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N7 7l e 5 R DO BAKIREE) B AFNIE 25~41pg/mL TH 30%., 42~54pg/mL THY
55%. 55~92ug/mL T 70%LL EOFNHE T, W2 18ug/mL LLF TIX A hFNL 20> 72
(x5 BEETY v~TF) 12,

(2) ERRRABR TR SN -MPRE -

1) HE#RE A5
R AT 7o Xt 2R 0#&YS (250mg) L72H4A. Hoclie & i, g
REOY— 271X 2~4 FFZIZRO biv, FRENTN 14 K (8~16 Kf#H]) TohH -
f: 11)O

2) KER OG-
BIf U v~F B 340C 1 HE 600mg % 2 [0123 1) € 2 SR &5 L=k, 2 W
H OG- 3 K[z O R L IE 48.9pug/mL Th o 72 19,

(3) hEE :
MM ERR L

4)BE - HEREOEE .
VIl. 7. fHAE/ERH] OEZWR

2. EYEERAI/NT A —4

(1) R A -
mMERR L

(2) IRUVREES

MERR L
B)HEZEETEH -

mMER L
A DIVTFIUR:

MERR L

<BESHEANTOT —H 19

5.46mL/min (EHEREIEH & : 84)
(5) K TAE

8.3L ("HHEREE &  84) W
(6) FDith :

mMER L



VI.L EYMEEICET SEE

3. B%KH (REaL—>av) @i

(1) BRAT S5 -
BB L

Q) INTA—FEHER :
M ER L

4. RN
WAERAL - TS (FFE S Cu7ely)
JEATEE: : B BN D 19,

5 9o

(1) Mm% — BxBEPS EadE T4 -
MM ERR L
<BE>EWTOT—H 1
HiET 5 (7 k),

(2) Mt — AR BAFTE B
KPR L
<BESHHTOF—H D
BT 5 (<7 A),

) ALA~DEITHE -
MR L
<BESHEANTOT —H 10
MHIRE DK 1% DIRENHAHF A LHBEB I TWD,

(4) BB DB -
AR L

(5) Z DD~ DFEITHE -
M ER L
<BESEHYTOT—H B
MmiERIcR b E <. . BB 20 TE< ., I b o7z,
DAY — 7 13K s & DG 1~3 I & b, 6 RFZLARRITE LS L, 24
MHBETIHIZEAEHEELE (T b, vUR),

(6) MIREFEAMKEE -
% 99%1%



VI. EYEnREIcBd 5I8H
6. fXH#
(1) BB B UM R RR -
AR
TR AT T e o 2 DS (200mg) L7HA. RPEIITH 50% 03
TuaXtrosrruerBREERT, MITFEELTO-MAFALEZITZ 6-
Demethylnaproxen OffiffE SAC 7 V7 v U RIS CTh - 72 17,
(2) RBIZEAE5 T SEE (CYPE) OnFEa. F53F
CYP2C9
Q) VEEENEDEERUVZTDEE :
MU EER L
4) REWOEHEOERRVEMSLL., FHELE
ERH TH 5 6-Demethylnaproxen (ZIZIEMEIL R,
7. Bt
BEHER L R U2 %
FERERR N (BEREEH#H) (77 r¥ky (2560mg) ZRO#FE LESHA, L LTEEY
PRSI D W,
Bt 3=
R AN (BHEREIEH &) ([T 7 et (260mg) ZRHOES L25GE. IRIPPEIRIT 24
FFf 2 C 61.8%. 48 Kfili2 T 78.9% ChH 7= 1V,
HEH R E
fEER A (BHEELEREH) (7 usxtr (250mg) ZREOEKSL LI-5GE, RO&E5% 72 1
N TR -G-8 D 95% 2N R I PRt S du7z 19,
8. FIURKR—E—ICET H1ER
MAER L
9. BMFEICKBBRESE
MEENT « 7" 1 %t 3@ S nay, FGE 6-Demethylnaproxen IR E S 41
% 18, 19)O
10. HEDERZEHITHEE
MU ER L
1. ZDfth
UG R L



VI. 2 (FRALOXES) ICBY 5IEE

VI &£t (ERLDIESF) (CBYHEE

ZEARETDER
BRE STV

2. B2 (ROBHEICIFRELEBENI L)

2.1 WEHEERE O H 5 BE [HHEOBEMRAT0—>ThdrTury 77 Y (PG) OE
AREREL, SEEZELSEIBZNNH D, ] [9.1.2, 11.1.4 ]

2.2 EERMEORTOHLEE (MRORFEZTICELIEIBZEARH D, ] [9.1.3,
9.1.4, 11.1.5 2]

2.3 EELIMIHEEREDH HEE [9.3.1, 11.1.7 B3]

2.4 HEELBHREREDOD LB [9.2.1, 11.1.6 B3]

2.5 EERMEEREOH HBHE (2.6, 9.1.5 ]

2.6 mEELEMELEDHRE (2.5, 9.1.6 3]

2.7 RENDOR G I DIEA T 7 A RHETER B AN KT UIBHEOE OBEERE O & 5 B

2.8 7AEY Ul GEAT oA FHEERETRAIEIZ LV FHREINDmEFRIE) IZ 0l
HREOH % EBE [[ELHILRIZE S35 PG ORKERET I LIcLy, [EX0ON
AAED B & Z S ERIEZFHRT 5.1 [9.1.7 ZH]

2.9 RE MO [9.5.1 /]

3. MEEXRIIHRICEET DT L ETNER
RE S TR0

4. RZERUVAEICEEYT 2ER L EDEH
(V. 4. HEELROHEICEET 2EE] 22MT 52 L,

5. EELGERWIRE & EDHEH

8. EELEARMIEE
8.1 THREMANC X DIRBITRIKFIETIE AR, SHEBIETH D Z LICHEBETDHZ &,
8.2 @M (B Y v~ . BMEEIES) (X LAKAIZ V2581213, IROFHE
BETHZ L,
- B ET 2568100, EHMOICRRAE, MERa &k OFEERES 1T 2 &,
Fio, BENREOLNTEGAICIE, BiE, KREEOMU R EEEH#T L2 &,
- ERIELANORRIE L BET D Z L,
8.3 SRR LAAIZ VW D5AIZIE, ROFHEZBET HZ &,
c BMERIE, ERMEORORELEEL, 5752 L,
- FHIE LCR— DA O BB G285 2 &,
s FIRBEER UL ZNEITY Z &,
8.4 BEDREL B L, BWEHORIUEET DS Z L,




VI. 2&% (FRALOFXES) (CBY51EH

WEORERE T, B, WERAERNSL LN ZENHDHDT, FriZmBatf 5 /hNE Kk
OvElin g AR B O BEIZRB N TL, BEROBEOREBIZHIEET S L,

6. RENERZAI HABEICHT IR

(1) BOHE - BEEFEDHHEE -

9.1 &HHE - IEEZEOHIEE

9.1.1 JHILEBBOBREEDHHESE
[11.1.4 ]

9.1.2 IEX 704 FEERBERFIORAKSICLKIEILHEEEDHLIEET. FFDE
HIEENABETHY ., MOIVYTOR F=LIZKBBENITOATNDESE
AFZ ke e 59 A, OB e2EEds2 L, VTR M LFIERT
2o RPEERERANC K0 A& UG 2 DRERFZNR &L LTWD R, 2V 7 e
A =/ K DRI E 2 R bR b 5 5, [2.1, 11.1.4 ]

9.1.3 MENEEXIEZTDHREENOHHEE (EELOROEEDHDIBEXRC)
59 258X EMMIC R E L2 LT 5 2 &, FRICmEEERH 5, (2.2, 11.1.5
2]

9.1.4 HIMERDHHEE
MRS TR Z 5 Z &b 5, [2.2, 11.1.5, 12.2 5]

9.1.5 DMEEEEEDHLE8E (EELUDHEETSL2OHIEEZR)

AT v A RHEERERA BRI, BiliiEk oK - EERHOFTIER 2655
PG DAAKEZRET S Z LIV, Na - KROUITFREER N H 5 72D O EE 2 B L X
LBEThndbn, (2.5, 9.1.6 ]

9.1.6 BMEENEE (EELSMEENEFEZR)

AT 1A RHEERBEURA— I, BiliiEk oK - ERERHOFHEIER 26T 5
PG DAGRKZEIRET D Z LI2L Y, Na - KoiFREEMDH 5 7= DI E%E & 512 E5H-
SELBENEH D, [2.6, 9.1.5 B ]

9.1.7 [REXWMEBNEE (FTREY VIRRXIIZOBERODHZEEER)

TAEY U TRV 2 IR T A2 L, [E S MmMEDEZFORITIET A
VUGB RELEENTOLHREELRH Y . TNOLOEE CIIMERIELHE R IED
Zenbsn, (28]

9.1.8 BABEMXRBRODES
REEZ B S ED 03B D, [11.1.7 5]

9.1.9 yO0—2imEDESH
REEZELSELZ LD D,

9.1.10 BREEZEHLTLLEE
VEIZS CCHE A 2 P L, Bl 0 IATWEEREICKRE T 5 2 L, BYYE
EAREMCT D8R’ H D,




VI. R&M (ERALOXES) ICBY51EE

(2) BHReEE RS -

9.2 BikrelsERE
9.2.1 ERLEHRREEOHLEE
BHLARWZ L, BMRELZKTIELZ2LRHL0T, BEFLILICHE(ILIED

BENWRD D, [2.4, 11.1.6 2]
9.2.2 BHEREEXIZOHBEEROH S BEERVBTLRENMET LTI EE (EEL
BHREEEETOHLIEEZR)

AT v A FHEERERA—MRIC, BiEE&k UK - EERFOFEEH 26T 2
PG ODAGHEZEST 2 Z LIc kv, BEE, WE, &I EES 2R E S5 aTRefEns
Ho, FEBMTEMET LTS EE TIHMAEMICEN PG 3N+ 25 L& & TE
0. PG AKMEERZ L OARFIOEEL 5 1T\, [11.1.6 2]

(3) Friref=E 8% -

9.3 FFigeEfEERE
9.3.1 EELGIFHEREEOHLEE
BHLnZ &, REA & LTFEERRE SN TVnDLe), SIHICElSELBE
nnd s, (2.8, 11.1.7 2]
9.3.2 FFEEfEE R (FZDEEROHLEE (EELGHEKERZTOHLIBEZR)
85T 558 ITEMICFERERE L EEi T2 2 L, FNCHEERSbbLD Z &
N D, [11.1.7 2]

(4)

(5)

HTEREEH T HFE -
BRE STV

bEhm

9.5 1Eiw

9.5.1 EiRE&D L

FBh LT &, SRR THEEY « AR EGIC L BHE~0RE (T v MRS
It R, SET0) ROSAERRNE (DX, <02 EEREIEN, BERLROME]) WO
ChRIEENE (T v b GEIREH) : BIREIGHE) 2SiEShTund, [2.92]]

9.5.2 1R (HEIRZBEIZIRC) RIFEIRL TL S RTEEHED H 5% E

R EoARMIENERtEZ ER S L HE SN BEICORKET 52 L, 5T HER
(ZiE, BER/DNRICE &, WHFKBEZHRTOREERIIRETLHL, v
TR —RBHEER GEOAL LR 2w L, GIEOBHKERS & OUR &
B THUCHE D FARBDIEN S 12 & OWMEDRH 5, EHMOKEER (PG MfilfE
M) iR, IRIESUTHAR~OEENRE SN D,

(6)

BRI -

9.6 #R3LIm

RAZEET SEDL 2L, B FTHATORICET 22 ENEO LTINS,
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(7) IMR

9.7 /MR

9.7.1 BWERH ORBUFFHTIER L, LER/DNROFERICE ED o7 BEEICERGTHZ
Lo NREERG L LB RBERIIER L Tuewn,
9.7.2 1L TORIZIZH G LN ENEE LU,

(8) =2EnE :

9.8 SE
DENOEGEZBGT DR EMER/NEOFERICE E, BEOREZBZEL2ND
HEICHRGTHZ L, —RICHERERANC X 2 HLE OEE., IS OFRBER N E
EA RO 5 TWD,

7. HE{ER

(1) HARZE L ZDER
BREIN TV

(2) GrREE L EDERB -

10.2 FRER (BHRISEET S &)

FH TR0 BTG EITITAHA
AR D e B R LE AT
7o

A VTR =)V SRR IMAERE T A
VA=Y %08 =Pa R

MBERE FAI O/ 2 R (i
B T52LnH D,

A% HRAEAR - HEE T 1E PRy - fE BRI 7
EX Y M URBITANAR | B X2 M O MR ER- | R AR A OB A R HUE R
Tx=hAf L. fERIDEE58ET 5 Z &30 %, | (RAIOEARKG=M < PP

(X AER RS D,)

V=Rl N VY V3

NHD, ZOXIRLGAITIL,

BEORELE HICBET D7
FHRETLZ L,

LT HZIR M EE L, BE 28R 5
TVR 7 FIR NI A IIARK &R T 5 72
) B A1T 9,

Pk Al HA I 0D fE e 23 B K9 5 mlBEME | AN i MR EEE IR E R 2 4
INT 7Y NhoD, ZOXIRGEITIF]TDHEO, oS EGHHT
ZEHKNT 2T X T — b [BEOREZ BT 57 | L HMEBETA2BZELR S
= LHEETHZ L, 5,

P Al HA I D fEfgeE D3 B K9 5wl REME

AR SN

AR O M PR EA L
WPIERT S LBH 5,

FH 3RO BTGB ITITAA
ZPET D 7 LI 22 ALE AT
Do

TuANR Y RE, AF OB
732 5 NI 24 2 5 ArRErE
N5,
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A4 HRIAEAR - BT 1A B P - fiRIK 7
A bFLFEYF—T AN BPLFF—NOMPREN | AN MNLFF— OBEI VT Z
ESU. BIER CEBEME, B | o A R OURMIE Sy U2 305 %,
PREEARES) 2SHRT 5 2 L
b5,
RENRO LNLEITIEA B
MLt — b ERET O L
YR ALEZAT O
Wk 77 W R B ORIRAE R 23K T 97 | AANZ PG 2909 % I8 SRIRAE
3 W LTENDHD, MKOUK, Na SEECER 2 304
HIPRAl PR 2 %a2i, EHRICm | 5,
==X

ACE [HEA
A- TSR RS DUAI S

FEzfE L,
T 5,

WZDOWTHE

ACE FILEAl
A- I ZEAAEUA

BIEENRDHODOND ZERH D,
B DR DA ITIT A
ZIET D 7 L) 2R ALE AT
o

AH D PG AR EEMIC LY
BMRENME N T 57052
HiLb,

U 5 2B
REE Y F 7

VI ahE (IR, B, R
M) AEZTZENH B,
TR Y F 7 LI PR %
HE L, BEIHEONEHE
WY F U AR ET D
LA B AT D,

AFNTV F I LD YT 5
ARE T &, mhgEs E5
w5,

TRTVY

VTV DI EEN EH L

BITER (CEBEEIHIS) 2H 6D
NLHBZENNRH D,

TEHARY MR A 24T 5 70 & 8L
Ba2TITV RERED b
SRR, WY RLEZT ),

Y RT Y ORE T S,

=a—% /) n U RPEHA
T ) ¥k

JEERARDIBR T DB T NS D
%o
BH DO O NGB WA
DGR P L. )AL E
179,

—a—%/ u R PEA O
GABA FE&HEEH N E 2 61
Do

A7 T7FER
[11.1.4 ]

BB S ORBRNEMNT 55
TN HDH DT, R LI
M & DT B ITIEARR D
bk U, Y7 0uE 21T
5z,

WA & 612 PG S RPLEEN
EHY D,

T AR Y A
FUi/ P BFEI E L TR LTWD

5o

T AV O IR EEEE T HIE
2T 5 L DWMERD D,

AHNN ML S 7 a7
—t-1 (COX-1) LT AE Y
DFEEERET LD EBZ XD
nod,

8. BIfEA

11.

Bl{EF
ROBWERARSHOOND ZEBRHHOT, BEELTIITATV, BEDPRO NG EITIE
Beh e Pk T 57 WY AEZ1T O 2
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VI. 2&M (ERALOFES) (CBY51EH

(1) EXGEIMER & HER

1.1 EXGEMER
11.1.1 >3vy (BEERH)
11.1.2 PIE fE{&#E (BEEARH)

[2.1, 9.1.1, 9.1.2. 10.2 &[]
[2.2, 9.1.3, 9.1.4 4]
JEASHH)

(2.4, 9.2.1, 9.2.2 & ]

[2.3. 9.1.8. 9.3.1. 9.3.2 &M#]

BFRBERYE 2 2 £ 5 IR R B ik, WEIR A1 D 2 &L 3%,
11.1.3 RIE$EIRIRAEIZEE (Stevens-Johnson SEIREE) (BEE RHA)
11.1.4 Bigm., && (W3 HERRH)

11.1.5 BEFRMEM., FMmEaMm., MEBEMIKE. M/MMRED (O30 bR

11.1.6 RIKAEF X, FEMEL. BIERE, R 70—EERE. BF2 (Wb

11.1.7 REKBIE. REEFE., SMIEAH. BEFL. XEx. BUEFX. BAREE.
MAOEE., BEMREEX, MEX (WFLLHERH)

(2) Dt DEIEMA -
11.2 ZothoEIER
0.1~5%Aifi 0.1%A i NG
WEGE | B, T OR FHIKZ
B & SEAREEE
ke HHEREL, B, O - R | EEIEE. 18
M. BACRER. T L,
A%
1 I/ RFSREIR T (H i RERE o
JER) Y
JH Mk W, AST - ALT @ b5
FEAR it R | IR HEV, B, FREO LN | &R, ER KT, A
L HRL A AR E R R E,
it &
Zofh | ZE DU, Bk, R
1) [12.2 2]
) BB, ARHERE R E S e,
HHARBERFXERERVEBERREERE %
FRAE I 26,917
RIE R FEBUE B2 941
RIE R B 1,139
RIE I S BUE ] = 3.50%
BIVE R OFERE AR FEBEGI (%)
HiER R 856 (3.20)
B« & - B A 340 (1.26)
B I E 162 (0.60)
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BIl{EF o> FlidE BIERFBEBIEL (%)

B - A 116  (0.43)
BHRARIR 79 (0.30)
A - B 47 (0.17)
AN - TA% 39 (0.14)
(EE7 26 (0.10)
1B EUE 107  (0.40)
B 82 (0.30)
SR 22 (0.08)
FEHEER 72 (0.27)
MRAR - B MR 25 (0.10)
G- SHox 22 (0.08)
SHYR 14 (0.05)
Z D 86 (0.32)
T 61 (0.23)

(8E : HRHMEAS S, 7L KRR

9. BEBRERKRICRITITEE
12. BBERBEFERICRIFTEE
12.1 17-KGS OHIEIZHEE 5 2 5D T, JEIZH 72> TiL 72 R al £ TICAKI OB 5%
frousz &,

12. 2 /R ZINHI L, IR 2 EE S5 2 ER”H 20T, WMl Z2RET 5 I
TEETHZ L, [9.1.4, 11.2 5]

10. BERE

=L

Ax &

SN TV

<H#E>
F 7 adxtr OmERGEFOER &1 9
JEMR  BRRMICA B O FERAREHR G OR A TO 4 FINHRE SN TWS, HEHPIHIL 1900~

i

%mmg%ﬂﬁ(%%£155ng®4wﬂao%%i3~7aoM%@1A%%%\
&9 LARRE, Mo, Mg (1 AN) NAEU T, 5~15 » A%ICHEMEMEED 5V ke

JEITAE U T,

AHE D M P B SR A ST D, BRI R % S rp SR i dhif F oD T A
I%. 500mgl H 2 [0 G- £ Tl LT EFT 20k L, KETIE EASFES

Wi, RIEORTERIRITL &5 BRIEERINT 5 & LT, ZOfERIE. REEIZEEMN
LEEALEA L TWARWKEDB 7 V7 F 0 ZDREDT-DTHDH XL H7E, ZORhE
PARIEDFEMEZ I U720 L7202 DWW TIHED D H LT 720,

g BHDHVETWS| L BRI K D BNEDOPERR,

- B EBR I, IRAERZICIEMR 5g AT 5 L. EMOZTOHOWINEE L K
T&E5,

- —RRERRR IS,

- LA EOREIX, SHERICIT D
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JEB: - fEFEN 23t & Uil & 5% OEMBRELgE, 7 ety 1R R 1, 2,
3. 4g M, FNThEL SN, ST eXEromEREEX, 100~2002g/ml ~&
EH U, RA~OYEIGEE NN B Sz, FRORERIL, AEiX, 4g FTOH
BT, AR L, PRI S o X5 Aefafnt B ST, RO H & L RO ZE)
TOMENFRETH D Z L E R LT\, 3g DRGEA Y FIC%Z )= 1 Ao, EIEE
IR DRIFEPE LT DERE, BIRNROA Uo7z Z EAMESN TN D, KK
HEOEEHIIEH Th o712,
- T aX -ty 25g AR OB LIZEE, koW EBEREICR > THAE LT,
TR OHEE 15 B o) 7 u b o m g IE, 414pg/ml TH o729,

M. BRALEDIE

14, ERLDIE

14.1 ZERIRFEFEDEE

PTP @25 D#ANL PTP > — F bWV L CIRAT A L 24E+T 252 L, PTP Y — 0D
RAEKIC LD BEOSLAE A RIERBE AR L, BICIEELEZ B 2 U CHEtRIARS 0 EE
AOHEEZORT D2 En3d D,

12. ZDMDTE

(1) BRERERAICE D 1EHR

15.1 BERRFEAICE D < 1E#R

AT v A FHEERERAZ BEHRES SN T L ZEICEs T, — R RN R
DN EDHERD D,

<fifE >

s WM B W T, RIEVERIEIR BB D= NSAIDs (Pa ¥ b, 77 u Xt %)
RS SN LHEICB T, —RR SRR bz LT 2 ERNHE ST
WA 20)O

CINLOBEHAESZITTC, 2000 FE 1 AICA Y = —F Y E (Medical Products
Agency:MPA) LV, EUfHIBANIZHBW T, £THNSAIDs T v 7 mtFxv7)—8
PLEANL PR EDJRIA & 72 2 /[ fElEn B 5 ) BOREEZ M CEICRR#H T Z &
R D FEHINH S LTz,

s OREICBWTIE, ZHETOLE ZA NSAIDs (2 X B ARECEET 5 Tk 1T A BT
W W, AN TO SRR E . AT = —7 VHIHIYS R ORISR EZE S 11T, NSAIDs
HBEOWFTHEEE LT [ZOMOER ] ICREIND Z Lilhhotz, (7272 LESAL #&
BRIZEIIRIGIN L 7e o TN D)

(2) JEFEERERERICE D C 158k -
BREIINL TN



X. JERERAERICEIT SEA

X. JEERREAERICEIY HIEE

1. FEEHER

(1) FEZHEFEIBAER
[VI. 3BT 2HTHE | OESME

(2) REMREAER
« FARARR R DRI R ER GO T NIIRDO LNDE N, MIREAE L THWSLRS
AREMED H D HEIZBWT, LA ERD LR (w7 R) 82D
. %’(Efﬁ/ﬁﬂ’ﬁﬂﬂ (v ) 20 IITRAEY > A RAX XN, £2, B
s (7w R) 22 U CHREREEE LE I ot
- b F@m{fﬁ%ﬁﬁb\ﬁ in vitro @ BR T, M/ EEERINGNE 235860 BTz 2,

(3) T D EEIHEER -

mMER L
HHHER
(1) HEIZ S E4RAER -
LD,, (mg/kg) : 7 HRE#Eiz 2
g BT JEREN
Wistar 27 » b i3 347.0 989.1 353.5
i3 338.1 963.4 401.6
dd i~ A IA 824.8 1042.6 570.6
I 991.1 1098.5 547.5
2) REHSEMHAE -

- Wistar &/MEMEZ ~ M2 10, 20, 30 KON 60mg/kg/H 1 » A MR O&E 5B WNT, &
JER K QMR ., R, IWEFRR AT RIcB W T, AANCERT D EE 2 5581 ki
30mg/kg VL D EHETHED 7, 20me/kg UL T ORI ERETIIRTREEE OFE 2%
IR B Do 72 2,

« Wistar RMEMET ~ M2 6 » AR O&RE L2, 20mg/kg UL F CiE, M 1 BICERA
PED BIEBEOFA % T LISMT, BEFT RIS bivien o7,

F7- 30mg/kg TIFRER MR, BEFEOIK T, KREHIMOMHE], FREHM, IR FEMH
F oW, MG Ei®ﬁT h%@@k B OREMERE R, M1 FHIZBIERE DI
i\%ﬁw ZHBEIE U o BN M PE 5 ZIRAZELD R Tz,
1wﬂ®@@%%11\Lﬁ%ﬁim#n%mbanﬁﬂotw

- T M, 24 » AT T u ¥t E 8~24mg/kg/ B OG- Lk R, MR S
otz )

(3) BizEMHAE
PA-L



IX. JEERAREAERICBEY SIER

(4) BRABRIERER -
AR L

(5) EFBSEAE B -
5 N COMMRHTR ORI B 53R I35\ T, MEREOBIRAE . A% 2 B
W B o1 20,
Fro. Ty b, v U A TOREERMEGRERICE T b ILRD o
7‘: 28)O
CTA® Gy k0 YR8 TR G R ORISR SRR T, Ty b T
1% 10mg/kg THURHIRI OUES . FHIRO FEEERISE T 25380 BAL, Smglkg Ul LT, SR
DA L7278, 7 Tid 40mglkg, ~ 7 A Tid 80mglkg THEME B ORI M OBEILHE D
BRI BT,

(6) BAFRIBIERE
R L

(7) T DD EFN
KEETRD N2 o7, (T b)) 32
<BE>
7 v bR A IR U 7
BRPEDIEAT oA FHEHREIRAICTII T a AR 7T 0P OARRMEER & B LU jb4
HENIRE D E R 2GR 0 BV TV D 0 7 1 & 3R R OBIRE IHEIZ B3 2 P o
HIE FEHEIZ X 2 RFA T, mfg@%bﬂ)l'?ﬁﬂ%ﬁf’ﬁﬂﬂ EAETLHILPMESNTND P,
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Risk Summary
Use of NSAIDs, including NAPROSYN Tablets, EC-NAPROSYN, and

ANAPROX DS, 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 NAPROSYN Tablets, EC-NAPROSYN, or ANAPROX DS use between
about 20 and 30 weeks of gestation, and avoid NAPROSYN Tablets,
ECNAPROSYN, and ANAPROX DS use at about 30 weeks of gestation and
later in pregnancy (see Clinical Considerations, Data).

Premature Closure of Fetal Ductus Arteriosus

Use of NSAIDs, including NAPROSYN Tablets, EC-NAPROSYN, and
ANAPROX DS, 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 in rats, rabbits, and mice
no evidence of teratogenicity or fetal harm when naproxen was
administered during the period of organogenesis at doses 0.13, 0.26, and
0.6 times the maximum recommended human daily dose of 1500 mg/day,
respectively [see Datal. 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 naproxen,
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 NAPROSYN Tablets, EC—
NAPROSYN, and ANAPROX DS, 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
NAPROSYN Tablets, ECNAPROSYN, or ANAPROX DS treatment
extends beyond 48 hours, consider monitoring with ultrasound for
oligohydramnios. If oligohydramnios occurs, discontinue NAPROSYN
Tablets, EC-NAPROSYN, and ANAPROX DS, and follow up according to
clinical practice (see Data)

Labor or Delivery

There are no studies on the effects of NAPROSYN Tablets, EC—
NAPROSYN, or ANAPROX DS during labor or delivery. In animal studies,
NSAIDS, including naproxen, inhibit prostaglandin synthesis, cause
delayed parturition, and increase the incidence of stillbirth.
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8.2 Lactation

Risk Summary

The naproxen anion has been found in the milk of lactating women at a
concentration equivalent to approximately 1% of maximum naproxen
concentration in plasma.

The developmental and health benefits of breastfeeding should be
considered along with the mother’ s clinical need for NAPROSYN Tablets,
EC-NAPROSYN, or ANAPROX DS and any potential adverse effects on
the breastfed infant from the NAPROSYN Tablets, ECNAPROSYN, or
ANAPROX DS 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 NAPROSYN Tablets, EC-NAPROSYN, and
ANAPROX DS, 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 NAPROSYN
Tablets, ECNAPROSYN and ANAPROX DS, in women who have
difficulties conceiving or who are undergoing investigation of infertility.

BEE D SPC*2
(2018429 A)

4.6 Fertility, pregnancy and lactation

Pregnancy

Congenital abnormalities have been reported in association with NSAID
administration in man; however, these are low in frequency and do not
appear to follow any discernible pattern. As with other drugs of this type,
naproxen produces delay in parturition in animals and also affects the
human foetal cardiovascular system (closure of ductus arteriosus). Use of
Naprosyn in the last trimester of pregnancy is contraindicated (see Section
4.3). NSAIDs should not be used during the first two trimesters of
pregnancy, unless the potential benefit to the patient outweighs the
potential risk to the foetus.

Breast feeding

Naproxen has been found in the milk of lactating women. The use of
Naprosyn should be avoided in patients who are breast-feeding.

%1 : DailyMed (NAPROSYN (Canton Laboratories), 2021 4F 4 H&i] (httpsi/dailymed.nlm.nih.
gov/dailymed/drugInfo.cfm?setid=8bff5df5-d856-4237-b6a8-ae445b454844) 2023 4F 4 H 27 H

TrEvA) kb

%2 : eMC (Naprosyn 250mg Tablets, 500mg Tablets (Atnahs Pharma UK Ltd), 2018 4= 9 H&&T
(https://www.medicines.org.uk/emc/product/13237/smpc) 202345 H 31 H7 7 A] LD
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(An Australian categorization of risk of drug use in pregnancy)

Q

(2023 %5 H) *

sk : Prescribing medicines in pregnancy database (Australian Government) (http:/fwww.tga.gov.auhp/medicines-pregnancy htm) 2023 4 4 f 2T H7 72 A LY

2% SFHOME

A=A LT YT DL

C : 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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8 USE IN SPECIFIC POPULATIONS (#:#¥)

8.4 Pediatric Use

Safety and effectiveness in pediatric patients below the age of 2 years have
not been established. Pediatric dosing recommendations for polyarticular
juvenile idiopathic arthritis are based on well-controlled studies [see
Dosage and Administration (2)]. There are no adequate effectiveness or
dose-response data for other pediatric conditions, but the experience in
polyarticular juvenile idiopathic arthritis and other use experience have
established that single doses of 2.5 to 5 mg/kg as naproxen suspension, with
total daily dose not exceeding 15 mg/kg/day, are well tolerated in pediatric
patients over 2 years of age.

YEE D SPC*2
(2018 49 A)

4. Clinical particulars

4.1 Therapeutic indications
Children:

Juvenile rheumatoid arthritis

4.2 Posology and method of administration

Paediatric population (over 5 years)

For juvenile rheumatoid arthritis: 10mg/kg/day taken in 2 doses at 12-hour
intervals. Naprosyn is not recommended for use in any other indication in
children under 16 years of age.

%1 : DailyMed (NAPROSYN (Canton Laboratories), 2021 4= 4 Hi] (https:/dailymed.nlm.nih.
gov/dailymed/drugInfo.cfm?setid=8bff5df5-d856-4237-b6a8-ae445b454844) 2023 F 4 H 27 H

TrEvA) kb

%2 : eMC (Naprosyn 250mg Tablets, 500mg Tablets (Atnahs Pharma UK Ltd), 2018 4= 9 H&&&T
(https://www.medicines.org.uk/emc/product/13237/smpe) 202345 H 31 H7 7 &) LD
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