L

(4) BERA~ DT
LB L

(5) Z DALDIEMA DB
LB L

(6) MTEBEIESE
HMEERR L
UTFOHRENRSHD Y,
97%
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10.

11.

5t

(1) FEEBR L B UM BHZER
BREERR L

Q) RHIcBEE5T 58K CYPF) DHFiE. HFEE
AANE, E& L TEDIERSR CYP209 TR s D,

) WEEEBHROERRUZOHE
LB L

(4) REMDFEOHRRUSEEL, FALLE
LB L

Bt

(1) e b B AR
LT L

REETIRIZ E A CHRIE ST, KE I AR BB IR V7 v gl bik e UTR & #fE

o gkt S s v,

(2) Bt
REERR L

(3) e
MR L

S o RR—42—IZB9 515k
LR L

. BRFICKHBRER

AR L

BRENDERZAI HESE
LR L

Z Dt
AR L
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Z&e EALOIESF) (CEYSHIER

ZERNBEFDER

==
=

—_

HEICEWT, 704X 7 F—+ (C0X) -2 BIRMEAZTHNEDREIZEY, DEHEE, KNZE
FPEDNEETHAICE > TRIBGHROMERMEERMEZRO) R 2B KRS E HATHMEN
HY. oD R IEERABPEE EBITEBRT HRIEEAH D EHMESN TN, [7.2, 8.1,
8.2, 9.1.1, 11.1.3, 17.3.1 SE&]

BEEAELZNDEH

225 (ROBEHEICFBEELENI L)

2.1 RBNOSy AT ANVKR T 2 Rzt LisEoE OBEER O & 5 B

2.2 TAEY UNEE GEAT A MR - SR A X DM ERIEOFHER) LT OBEERED
bHBE [EEWERIEZFZRT I BTN H 5,1 [9.1.6 ]

2.3 {MILMEEE OB D B EEEE2B(LIE2BZAH 5] [9.1.4 ]

2.4 EESEEOSH HHBEE [9.3.1 2]

2.5 EELEEEOHHHBEHE [9.2.1 BH]

2.6 EELRMEEREOLLEBE [Tury2 770 DUoGKRMERERICESS T MU T A - Ky
PRI 3 8 5 12D DS RE 2 B L S B2 BE NN H 5, ] [9.1.2 BHE]

2.7 EEHR S A S 2N O EMTH RS [SMEICBW T, FHEE CO AR ZE K OMAE TP OSB3
n42sE0®ENDHH,] [9.1.1 ]

2.8 fERARM Ot [9.5.1 ]

DEXINRICEET HFE L TNERA

BIE STV

FZEZRUHE=ICEEYT 55 L ZTNDER
(V.4 AEXOHAEICBEET IEE] 2285528,

BELGEANIE L ZNDER

8. EELEAKRNEE

8.1 XA #FEHTHLEIE. AR/ EEFTRERRY BHRRET L Z LD, BEHIcHRD
BREFE Lz b, [1. 3]

8.2 RENIOEGIZ LY | DFHFEIE, MAEPEOEE THA I L > TEEmpy 7.0 & e JE e
PEFERNFRTHBENNH DO T, BlEEZ5ITV., 2D OFER YEROFEIZIE 1
FICEETLHZ L, [, 9.1.1 58]

8.3 AANIT M/ MR T DER RN e VWD T, DIIVERERTFHOENTTY ALY v ORBIHK L
LCHEA LW &, BU/IMBEIEZIT > TWDBEIZ OV T, RFEGICHE, IR
EHIELTIER S0,

8.4 EWN THE x4 M U7- BRIRaER Tl 00X-2 1% L TR D m W OAH] & R DR
FEAT A RPEER - SRANC X DT LE ORIER BB BIZEZITFEO b oo, T, 1H
{LEREERLEDY R0 7 7 7 Z—D@EWEBE~OFEGIZE L CIXEWER ORI+ e Blgi %
792 &, [18.3 2]

8.5 IF R4, HF4&, AST, ALT, B U LB VED EH HEORBNHE SN THDH DT, EHH
TR RERR A 21T 0 R EBIE 2 012975 2 &, [11. 1.5 ]

8.6 TMEFEE., MEMBREOEEREREEORBENHRE SN TWDHOT, EHIIZEHERER
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BEATO R EBEEZHIATHI 2 &, [11. 1.7 58]

8.7 RFOFEHIZXL Y, PEMEREEFLMAMIE (Toxic Epidermal Necrolysis : TEN), FZJEHEE
ARJEMERE (Stevens—Johnson SEMERE) D EE THAIC L » LM BEERN BT 55
TRV, L OHE, INLOFEGIHEGHAL 1 PAUNIZEBLL TH5 0T, 1RES
HICIXFICEE T 2 &, [11.1.8 ]

8.8 1@tEE (BAfiV v~F, BEMEEIES) ICx LAFEZHAWAIHEICIE, ROFHEZBE
THI &,

- EM S D WVITLENZE U CHEIRRE (RRE, MRk, BHERE, FkEmRE, OFE
B AR e OMER AR A ) 21795 2 &,
- HR - BURANC LD IRRIIRRIRE TR, SHERIETO L Z EICHETHZ &, F0,
SEFRELISNOFRE L BRT 52 &

8.9 SMEIRA (T, AMER I NI Z O « 808) 1T LAKIZ AWV 2858121, RO

HEEZBETHZ L,

- BMERIER VEROREZEZEB L, B5T52 L,

- JFAIE L ORI ART D Z &,

- JRRBEERHIULZNEITV, AFIEZERERE LN &,

- MIE OGN 2 RIBLFEE R D 2 LICEE L, BEICx LIRRFEIC D W T2+
5Tk,

8.10 AAITHE SN TWAIBIERICL Y . BYYEZ RBEMALT 2 BZNNH D DT, EYED
FEHUZ IR VEEICRET 5 2 L,

8. 11 kDb F W, EIEMED TV, HIRENEZDZEXH DO T, BENEDOEREMLRE LD
ERICHEET HHAICIIERSED 2 &,

6. BENERZHI HPEEHICHT IR

() EHE - BEESFOHLHESE

9.1 GHHE - IEEFDH L ESE
9.1.1 DIERKEREIZDOHREIENHSEE (BER/ NS NABEMOBAMPBEER)
[1.. 2.7, 8.2 ZH]

9.1.2 DEEEENH L EE (EELLHETZOHDHBEERC)
Ko F AU DT LORFRENEZ DAREMDRH Y . DEREEE 2B LS 2820 H D, [2.6 &
]

9.1.3 BMEEDH S EBHE
Ko TR D LDIFRENEZ ZAREESNHY . MEZ ERSELIBTWNRH 5,

9. 1.4 HILMREBOBREREOH S EE
HILMEEREzHRESE 2B TNARH D, [2.3 ZH]

9.1.5 ERT A FEEE - ERFORMRSICEDELEREEDHSEET. FEHORARE
BRETHY., MDOIVYTARX F—LICKDAENMTOA TS ESE
KA & ki G 25 A 1id, o eBlsR L, HMEICRSF T2 L, IV TRA MU
AT A RS - SUFANC &0 4 U bMiG 2 e IR L LTWD A, 2 Y 7 m
A =S KD IR 2 o m TR b & 5,

9.1.6 [REXMBENHSHEE (FTRAE) VBRI ZDBREEDOHDHEEERRC)
i EREZHEET BTN DD, [2.2 2]

2) BHeEEEESE
9.2 BHRElEEESE
9.2.1 EELEBREOHLESE
BELRNZ L, BEELZESELIBZNRH D, [2.5 ZH]
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9.2.2 BEREXRBZZTOBEIENHSEE (EELBEREZTOHLHLIBEZRI)
B EE TROK, 7 h) 7 LAORENEZ D REMENH Y | BREELZ B UIHFRE ST D
BTWRDH D,

Q) FHrEEERE

9.3 FFraEfEERE

9.3.1 EELFEENDHLEE

BELZWZ L, WEELZELAIEDIBEANRD D, [2.4 BR]
9.3.2 FEEXIEZTOBREREOHLB8E (EELCHEZFTOHLIBEEZRR)

MEZHO TR EEEICREGTHZ L, MPRENELS 2D EORENRH D, [16.6.2 ]

M EGEEeE= AT 5F
FRE STV R0

(5) 1E47

9.5 B¥4F
9.5.1 IFIRFKHAD &

BE LW & IERBIO~ 7 210 RO E Y2 ~OE 52T, B IR OEIRE I HE S H)
HENTWD, [2.8 ]
9.5.2 131% EIRKREIZFRC) XIIITIRL TLDETEEMD H S &t

1B EOFIRMENERMEEZ BRI S S S DG AICoRBEET 52, 5T HBITE, &
FHOMBICE O, BEFKEZMHET LR EEEIIRGTHZ L, Yyt —E
EH (FROF], BAD) HERICER L, BIROBEERE K ORERD . FUtE ) EARED
JENR XL ORERH D, B E AW YR B ERBRICB W T, MmN Robh
DY CY RO BT (ENMEIIE OB 23, AR AE MR CH IR KL 50
FEOIM, MR~V =7 REERERDERRDO LN TND, 727 v MZBWTAFD S
RICBATT D EBME SN TW5D,

(6) = FL5F

9.6 &=FLIm
TR EOAIER OB ILRBOA ML ZE L, FAOMGE I 2T 528, & MM
AF~OBITRMES TG 92,

(DR

9.7 MR
INREZ G & UTe A O Ve 48R & U 72 BRRARBR 13320 L TV 72wy,

(8) En#&

9.8 A&
BEOREZBIZ L0, HEIIKRGT L, —BICAEBEKENMETL TV,

7. HHE/EH

10. 8 E 1 H
ARENL, T & U THERMMAHEEE CYP2C9 TR &N D, F£7-. AANI CYP2D6 DEE TIEARW A8,
CYP2D6 DOHEER 2 H T 5, [16.4 ]
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M RZEREFNDER

REI LTV

Q) BREE EZDER

10.2 BEAEE (BFAICEET S L)

HH 4 BEPRAEAR - & 515 FEF - fEBRIN
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HH RLEN A
K[ERAF3CE: | 8. USE IN SPECIFIC POPULATIONS
(202144 H) | 8.1 Pregnancy
Risk Summary
Use of NSAIDs, including CELEBREX, can cause premature closure of the
fetal ductus arteriosus and fetal renal dysfunction leading to
oligohydramnios and, in some cases, neonatal renal impairment. Because
of these risks, limit dose and duration of CELEBREX use between about
20 and 30 weeks of gestation and avoid CELEBREX use at about 30 weeks
of gestation and later in pregnancy.

Premature Closure of Fetal Ductus Arteriosus

Use of NSAIDs, including CELEBREX, at about 30 weeks gestation or later
in pregnancy increases the risk of premature closure of the fetal ductus
arteriosus.

0ligohydramnios/Neonatal Renal Impairment

Use of NSAIDs at about 20 weeks gestation or later in pregnancy has
been associated with cases of fetal renal dysfunction leading to
oligohydramnios, and in some cases, neonatal renal impairment.

Data from observational studies regarding other potential embryofetal
risks of NSAID use in women in the first or second trimesters of
pregnancy are 1inconclusive. In animal reproduction studies,
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embryo—fetal deaths and an increase in diaphragmatic hernias were
observed in rats administered celecoxib daily during the period of
organogenesis at oral doses approximately 6 times the maximum
recommended human dose (MRHD) of 200mg twice daily. In addition,
structural abnormalities(e. g., septal defects, ribs fused, sternebrae
fused and sternebrae misshapen)were observed in rabbits given daily
oral doses of celecoxib during the period of organogenesis at
approximately 2 times the MRHD.

Based on animal data, prostaglandins have been shown to have an
important role in endometrial vascular permeability, blastocyst
implantation, and decidualization. In animal studies, administration
of prostaglandin synthesis inhibitors such as celecoxib, resulted in
increased pre— and postimplantation loss. Prostaglandins also have
been shown to have an important role in fetal kidney development. In
published animal studies, prostaglandin synthesis inhibitors have been
reported to impair kidney development when administered at clinically
relevant doses.

The estimated background risk of major birth defects and miscarriage
for the indicated population is unknown.All pregnancies have a
background risk of birth defect, loss, or other adverse outcomes. In
the U.S. general population, the estimated background risk of major
birth defects and miscarriage in clinically recognized pregnancies is
2% to 4% and 15% to 20%, respectively

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Premature closure of Fetal Ductus Arteriosus:

Avoid use of NSAIDs in women at about 30 weeks gestation and later in
pregnancy, because NSAIDs, including CELEBREX, can cause premature
closure of the fetal ductus arteriosus

0ligohydramnios/Neonatal Renal Impairment:

If an NSAID is necessary at about 20 weeks gestation or later in
pregnancy, limit the use to the lowest effective dose and shortest
duration possible. If CELEBREX treatment extends beyond 48 hours,
consider monitoring with ultrasound for oligohydramnios. If
oligohydramnios occurs, discontinue CELEBREX and follow up according
to clinical practice.

Labor or Delivery

There are no studies on the effects of CELEBREX during labor or
delivery.In animal studies, NSAIDs, including celecoxib, inhibit
prostaglandin synthesis, cause delayed parturition, and increase the
incidence of stillbirth.

Data

Human Data
The available data do not establish the presence or absence of
developmental toxicity related to the use of CELEBREX.

Premature Closure of Fetal Ductus Arteriosus:

Published literature reports that the use of NSAIDs at about 30 weeks
of gestation and later in pregnancy may cause premature closure of the
fetal ductus arteriosus.

0ligohydramnios/Neonatal Renal Impairment:
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Published studies and postmarketing reports describe maternal NSAID
use at about 20 weeks gestation or later in pregnancy associated with
fetal renal dysfunction leading to oligohydramnios, and in some
cases, neonatal renal impairment.These adverse outcomes are seen,on
average, after days to weeks of treatment, although oligohydramnios has
been infrequently reported as soon as 48 hours after NSAID initiation.
In many cases, but not all, the decrease in amniotic fluid was transient
and reversible with cessation of the drug. There have been a limited
number of case reports of maternal NSAID use and neonatal renal
dysfunction without oligohydramnios, some of which were
irreversible. Some cases of neonatal renal dysfunction required
treatment with invasive procedures, such as exchange transfusion or
dialysis.

Methodological limitations of these postmarketing studies and reports
include lack of a control group; limited information regarding
dose, duration, and timing of drug exposure;and concomitant use of other
medications. These limitations preclude establishing a reliable
estimate of the risk of adverse fetal and neonatal outcomes with
maternal NSAID use. Because the published safety data on neonatal
outcomes involved mostly preterm infants, the generalizability of
certain reported risks to the full-term infant exposed to NSAIDs
through maternal use is uncertain.

Animal data

Celecoxib at oral doses >150mg/kg/day (approximately 2 times the human
exposure at 200mg twice daily as measured by AUC,_,,), caused an increased
incidence of ventricular septal defects, a rare event, and fetal
alterations, such as ribs fused, sternebrae fused and sternebrae
misshapen when rabbits were treated throughout organogenesis. A
dose—dependent increase in diaphragmatic hernias was observed when
rats were given celecoxib at oral doses >30mg/kg/day (approximately 6
times human exposure based on the AUC,,, at 200mg twice daily for RA)
throughout organogenesis. In rats, exposure to celecoxib during early
embryonic development resulted in pre—implantation and
post—implantation losses at oral doses >50mg/kg/day (approximately 6
times human exposure based on the AUC,.,, at 200mg twice daily for RA).

Celecoxib produced no evidence of delayed labor or parturition at oral
doses up to 100mg/kg in rats(approximately 7-fold human exposure as

measured by the AUC,,, at 200mg twice daily).The effects of CELEBREX
on labor and delivery in pregnant women are unknown.

8.2 Lactation

Risk Summary

Limited data from 3 published reports that included a total of 12
breastfeeding women showed low levels of CELEBREX in breast milk. The
calculated average daily infant dose was 10 to 40mcg/kg/day, less than
1% of the weight-based therapeutic dose for a two-year old-child. A
report of two breastfed infants 17 and 22 months of age did not show
any adverse events. Caution should be exercised when CELEBREX 1is
administered to a nursing woman. The developmental and health benefits
of breastfeeding should be considered along with the mother’ s clinical
need for CELEBREX and any potential adverse effects on the breastfed
infant from the CELEBREX or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential
Infertility
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Females

Based on the mechanism of action, the use of prostaglandin—mediated
NSAIDs, including CELEBREX, may delay or prevent rupture of ovarian
follicles,which has been associated with reversible infertility in
some women. Published animal studies have shown that administration of
prostaglandin synthesis inhibitors has the potential to disrupt
prostaglandin mediated follicular rupture required for ovulation.
Small studies in women treated with NSAIDs have also shown a reversible
delay in ovulation.Consider withdrawal of NSAIDs, including
CELEBREX, in women who have difficulties conceiving or who are
undergoing investigation of infertility.

D
A—=ART VT HH B3
(An Australian categorisation of risk of drug use in pregnancy)

F—ANZ U T

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.

https://www. tga. gov. au/products/medicines/find-information—about-medicine/prescrib
ing-medicines—pregnancy-database (202345 H 31 H7 7 & &)

(2) IMNREADOEREIZET 51EHR
KIBIZER D 19.7 /NRE] OFEFIZLATOERLY THY . KERMNCEL TR D,

9. HENERZEITHBREICHT HIE
9.7 INR%ZH

INREZXG L LIEAIMER L2 & U BRI SN L T uy,

HH RLEN A

KIEWATCE | 8.4 Pediatric Use

(2021474 ) | 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.

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—1label
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
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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
JRA should be monitored for the development of abnormal coagulation
tests.

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