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EHOMPRENR RS RDBLNDDH D,

(fig#)
WA BIR R O E 12BN (197748 (WBAn524E) 7A6H) ORIz L ARMERZISOF R ForZoiistr S
EZL LT, BREeFLvEAEOEZICEHRE LIEEA2ME L,

fHEER
(1) GtHEZESEZDER
FEESH TR
HAZEELZTDER
10.2 BtARZEE (BFRICEET S &)
HHI4 % BEARAEIR - HE (& 1A W - faRE
L NE7R =311 al] PigM/EH 28T 2 8ENAH 5 | ABFNIMIET VT 2 v EERICHEST SO T, I
(onz71) DOTHEEL, REXRLIITHET S | WT LTI UHEROEWIEF AT S &, M
z, FCTESRI O RSN L, Z OZEFNOIER N
HBmENnNs=HEEZ LTV,
U F 17 AL MAEELZ FREE, JFuLafE | KFOBICBITATaRZ 7T 0 VA5
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VF o AREIZEREL, LERLN | 2 EEZLNTWVD,
HEET 52 &,
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(TrTuxd E) ERH D, BRAEEWE T HGABADZ FIE~DFEE % THE
L. SR IER 2R 23, AFIOHICE Y 20
HEMEREZBERT 270 EEZ LN TN D,

(fi#z3)

- 1% PR I 358

AFRZE HBAFERE, [Fl—pk 4y DDURAPROX (77 2 U %, Wyethfl) OUHCE () (20T, [Hikkim ]
DL, 7=V URbEENAlE AT e O OO CEREEIR ST BB AE T D 2 L F oty T
A e FAF Y TP O TEAMAROETICL VAR Tl 7 U7 I ARNTET D] & O
HRb o= 2 & WNCRRERZD SO EoEEE0L#HEZS % L LT e LV HAEROHEICTEHE L.
O DB OEE &Mt L7z,

- U I AHA|

DI EAT oA FHENEERERA (ZLLvEe a7 = 0 EFMMAD &V F o285 L oA TY FoahiHs
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725 O OB FEBR CRABFERNME SN 720, 1995F 1 ICEA ForEs AT L. MAEMEHAOG
FAEEOHEIZEHRH L COFHT 2B 0EE 2 Wit L,

MR EFMEIERE SR No. 98 (19894F9H)
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V. £t (EALDEESF) CEATHEE

8. EIfFH
BI4E A
WOBERR S BbND Z LMD 0T, BEEHMATV, BRESBD DB G2 PIET 5
7 LY R IR EAT ) 2 &

(1) EXGEIMER & AER

1.1 EXTEER
111 2avd., 7‘)‘7454’—’/— (b‘fh%ﬁfT@ﬂ)

=R, MR, MR TENRO b EAIZEkEE IR L, @& a2175 2
11.1.2 ;B ES (BHERH)
B, MRk, Ml - TS 20 5 BB MASERD S-S III LB S U TR, (R, &5 P1E% o

BB AT 2 &, [2.1, 9.1.1% ]
11.1.3 RIEHIERFEIERE (Stevens-JohnsonfE&EE) (BEERH)
1.1.4 2HFES (HERH)

[9.2.1, 9.22% ]

(2

~

Z Dt DEI1ER

1.2 Do EI1ER

0.1~ 1% 0.1%Ai LA
FEAPARAE R R&
OEN
SHR
ENVSRY M A
BRI
(s
T
MENE/S

EES

I3
RN PRk
FHOFRN
)

Mg

iR E=gil

i Bkjs b

THAb

T8 TF

g@ m

B RE 5 M Ir
ik AST |- 5. JF 2%
ALT |5
Al-P |5
Z O T NE

T B

i S A J
#H

Etan
h=RVEy)

PR R B
& B L IR ERIE D B IR AR N MRS AR e 1% O FH BRGERR A O B EITHE SV T D,
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V. £t (EALDEESF) CEATHEE

& EERBE—EXRFEF
EHEAEMERFXREERVEBRRREERE &
HIE 143,787, 571451 (1.30%) 648FFICRIEMIANRD b7z, £ D ERBIEAIIE BRI, BiF
L121F, FB621F:, WA, I3 Ch 57, [FRFEARE ]
(R A - BEFN604: (19854) 8 H22 H ~ VR34 (19914F) 8H21H)]

FKFBIRHZ DOFHA 8 AR A & g
PSS E R 2,518 41,269 43,787
BIIE A R BUE B4 181 (7.19%) 390 (0.95%) 571 (1.30%)
BIVE R B4 214 (8.50%) 434 (1.05%) 648 (1.48%)
MR (R4
H - W 42 (1.67%) 85 (0.20%) 127 (0.29%)
B - IR 38 (1.51%) 86 (0.21%) 124 (0.28%)
A - M@ 14 (0.56%) 30 (0.07%) 44 (0.10%)
BRI 12 (0.48%) 20 (0.05%) 32 (0.07%)
H I 2 (0.08%) 26 (0.06%) 28 (0.06%)
H | s 9 (0.36%) 16 (0.04%) 25 (0.06%)
T 3 (0.12%) 15 (0.04%) 18 (0.04%)
EDS 2 (0.08%) 14 (0.03%) 16 (0.04%)
b | HEE 6 (0.24%) 5 (0.01%) 11 (0.03%)
iRSIol 3 (0.12%) 7 (0.02%) 10 (0.02%)
B - MR R 3 (0.12%) 4 (0.01%) 7 (0.02%)
o | BB 1 (0.00%) 1 (0.00%)
AL 1 (0.00%) 1 (0.00%)
o & 1 (0.00%) 1 (0.00%)
2 — LAF 1 (0.00%) 1 (0.00%)
+ RS 1 (0.00%)
/N #t 134 (5.32%) 313 (0.76%) 447 (1.02%)
T 15 (0.60%) 47 (0.11%) 62 (0.14%)
AP 3 (0.12%) 3 (0.01%) 6 (0.01%)
| R 1 (0.04%) 3 (0.01%) 4 (0.01%)
wo| B 2 (0.00%) 2 (0.00%)
fE | RS 1 (0.00%) 1 (0.00%)
R & 1 (0.04%) 1 (0.00%)
7 B 20 (0.79%) 56 (0.14%) 76 (0.17%)
IRA 7 (0.28%) 6 (0.01%) 13 (0.03%)
| HED 3 (0.12%) 4 (0.01%) 7 (0.02%)
v | EEYR 4 (0.16%) 2 (0.00%) 6 (0.01%)
LG NN Y 1 (0.04%) 3 (0.01%) 4 (0.01%)
& | ARHR 1 (0.00%) 1 (0.00%)
R BT 1 (0.00%) 1 (0.00%)
I B 15 (0.60%) 17 (0.04%) 32 (0.07%)
ALTD |5 7 (0.28%) 2 (0.00%) 9 (0.02%)
| ASTO 5. 4 (0.16%) 3 (0.01%) 7 (0.02%)
Al-PD |5 1 (0.04%) 1 (0.00%)
e | HHReEb 1 (0.00%) 1 (0.00%)
/h 2t 12 (0.48%) 6 (0.01%) 18 (0.04%)
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V. £t (EALDEESF) CEATHEE

FRRRZ OFHA 1ok RCAE AR A & g
TR - JEAR 12 (0.48%) 20 (0.05%) 32 (0.07%)
FNZ& 9 (0.36%) 9 (0.02%) 18 (0.04%)
FED 2 (0.08%) 2 (0.00%) 4 (0.01%)
H8 « 1 PNELER 1 (0.04%) 3 (0.01%) 4 (0.01%)
b 08 I 3 e 1 (0.04%) 1 (0.00%) 2 (0.00%)
BEH 1 (0.04%) 1 (0.00%) 2 (0.00%)
Y=y 1 (0.04%) 1 (0.00%) 2 (0.00%)
T 1 (0.04%) 1 (0.00%)
Z | HgY 1 (0.04%) 1 (0.00%)
D | KGR 1 (0.04%) 1 (0.00%)
fth | JRIE 1 (0.04%) 1 (0.00%)
IR 1 (0.00%) 1 (0.00%)
% 1 (0.00%) 1 (0.00%)
FE M T i 1 (0.00%) 1 (0.00%)
WEE I 16 0 1 (0.00%) 1 (0.00%)
P T B 1 (0.00%) 1 (0.00%)
SR 1 (0.04%) 1 (0.00%)
M Bk 1 (0.04%) 1 (0.00%)
/h 7t 33 (1.31%) 42 (0.10%) 75 (0.17%)
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V. £t (EALDEESF) CEATHEE

ERERE. BHE. EEERUVFMOBEFERIEIFARREE (ERARERESED)

HH TS GEBUEE)

~29F 17/ 3271 (0.52%)

~49F 80/10012  (0.80%)

es ol ~69F 137/12702  (1.08%)
70 ~ 56/ 4457  (1.26%)

EN D ES Nk 5/ 247 (2.02%)

H Y 237/27904  (0.85%)

A HHE ’
oL 58/ 2784  (2.08%)

~200mg 5/ 656 (0.76%)

201~399mg 1/ 381  (0.26%)

400m 216/23493  (0.92%)

1B %55 £ °
401~600mg 71/ 6110 (1.16%)

600mg < 1/ 33  (3.03%)

R TR H 1/ 16  (6.25%)

4y 1 42/ 3515 (1.19%)

) 182/20846  (0.87%)

Be5 51k 43 70/ 6254  (1.12%)
4 o 5  (0.00%)

Z O 1/ 69  (1.45%)

. »H Y 37/ 9731 (0.38%)
3 P 3 ’
L 258/20958  (1.23%)

g v~F 23/ 1532 (1.50%)

I B FiE 31/ 3024 (1.03%)

1 i 101/13495  (0.75%)

ZETA AT HEAE 62/ 3516  (1.76%)

B B e e ek 32/ 3331 (0.96%)

o B R ’
JB BE 1B PR 2% 21/ 2631  (0.80%)

I B FE A 1/ 186  (0.54%)

SME% 15/ 1543 (0.97%)

Fi% 1/ 209  (0.48%)

Z i 31/ 2310 (1.34%)

24



V. £t (EALDEESF) CEATHEE

9.

10.

11.

12.

(1)
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RRRERRICKETZE
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BERE
HEESH TV

BREDIE
14. BRAEDEE
141 ERIRXTEDEE
FW@%@%ﬂiNT/%Fﬁ%WU&LTW%#%iO%%?é L. PTP— FOFEERIC LV | fEV VL
N EIERIEA~TIA L, FIZIIEL 2B 2 L CHtRAR SO EERGIHEEZ R T2 Z 03B D,
(figw)
H 3524075 CEA8HE3 H27HAT) TPTPORAERX R IZHOWT ] OH LA EFEIZIE OV TRl L7,

ﬁ
T
Fll

ZTDHMDEE
BRERfEARICE D <R

15.1 EREREAICE D 1B
HAT v A PHEHRERAZ RIEHR G ST ZMECBW T, —RIRREDRRD bl & D& D
b5,

(figs)
DIEAT 1A FHEHRESRA 2 RHIRER G S TO L LPEIZB W T —RFRZRARER RO bz & OFED
HDHZ DD, EEME Lz CERI3HE4A 25 B AHEA 88 15 3R R 2 R H %)

# EREREAERICE D 1B
BRE S ALTULZ2W
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X. FERFRHERICEAT SIRE
1. REHER
(1) EHEBHR
VI SHKEIC BT HIEE) B
(2) REMEBHER

3)

2.
(1)

2)

1) AR RIS 2 1R
FxRIT 0V ATEINR S b PARERRRIC K L T ER 2R LTz,

2) BHARSR & O i AR ek 3 B 1R
FRET T=Z M X2 EES (B, B, WS, 785 J8) OIUEE 4337 1 O U 39E5 e
I L, £ TESCEGO BERER L IHET 55, W BIEFICHWER Th o, KRS, £
RNV BB S A eD CTHI N o T2,

3) PEOR - PEBRRIS S 2 (EH
R L

4) WIRERR « IEERRR K O OIS+ 2 1E
FRI 7wV ATF M IR - AR ERRE A & O EERE R R M6 D EIEER D AT Rk,
AR 3 D /ERIEIE & A SRR B Lo Tz,

Z DD B ER

MM ERe L

B

EHEREEMHER

AMEEENE © LDsoffi (mg/kg) 3°

34

e | T MR | RS
<R g 1,530 893 385 93
(ddY%) ? 1,210 556 376 102
S5k J 4,470 4,580 541 85
(SDX%) Q >5,000 2,910 506 82

PEERIZIV T OEMEE, W OREREEEIZIWN T HEMEFIRIEANIZ 06 L TAh b L ik, FEREED
72 EOFHINHPEIRIE N PAIR, TR e E3 R G, FEREYR b OdR - T,

REHREEMHHERS Y

ke - B

F v ~Z65, 160, 400 % Tr000mg/kg/H 214 HR. F7-. 25,50, 100, 200 400mg/kg/ H %6 % A Mk A& 5 L
TeRBRICEB T, @G & CITAEEREINIME ., HEEREEICE S 2B e ZB 2 N HBERE N, Y HTEE
BB HD < FHEIER 238D BT,

L7~ L65mg/kg/H 430 H fH] &k U25mg/kg/ H 26 4 A Mifk A5 L TH ARt T R E 2T b o 7z,

7 v hOLEHEBAMERIEIC I T 2 ROKHEEIE I3 65me/kg AR MEFENEIC I 1T D B K BEVE T Fi325me/kg TH - 72,
F 72, A X264, 16,40mglkg/ B 67 A ERE N5 U755 T, 40mg/kg/ B IZE M & OV L E RENBIZZ ST,
A XNZBIT DR RIEVEH &136.4mg/kg L HEER ST,
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X. JEFRREERICEI T HHE

3)

4)

(5)

(6)

@)

BinEER R

WELENY (T > ) BTl SR O 3EMRERHTIEESE R & M AGA A TS R IR IR 22 oA A iR ER  (AmesikBR) I QN
HEMW) (w7 R) AT R B FHRRRRE U<~ 7 22 W /MEEGRER O E iz BVt T
ol

DA R AR BRSS
Z v M2216.0mg/kg % 24E R GRE & IR GBI IC R W T, XY 7 a0 P TR AJEMEZ RIE 4 5 T
RIFBoonp2hrotz,

GBS 4 B S BRSO~

FXY T r T DRI KT T B RET D720, R, WREGE (F > M) SEEEY (7 U
B WNCEEMY - A (T v b)) ofERGRBREITo 7,

20~300mg/kg/H % 7 ~ s OUENRAT N ORI RS 0 #% 5 L7238k Clk, 300mg/kg/ HIZHB W T H AEFEAEIC %
THAEERIRD LR -T2,

20~500mg/kg/ H % F v b, FEi=. 3~30mgkg/ H % 7 EOIE RO SE TSI R D85 LB T, 8
FIMEERIZER O DT, EROFEE, I b REITRD bR o7z, 20~400mgkg/ HZ T v FDJH
PEY] - BN DG L 7R T 13400mg/kg/ H TR M OVREN O R T IZBEININHI 2338 & & 4172 LISMT I3 PE
ROITHE), FERER OVAEIERICEEIIGRD b o Tz,

B ATR R 4 S ER 4O
F XY T 0w D O R E— IR E K ORI 2 MR ET L 72 . 0.05% A F %7 m O Uik 2 L7
JE M OMRIZZAIERE D b otz (7)),

Z DK ENE
1) s afn P R ek e 52
RPN OWTIR, A XARIMERn vitro THA 71 2 132 X 10° MO £ TIRIMIEITERD b7,
2) BRI
Z v MZAFY T u v r e K ERS L THPIRIE R OB (E 2k DI & 4197, MOR (morphine
hydrochloride) . PHB (phenobarbital) oD H KK/ b D EE X Hivd,
3) BB
ENEY NEHWEE2EWT T 7 4 7 X% 0 — KSR ONRIER FZ 8 S 7 W % 725 B i Bk EEEE (PHA)
R, BBy NZHEET 7 40 7% — (PCA) RIGKOT VY ARG, ~TAEHNZT7 v M H
&7 7 47%— (PCA) RISICEVHFURMEZBIZ L2, WThoORBRICEWNTHHURMEITEED &
Nipnoiz,
4) JEFEEHTRT B ERY
MBS REIC KT T 2 R RICKIE T AR QRS 3 2 EA 2 it L2 R, BEEU FTOM&T
ITEEIIRO SR hotz (T ),
5) FFlZ k92 PR
F T a D T FRIT o LS B R 5 . BSPHRIHIEME S ORERETLEE I 2 T 2 23, FEEEMIT
IRNEHB L (T R,
6) BB R
F X471 200, 400mgkgD T v MREOZKLLGIZE Y | JREWM, JREEORAD, BEEOHEMATRD B
niz,
Lol BHRERE., RRELOBOFRIBMAMAREICBVL T, R LTHVW Y a—a~v v, »7
VHRATY, T2 AT TS ABRTTBIR SN L) RBREE BT AT RIEERD bive o7,
7) M VEENARE (23 PR
FXEF T3 T v MR L, thOFERT 1A REEERSERANC 2 S5 O L R IR EBRE IUHE TR
HERLEN, ZTOREIEITACT L R0R00ES, AV RAZ Y A7 707 X0§hotz,
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X. JEFRREERICEI T HHE

8) HKEEEIZGTd B A
Sy FTOBEMEEEERIZTZ 2=V 72 U ROT AT VI A 7 a7z ERIRETH-
7.
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X. EEMEIEICEHY HIEH

10.

11.

12.

RHER 7
B A TVREEIOOmME, TV AREE200mg  HIFE
BRESy  AxVTa v BE

AR
GRS

BEIRETORTE

EIRRAF
RV EDTE

L7
BERITEM

BEMERLT A R 2L
<FTVoLEY : HY

R—% - R
sy« 7L

EEREEAB
19684E7H 13 0 (3%[H)

HERTRRFEABRUVRRES., RMELNHFAB., REFBEAR

Bin BOEIRTEAGREH B KGR HEA SN A WRFE PR ARAE A H
7 LR $E100mg 20074E3 422 H 21900AMX00675000 2007464 15 H 198542127 18 A
7 VAR $E200mg 200743422 H 21900AMX00676000 200746 4 15H 198542125 18 A

AER5E4 7 /LR 100

FKERAEA A - 19854E8 H22H . AKGRE S - 60AM-4126, A EUENEEA A : 19854E12717H
[HERFE4 @ 77 /v 7R200

AGRAEH B ¢ 19854E8 22 H, KBS : 60AM-4127, SEAHEAENEAEA B - 19854E12H 170

MEEXIIHREN, AERVHAEZEFENEOERABRUZTDAR
FE LW

BEERE. BIMOKRELAKRERABRUVZONAE
FEAMTIBMEN B 19924E12H2H

BEAHM
6T (19854E8 H22 H ~19914E8H21H : #T)

EMRMFIRICET 2 1F#k
A L7220
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X. BEEHMEREICET SHE

13.

14.

£EI1—FK
JELAE DB S L | ERER G o — R ; Lt 7 NEE e
92 . . . HOT (9 o a :
& A IS A P S iy = — R (YIz—R) (o) &5 AT A a— R
TJI/ﬂ’?fEIOOmg 1149026F1056 1149026F 1056 101035001 620004916
7/I/ﬂ5§%200mg 1149026F2206 1149026F2206 101038101 620004917
REE#ET EDE

EARRANA
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WEAED B

Janssen F.W.,etal :
QAR
QRN
JRIRFNERNE D
QAR

A 4 55
WME

HELE —
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l
l
|
ESARIE CAE D
W) E—1ED>
l
l
l
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l
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=8 FH &
fif] 2% =

FNFEH
W FEIED

El%*)ulj:ﬂiﬁ) .
Fil R E D

KB =1
LR
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Chiang, S.T. et

E BT
B —1E D> -

KB =1

R RS
ISTJB J”/u [EQAN
AFEINE D
MIALR BT
AR TED
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FRRFERL -
L EFEIED
L HPEIED -
L FHFRIED
(L EFEIED
TR AL -
BRI AN

AT

L HPEIED -

QAR
BIRSEIE)
QRN
QAR
AEHIKNED
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HEHBETIED
Janssen, FW.etal. :
BIED
KGRI} ﬁ%ﬁ7n//®ﬁ$%&07ﬁ%®#*f PIRIEH 72 5 N
1982 ;31 (4) :
;37 (3-4)
: 289-296

EQ/RNS
ISTFIB J”/u QAR
BRIER RIS E )
1E2>
ISTFII-S J”/u (SRS

S JHSKER. 1984 ;27 (1) :
R 1984 ; 15 (4) :
Clin.Pharmacol.Ther.
HEMEEE . 1987 5 107 (6)
EEOHPI. 1984 5 130
ELD I, 1984 5 130
FEPEFTAMG. 1984 ;12 (3)
Prog. Med. 1984 ; 4 (4)
RIE. 1984 ;4 (2)
HpE LR, 1984
LA L BRI, 1984
ALK, 1984
AL ERIR. 1984
FENE L BEIR. 1984 ;
e L PR, 1984 ;18

BRI R AP, 1984 ; 14 (6)
JERE L R, 1984 ;18 (4)
H3EPRZE. 1984 ; 83 (5)
7y HEREREE. 1984 ; 83 (4)
S FHERPR. 1984 ;27 (1) :
S HEEER. 1984 ;27 (1) :
Current Ther. Res. 1984
S FHERPR. 1984 ;27 (1) :

18 (3)
18 (4)
18 (3)
18 (4)
18 (4)
4)

al : Clin.Pharmacol.Ther.
JUINARREREARE . 1991
S EEER. 1994 ; 48 (4)
S HSKER. 1984 ;27 (2)
I ERE . 1984 ;27 (2) -
B SLAFZE. 1984 ;15 (3)
PR S AFZE. 1984 ;15 (3)
EHLAFFE. 1984 5 15 (3)
B SLAFZE. 1984 ;5 15 (3)
LR LK. 1984 ;18 (2)
v MZE
= SE A 2.
= HE A AIFSE.
EHLAFFE. 1984 ;15 (2) :
B SLAFZE. 1984 ;515 (2)
T T u T DM
S FHEEER. 1984 ;27 (2)
JERE LRI, 1984 ;18 (2)
L LR, 1984 ;18 (2)
JERE LR, 1984 ;18 (2)
JERE E IR, 1984 5 18 (2)
Fepk L ERR. 1984 ;18 (2)
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XI. &&8#H

1. ELNETORERTTIRR
AHNZ, TAV I, hFE, A FZVT, XL TRBENTWD, Q014EHLE)

KEOTEASCE (20224E8 A B ad)

4 KE (19924F7K7)
St 4 PD-Rx Pharmaceuticals, Inc.
e DAYPRO
WRGEBHMAEA B | 19924F10 429 H
FITE - ks oxaprozin tablet, film coated
600mg
SNRE S E RN R « For relief of the signs and symptoms of osteoarthritis

« For relief of the signs and symptoms of rheumatoid arthritis
« For relief of the signs and symptoms of juvenile rheumatoid arthritis

HER O & « Osteoarthritis
For OA, the dosage is 1200 mg (two 600 mg caplets) given orally once a day.
+ Rheumatoid Arthritis
For RA, the dosage is 1200 mg (two 600 mg caplets) given orally once a day.
+ Juvenile Rheumatoid Arthritis
For JRA, in patients 6 to 16 years of age, the recommended dosage given orally once per day
should be based on body weight of the patient as given in Table 1.

Table 1. Recommended Daily Dose of DAYPRO by Body Weight in Pediatric Patients

Body Weight Range (kg) Dose (mg)
22-31 600
32-54 900
=55 1200

2. BB HERIIEER
(1) 1E3RIZEE S s IER
AREZRT D 195 (i) 19.6 FHim) OEOTHFIILLTOLEBY TH Y, KEDOIRMLE L 1T/ D,

AFEIZBT HEH EoFE

9.5 HEiF
I SOTIEE L T A RIEEMED H D L MEICIT R G- L2 &, ERRHD T v MG LR T, RIED
BIRE IS HE ST b, [2.62H]

9.6 Z3LiF
BREOBEFMER OISR EZOR R ZEE L, HALOME TP ILEmET+5 2 &, B8R (T v M)
THHF~OBITHHEIN TV D,

i [ AL
KE O UK SCE 8.1 Pregnancy
(202243 H) Risk Summary

Use of NSAIDs, including DAYPRO, 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 DAYPRO use between about 20 and 30 weeks of gestation, and avoid DAYPRO

use at about 30 weeks of gestation and later in pregnancy ( see Clinical Considerations, Data).
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Premature Closure of Fetal Ductus Arteriosus
Use of NSAIDs, including DAYPRO, at about 30 weeks gestation or later in pregnancy increases the risk of

premature closure of the fetal ductus arteriosus.

Oligohydramnios/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 inconclusive. In animal reproduction studies, oral administration of
oxaprozin to pregnant rabbits at doses 0.1-times the maximum daily human dose (based on body surface area)
resulted in evidence of teratogenicity; however, oral administration of oxaprozin to pregnant mice and rats
during organogenesis at doses equivalent to the maximum recommended human dose revealed no evidence of
teratogenicity or embryotoxicity. In rat reproduction studies in which oxaprozin was administered through late
gestation failure to deliver and a reduction in live birth index was observed at doses equivalent to the
maximum recommended human dose. 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 oxaprozin, resulted in increased pre- and
post-implantation 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(s) 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 DAYPRO, can cause premature closure of the fetal ductus arteriosus ( see Data).

Oligohydramnios/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 DAYPRO treatment extends beyond 48 hours, consider
monitoring with ultrasound for oligohydramnios. If oligohydramnios occurs, discontinue DAYPRO and

follow up according to clinical practice ( see Data).

Labor or Delivery

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

Data

Human Data

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.
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Oligohydramnios/Neonatal Renal Impairment:

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

Teratology studies with oxaprozin were performed in mice, rats, and rabbits in pregnant animals administered
oral doses up to 200 mg/kg/day, 200 mg/kg/day, and 30 mg/kg/day, respectively, during the period of
organogenesis. In rabbits, malformations were observed at doses greater than or equal to 7.5 mg/kg/day of
oxaprozin (0.1 times the maximum recommended human daily dose [MRHD] of 1800 mg based on body
surface area). However, in mice and rats, no drug-related developmental abnormalities or embryo-fetal
toxicity were observed at doses up to 50 and 200 mg/kg/day of oxaprozin, respectively (0.1 times and 1.1
times the maximum recommended human daily dose of 1800 mg based on a body surface area comparison,
respectively).

In fertility/reproductive studies in rats, 200 mg/kg/day oxaprozin was orally administered to female rats for 14
days prior to mating through lactation day (LD) 2, or from gestation day (GD) 15 through LD 2 and the
females were mated with males treated with 200 mg/kg/day oxaprozin for 60 days prior to mating. Oxaprozin
administration resulted in failure to deliver and a reduction in live birth index at 200 mg/kg/day (1.1-times the

maximum recommended human daily dose of 1800 mg based on a body surface area comparison).

8.2 Lactation

Risk Summary

Lactation studies have not been conducted with DAYPRO. It is not known whether DAYPRO is excreted in
human milk. DAYPRO should be administered to lactating women only if clearly indicated.

The developmental and health benefits of breastfeeding should be considered along with the mother's clinical
need for DAYPRO and any potential adverse effects on the breastfed infant from the DAYPRO or from the

underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Infertility

Females

Based on the mechanism of action, the use of prostaglandin-mediated NSAIDs, including DAYPRO, 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 DAYPRO, in women who have difficulties conceiving or who are

undergoing investigation of infertility.
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Males
Testicular degeneration was observed in beagle dogs treated with 37.5 mg/kg/day (0.7-times the maximum

recommended human daily dose based on body surface area) of oxaprozin for 42 days or 6 months.
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KEOWRMSCE | 8.4 Pediatric Use
(202243 H) Safety and effectiveness of DAYPRO in pediatric patients below the age of 6 years of age have not been

established. The effectiveness of DAYPRO for the treatment of the signs and symptoms of juvenile
rheumatoid arthritis (JRA) in pediatric patients aged 6 to 16 years is supported by evidence from adequate and
well controlled studies in adult rheumatoid arthritis patients, and is based on an extrapolation of the
demonstrated efficacy of DAYPRO in adults with theumatoid arthritis and the similarity in the course of the
disease and the drug's mechanism of effect between these two patient populations. Use of DAYPRO in JRA
patients 6 to 16 years of age is also supported by the following pediatric studies.

The pharmacokinetic profile and tolerability of oxaprozin were assessed in JRA patients relative to adult
rheumatoid arthritis patients in a 14 day multiple dose pharmacokinetic study. Apparent clearance of unbound
oxaprozin in JRA patients was reduced compared to adult rheumatoid arthritis patients, but this reduction
could be accounted for by differences in body weight. No pharmacokinetic data are available for pediatric
patients under 6 years. Adverse events were reported by approximately 45% of JRA patients versus an
approximate 30% incidence of adverse events in the adult rheumatoid arthritis patient cohort. Most of the
adverse events were related to the gastrointestinal tract and were mild to moderate.

In a 3 month open label study, 10 to 20 mg/kg/day of oxaprozin were administered to 59 JRA patients.
Adverse events were reported by 58% of JRA patients. Most of those reported were generally mild to
moderate, tolerated by the patients, and did not interfere with continuing treatment. Gastrointestinal symptoms
were the most frequently reported adverse effects and occurred at a higher incidence than those historically
seen in controlled studies in adults. Fifty-two patients completed 3 months of treatment with a mean daily
dose of 20 mg/kg. Of 30 patients who continued treatment (19 to 48 week range total treatment duration), nine

(30%) experienced rash on sun-exposed areas of the skin and 5 of those discontinued treatment. Controlled

clinical trials with oxaprozin in pediatric patients have not been conducted.
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