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SEEH EEmA A EaAa—T+— LA
ZEEM2 EAFHEE T 285 EBREFEEHAERE R
SEEMS WIEEMETH TR 26 £ 10 A ADOH#EE

HEROME

<BHHREXEEZE>
- RERMXE
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- KESFE
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-MEE/ 7357, v MER
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gk 5—1

A4y FOICERMDIRE LT DAT DR EHRF

1. BEEZRAICHET HFE

H29-6

5B
(—f&4)

7%ty

hHE -

PIES

PR - R - TR DK - B - BETR - MRE - BEE -
FAB-BCUYRE-TEE- BB -BAZSE - ARRE (£
B - NMEROER

an O 15 )

BR5TB

F A4 &4 28 100mg
(RE&E® : #0)
(FIfz - REE)

F
aop
[3)a)
§|_.

O TERABDHX, HE MR

ME Y o< F, RRMREEE REXE BREEEHERX &
feiE, BB BERBAERS B-RBREX ARRH
fE, wRED

O NERATIZFHERDIHKX, EHE

O wH - OFENBERICE T HIRELETIT/NFHEDHE
x®, B

BE, BAICIEFFOFELE LTI HE300~600mg (K
Bl 3~6 f7) & 2~3[EISHT, BEIRKEEHESFT TR
Q%59 5, BMARMEICIEEE 400~600mg (AHKl 4~6 £F)

RE-RE | enpE+s, ERT 3528 RUMEEE G- HEE
(% 300mg (AH|35) £EOBET 3.,
. EE ERICEYBEEET S,

T DY P T




2. A4y FOTCIEDZHMFFMICHT- > TORBEFR

ERAERM
DF - BE

FTAFHY 8 100mg: 2005 F 2 B 24 H (BRFERERIZHES
BAR
FTA XY U8 (IHER3E4) 1978 £ 1 A 24 B

OBFFMMBERICHS —MEEXT 1995 F 1 A 198 (3

AREFEAH BE- MR BiE-AE)
OMEE - NEDMEFEE : 2000 F 7 A 3 BT EM (EBE
EHO0/03F 105, EEXHKIBEI0T) TEXLHOM
REXEMRFIZEITS TEE Y o< F] OFEFROERKELIC
DTy [TEDKL
BEEZHE |[ZELEV
BHEERR (BFm%ER)
BEA 19944 9 A 8H
(BFm%ER)
ARRBBHEHO—DEZEEINIL 14 £F2 BBKES (KBIE
BEEHR |BFH) oLThicHEZBLEL,
- e - RO TEHERER] ZHIRKR
-300mg h 7 ILBEIDRE - AEZZEE
FAXHBUETAVIDOLD T I RRIZENT, HEH
HKInt-F+roxt o ExEFTIHETH D,
FTIAXEUETOEF VEROFERTOA REDEKE
BEIT, ERRUERARIZBVTEN-HEEER, X
EERR, MEBERMARDLONTLS,
1978 F 3 AICTFA XY 8] 198THE12HI2TH4%Y
vh7tL] %% L, 199459 AICEELBIMER
AEORERRE FHOFEZTD2ICHEVTHIFMBERIBHMEIATLS,

1)

FR16F6 A2 ARERRE 0602009 5 TEXE LB EER
EWHIENEDERIL - BUEIZDWNT] [THETE, 2005 & 2
B TH4 %Y 28 100mg) 4 FHY2>h T 300mg*] &
LTEEARRSHh, AE6 BICEERRLICTEMIE S
1=,

2010 £ 10 AICHBHEFENRSE (%) (R =TJOE 27—
BX=) PHI=ZFHE (k) SJYBEEZZ(TRTEH
m|mLf,




*THA4 x5 >hTE)L 300mg) (£ 2009 &£ 5 AICERFE % &
1EL7t=,

(1) RENFMERPIREF ALK 14 B (BERRA 6 8,
250mg #EORE) EHhRMFHREICET SERATOA M
HREREHTH D,
COEHFREOHIERMREERL, TOERIXENH
ThHY, £-HRAHLIEHELZB I.D.&E (1 8 2EKRE) A
AIEETH Do

(2) #EHI 26,917 BIPEMERMNHME S N=DIE 941 5

BRFH-H | (3.50%) THo1=. THEIMERIIBEBES (0.6%), &
FlZe % | m- B BEBAHRE (1.3%), &l - Bt (0.4%), B&
K T (0.3%), %5 (0.3%), FHE (0.2%) THo1=, (§&:
BIM@EH#ER, H T RKBED)
EXGREMERELT, Yavy, PIEEERE, KISHERE
%3, Biadm, &% BETFRMENM AmitEm, &|E
FMIBRIE, M/MRED, RBREE X, FEMREX FTIEER
5, #* 70— EERE BFE REKEE RKREE %
s, BT, KIBX, BUER X BAHEE, RAkE
= EBEREMEHEEX DEXLSHFESHATLS,
<EBEE-EEB>
ZERE &EHLAGL
EERE
1) HEEEBOHLES
2) EEGMEDEEDHDHESE
) ERLGHEFOHLEE
4) ERLGBEREFOHLEE
5 EELLHETENHLEE
6) EELGEBMEEDNDESE
ZEMICHE | D AFORSRXIEMDIER T O FEHRBRFIZ Li#
THE®RY |BIEORTEOHDEE

8) TRAEY VIRE GERXTOA FHEHEAERAFICEIYES
HKEINLDHERE) XITOBREEOHLEE
9) BIREADIITA

<WHEER>

BrAZS  &ZBLAEWL

BrREE EFV MM URIMTADNARI. RILKRZILIRER
RMFERTA. PUEREF . ML/MMRE, AR K A b
LY —b. BESl. ACEFREH|. A— I ZRMKIEHRAI
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DFOLHEEK, DRI, Za—F/ 0 FAEAR. 4
T3FER., TREY VA (Rm/MrFIELTERELT

WBi5E)
<ElIEA>
=ymEmr (50611 1) )
&K EER AR S
5146
N Yavs B L

2) PIE fEIxE

3) K IE # I R fE & 3%
( Stevens-Johnson #iE
& 8%)

4) Biadm., &5

5 BAFRMAM., AMm
HEm, |EHIKAE., M
INREAD (WTFh b8
EFEA)

6) RIKMABTXR. BEHEE
#*. BEERE. x7Q
—CERER. BET2

1) RBRKEE. REIZRE.
ZRMHH. BEZE.
Kiax, BIEERF X, BEA
EE.HRAIAES. BEEHT

BB KT
HCEBHEIC | B LAL

20T

BER.HEF
~DFZEMN | BIE
22T

1R : 460 B A3
JiEEE 1,340 B AP

BSY :920BAYY
SEE O 120AYY
WDFEH 220 BA DY
FROBEHOFEH : 675 BN Y

HEERAEH
*




(2% . —RAEEATES ERKRTEE - REMBEHK]

- REMERER (17707, XY IATzoF Y LKNYE
BRRERNARF) : 379 EA. 4,902 5{E

-E2IUBI A 3T4EA. 1,142 B{E

- SNAJEREEREHF - 682 M. 7,508 H{E

<HEEFE>
(%) 4 > T7—2 8Dl T—4 2016.4~2017.3

FEfERIZHE -
HEDODRA Y
F 0TC fE DAk
MIZTDNT

AMEDELY

BETHIHA| D BREENAFS42 2012 (BRAERARZSR, BRERFERER)
K34 0%

Z Dt




3. ZEEARICERIOIMKXFTO—MAEEME L TORERR

FRK%F 6 M E
T ? & FBAK
i

vIEE MAAE VRE FORE VONE SN

(BxKZE 6 NETORZEAR]
FABETORZENSE (ELZNBICHET 2EHAICTHR)
EE | BRE4A (6% Feminax ultra (Bayer)
%)
»heg - MR 41 fE
R&%E-AE 15m~50 DX, #MIE25FZMAL. U
BERLAONIEI1E18EZ 6~8BRMbHITT
fRA. EL. 1H&X34E. SBLULRAZ
g Loy,
E& 250mg .~ £
Naproxen T&FR
LB | k5T (3% ALEVE (Bayer)
%)
Bhee - SR BEMNMNHEEDEFB. 12T
A% - RAE 5t 1TE15%8 "12 BHEMBRT
fRA. THRX3IEET
E& 220mg .~ £&
naproxen sodium T2
BE | REE (% (@ DOLORMIN GS mit Naproxen
%) (Johnson & Johnson)
@ DOLORMIN fur Frauen mit naproxen
(Johnson & Johnson)
»heg - MR O BEEICLIBEENOFEEDREH
4EE
Ri&%-HAE @ 12FLULE, FEIC25E. SBTRHEAD
BMEIMNESHEFARVEIC 2 ERA, B
L. 1TB3&FEET,
@ 1N2@mUEDOZME, FEIC 2 5. FERH
BoTWAGEIE 8 B~ 12 BFEH (T T
£S5 1 &ERA. 1B3&EET,
k= 250mg. £
Naproxen TH&ER
KE | BRFEL (X ALEVE (Bayer)

EERD/NSGREA. BE. HARE. £E5E.

_7-




e, R, BREROREA. BZR

R - A= TE1ATLy b, EXKAHNIEL 8712 B
HITTIRAT S
WERAIZ 10 BBET

= 220mg/ ATy b, &, Pz hTE

L, Uy FPx L
naproxen sodium T2

nE

(DALEVE (Bayer)
@MotriMAX (Johnson & Johnson)

OBfifE. HAB. RASHE. Bk, BEE.
FEER. ARRE. MROBH. ®E. hER
DfEH. BRICHES FRH. R

QFHEiE. MPE. IR, EE. BER

D12 H~65m : 1@ 18 8~12BH&HITT
RA. 65 UL 1B 18 12BMHIT TR
., 24 BFRILIAIC 2 S 28X TIRA L AL,
QIE1ATEIL. 1B2HTEILET (8~
12 BFEFERZHITSH5FE)

et

®220mg 8. hTLv k. Uxy K
o

Naproxen T&:2

@200mg~h Tt

naproxen & naproxen sodium @ Z {4

fRicd (%
%)

Naprogesic (Bayer)

e - MR A IR fE

A% -RE 6~8 BrfElffifm T 1 889 2IRAI 5. 1 HRXK
S5&EET,

ot 275mg. &€

Naproxen sodium TZ& 2




4. EFE -ESsORBRUGRA
1. OTC ¢,FTH5CEDRAIFIZTDONT

«OTC &35 Z LT,
v O EW, BB TORBEREICBW T, @mWaRIE & 22N S Tn
HZ &,
v OEBEESR o Xx Y T a7 2 NI D ARLT AV ) T e T 2 OTC L7
STEY, 26 LR LAWEROREHE R ERFICZ N EIEB L LRI &,

2. OTC LT RABOBEFEHIZOWVW T (ERAMOME bBEIC, —BEAEMN E RN AT iR EAHNLE)

s RENEHSHEEH ~DOEEHELZ T 5 2 L

HALPEBRE ST OIEDH D5 N, KOVL L E R OBEED H 2 BF <5 LTk, JRAIR

AR ET D L,

vV IR SCGEORSOFE 1 HICHEAEEEOH 5 BENH TN TND Z &,

v T AU B DERS (AHA) R EROBEN D D EERNA Y AT BE DY
U FVERLISN D NSAIDs D G AX DI ECI 22 h 72 E D L E R ~DFHEHE Y A
JEBRIELIENNHDHEL TS Z &,

- FREEENEOMRE - AR OWN, B OERE. B, SR IZEMOLTICE D

TENEFE LW &, ARG EE AT - B - D EER B O H 5 BT,
JRRIR e BRI & 32 2 &

£ Dtk

3.

+ 1 H% 300~600(A&AK|3~68) % 2~3 BNy T, ZEEREZ ST CTRATSZ &,

- BEAESESCBUTE TR h o B (THAEYEIR S . DHEREREE) B d 25H 1L, Efid 5 Wik
FEHNEL L AR D FNART 2 = &

1T ERNRL THREBORWEAIL, EREEEZ2T5Z L,

5.

ZEEH—E

1)
2)
3)
4)

FTAXFHEI00mg EERA VI E2—T+— L4
T4 FH 8 100mg FiAXE

EEHEE T 2845 BRATERAE
WFBEREH FR 26 £ 10 B ADOH#EE

<BHNREXE>

1)Feminaxe Ultra 250 mg Gastro-resistant tablets (Bayer) : & E
2) ALEVE 220 mg, comprimé pelliculé (Bayer) : {Lh[EH

3-1)Dolormine GS mit Naproxen (Johnson & Johnson) : JH[E

3-2) Dolormin fur Frauen mit Naproxen (Johnson & Johnson) : 4 [E
4) ALEVE (Bayer) %V %8 : *E




5-1)ALEVE (Bayer) £/ 4957 : IE
5-2)Motr iMAX (Johnson & Johnson) F*w FIE$R : iNE
6) Naprogesic (Bayer) 4\ %8 : =H
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CAlER)

ERAEREM ERAEEM oTC ERAEREM oTC RREREAREE
BR5E4 |/ F Y8 100mg O3y =2 £860mg a¥xy=ys STV LTIV
B SRR R ER $EIE - IR E - R EVE fREAGEREE $59E - U RIE - FREAE i & F RS & F RS
Xy 7O7z M) D LK (BFYTATIoF R LK FErTIITIT . TREY
RanE|Fr7oxt2100me/ & 68.1mg (FAKMEL T 68 1mg(FEKMELT FILI/TO7x200meg/fE | FILI/TOTT200me/fE | 47;0'371{ ‘%
60mg) / € 60mg) /& ~ -~
» fEFl. hTwILE, IE BB
iz |&F Er=l| gEF fEH gERl s
OTHEENEL, 5F, B|OTHRERELEVICERDE (1) BEFE-HFE-IREEROE |[(OTHREELCITERDE 1) EFE-EFE-REEOE [1)ER wE-IREROERE-
= %-$8%E - R SE - B - BN R - |2¢-8E0m fE - RMRE - B e - B R - IR (DEDEH) -Efa-
ME) o< F, Bt | BEU v ~F D (B ER-HRE-RCY  (BHEEYY YT BEE (RE-EE-mRE-RCY  |BEE- AR ER-HR
i, R BMEMER [EBRE. FEHRAEX. |F-T8E-FE-RALS  |BE BRE REHRAE (F-TEE-BFE-RAS [B-RoYURE-T3E- B
%, [BRE, EREETRAEL, |SBEBEIER. BiE - AR (A1) - SMER %, HRBUEIRE - iR (£ - SMER TR RASICELRSREA (B
SRR IREE, BE-IRE K, |OF MR IMEBRALICIR |DERE QF ik -sMER IV (ZtRE |DEESRE AT - BRRE (EEE) -4
e R | B RRREE, FIRED EEOEREHL 2) BE-HHAFDOMHE BOEL-ERE 2) BEE-FHIHEDOBEE 1SREDERE
ONERIVICFMEDHE |OTiLEEDMEE-15F QT EREEDEE 2) BE (KM LDZITIT) -
%, t89E AHLTER(BAEREXL AHLTERX(RHEREXX FEEE DR EL
OmF - OENFEEICHIT |ZFE 58 EREXESD) FHESAELREXEED)
BRI NITINFEHRTEDH
2%, t89E
BE RAICEFTOXEY [DQ@EE. AICAFYTO [RAELUE)ERXRAHD (DQEE, MAIZIFTILS/ [BRAWSEUE)ERNHS [a 1TH1REBRADIES
ELT1 BE300~600mg (A& |7z F RO LEKYEL DB, 1E15EE, B5L|TAT7zELT1HB00mMg [Hif=F, 1EI1iEE, HA5X|T1TB1EIZERELL, HHRL
HlI3~6%E) Z#2~3[EIZ5 1+, |T)1[EI60meg, 1H3EFFEOR |ZERKFEIITTRAT . #3M (AT TERRICEO | ZERFRESTTIRAYT 5. TERESTTIRAT S
BARKEREZSTTRO |53 5. EHAOBAEX. 1B |EEIB2RETETAN, B (55,48, &, EX EE1B2EETETEIN, B |&.
1595, BEREEICIZE]|60~120meZ R OKRE TS, |[BEERLAHOONIIGEEIZ (ITKYEEERT S, EERNHOON-EEIZ |b 1H2ERADISES
400~600mg (A F|4~68) % |25, FEr. ERICKYEE |[F3EBFRATES. BA |@Q&F, RAICIT7ZILE/T |[[Z3EBERATES. RA |[1H2EZERELL, H5-L
BOKRETH . ERATHEE T, T-. ETEEDER |HiEX4ERLUEHRLIE. A7z ELT1E200meg% |[EfRIF4BFELL EHLLT E. THEFESTTIRAYT 5. R
RUSMERUICHIBRE |SEETSE52ENEEL AT 5. 48, &, EK FARRRIE6EELL EHLIE,
[Z1&£300mg (ARF3%E) 40O |Ly, [CKYBEEERT S, ==L, c THIERADIGE
BEAER59 %, Q&EHE. AlzOFxy 7O [FRIELTIA2EETEL, 1 1H3EZRELL, EHL
BE, 8 ERICKYER |z )L EKDEL HEKXK600mgxRELT TERESTTIRAT S, IR
BT 5 T)1[E60meFtEHT 5, 5. F 1z, ZEBORE (L8 FRRRIT4RBRE L EHTE,
BE. 8. ERICKYEER (FSEBHIENEZELLY,
#iEd 5, ==L, RAIELT
182EFTEL IBEX
180mgZRELT H, Ff-. &
BEORS (XTS5 E
MEELLY,
5 - ZFheb
e |BERCEY FEIRO |0 g py BR35 5 UE (H20)

A ERERIZHIBR
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# % 20174E10 H EET (551700 D1
*2015%F 4 HlGET
B & SRR
BRI Z R TR D Z &
£ B HARR - AN, SRR A 2R
R X 5 B

8898 - BLRIEA

F 4 XY iE100mg

NAIXAN ®Tablets100mg
(F7O0x &> 83)

H A ARG i ) R

871149

$£100mg
K @ A& 5 |21700AMZ00196
I il YL H | 20054E6 ]
W58 B ah | 19784E3)]
FRFMAE R | 19944591

Z2|CROBHEICIEBELEVI &)

DELEEEDOH b BHE (7277 L., MEHRSOESHE)
(BRI HEFO—D>ThbLTORY T T v
(PG) DA/ EZEL, HEEZELLIELIBEN

)V EELIMBEOREDH HEE

NEELTEEDOS L EE(2). IEITEH L LTIl -
JFEEIHEINTWVAE D, SHICEASESLB
ENDH D)

DEELRFEEDOSH L BH(FiierKTSE5 2 &
DBHHEDT, HBEELXIL|IZE/AZSELIBFNDDH
%)

5)EER OREERED D B B

6) EIE 2 SIMLEDBE(5) . 6) Billiis & Uk - Eif
HRHFOFHNEH 2 E T HPCOAELEHET S 2
EICE Y, Na- Ko EINDSH 5 72008 7 5
RN MEZESICEAIELBFNDH S,

TV ARKN DR XA DO IEZ 7 1 4 FPEH 48555 #0125
L BHE DBER D B 5 B

T A VEE GEA T O A RN EEHHIZEIZ LY
FHREIN DM AR LT FOBAEOH 2 BE (K
BRI ST APGOAIN A HET AT L2 &
D, REXONAMEND &R SN ERIEL FH5%

ERCED

) HARBI Dt N ([ 2w RILEE~OHRS O
HZW)

(#5% - K]

W e % F A F 4~ $£100mg

HRE +7a%tr
1%Ed  100mg

& | PVATAANT T AATT Y YRR T AT A,
o FYERIYFU Ty, SR AR, REFY

#l E ES

ft Eiil i fa

wooow Ol

# 4 X (mm) HE 70 E&35

ey s(g) 0.125

wwl o — F TA124
(348 - R

OTRLEEDWH IR, A, A

BIET Y v~ AREBIETAE, REIEE, SREER
MEge. MOwAE. JH BIETRIPH 95, SR BEAE MR, Tk -
g, AAREREEAE, i INEE
OFMERIL I AT R O 9. $5
OiAt - FIRESVRFHIIC 51T 2 S IE I/ Fafi 2 o
g5,

- 12-

(A% - AE]

MWE, AICIEF 7T e x+ e LCTIH ®300~
600mg (AHI3~65E) 2 2~3MN 51, 7% B~ 227
e S RIS 3 %0 i BUIEE 1213 %0 [R1400~
600mg (A HI4~658) & /&S5 5. WHT 54
Fe OHME 1L DAl 20 1112 13:300mg (AH 38 % #E
53 %0

B, AR, ERIC XD EEERT 5.

(R EDEE]
1. EERS(ROBEICRESEIIRET S L)
DL EEG OMAEREOH 5 BH ([ l0HS
)

2)IEA T U A FYEHERERA ORI G12L 51
LSO H 5 BHE T, KHOEMREGPLE
THY., »O3IVTaA M=V L BBBELTT
bR TWAEE(I VSO M= ViddExTaq
RIS S8R AT & 0 2B U 22T bk 5 2 whae -
MELELTWED, IVFOAN—NVIZLDE
PP 2 R TR L 5 0T KRH

kAT T A AIIE, TaRE R B L,

HEEICHGT LT L)

3) ML 0 T A Z OBEFED H 5 & (F 12
WIEENDH 5O T, %57 5513z
W% FERT 52 &)

4) M o & 5 B UV MESEER TR 5 2
EH D)

SIFFEENIZZFOBAERED D A EE (T NIHFREE
WHObNDEIENHLDOT, HIGT LA
ERIC R 2 T 5 2 k)

6) B lEE I3 F OO H B BE K O T E
METFTLTWaEE

TR ED H 5 B

) BIMFEREDEEWG). 7). AT A RN
S — WS B f UK - R A
OFEVER 2 BT APCOAAEHRAIHET L 2 &
W&, BREE, BE, BIEES 2 54
LMD D B FBMAERIMET LTS
BETIAEICENPG T2 L ENRTH
V. PGEBILEMET % b ORKIOEE Y S TR
T, )

9) WBUE DELEEE D & 5 B

10) KB LM B0 BE (KRB EREOHIZITEER
THHTAYY VIEHBENEGEITNTW5,)

1D EEEREROBEUEEZ B SEL I L2

%)
12)70—-YHOBEFREZELIEL I LDD
%)

13) EE ([ EiaE 0S5 JOHESR)
2. EELEXRNIEE
1) TS8R AN & A EBRERBEETIE R <, &t
SEFETH LI LICEET A &,



2) 1B B (BET ) 7 ~ 5 ZRIERIEE ) 120
LAK Z HW 2561213, KOFEHEZEES S

Z&,

7. RIS A% E 1203, BRI ERR A

(FRMEAE, MR B OB RE M 55) % 1T
)Tk,
F7o. BENED S NHEITIE,

WL WY B ZFHTH Lo

1. BEYRFUNOBRELEET L L,
AEMEBEICH LAK Z JH VA EI2IE, ROE
HEEETHZ L,

T BMERE, KRR OCERORE L ER L.

E s R
A, FEHlE L CH—0FEAORRG Z#1T 5

Z&,

v BREERH I I N T T &,

4) BFOREL TS L.

THI L,
WEEORIREE T BHL. WESEED S 5 b
5T ENHHOT, FZEBENE) NERUE
g LSRR RO BEICB W TiE, 5%

DEZOREIZHEET LT Lo

HIEH OFEHIH =

5) EAE & ANBIMEALT 2 B LB 2 DT, K
W2 X B IIEIR L TH W 355 1238 2 PR

AZOEH L B2 0T WEEREICRG T 5 2 &,

6) DT Z A & DPFRITRET B Z E AT L

Vg

7) A

NGV QO EEE S N E

RITEH DI

FICEREL, BERADROEHICE ED L% E
HEEIHEGTHT L,

3. #HEfFH

HAZERE (BRAICERT S 2 &)

LR

TR A5 FEPRAEIR - HE5E 7 T - fa b A 1

LY UM | XY M OMPIEEE | MRS

VERPLTA | BEH L, TEHMEET | OBAIREIT

7 AF LI EDH D, TEH

(7= b | BEPROLNLGEC | (KFOER

1) A ZWET A 8@ | AP S

YR ALE 1T o <L PEHIIC K

0 VEH A3 Ba 56

AN ARV | MR T A oV At | %)

PRFGRIUME | 58 (KILHE) 35 2 & 058

[T # 5o

(7o) 7 | MAEEIEZL, BE

T8I R, | BBOSNIEEIIEARH

MNVT %3 | RiEd 5% EMY %R0

K, 70X | EEITH,

YUTIN)

Pt E 5 IS OFA] E DI | ARFNZ MK

(77 | Lo, BiLofEEyEassE | B 4 390 & 7F

V., FY | KTLWRerd b, 2 | HeEET A7

AEITyI | OL) A, B | O, IRHE

TXTT— | OREEXTICHETS | HIEEHT 5

) hEFEETLIE, Lz B
TaBENY

piiy/ D

(zm¥F

7L IVEE)

f1o2e(4. EIER
DIHZ) o

TURAY | KB OMPEEN LA | TuxXAT N
r L. FRPPIEET S | 13, AHOE
DB D BE 7 & O
S DRRO NI HE | T I 2
WBAARK RS A% EE | AL
Y7 WL %479 o Do
ARPLE | AMPLESF—bodd | A b bLFY
+— b BESLEA L BWER(E | — b2
BEINH], BN L) | TV ARY
RS A e DD, | MBS E
FUEDERD SN A | T A,
ZAMMLFH— 20
B 5% LMY R ALE F
79,
R EF FEFEAER L OFIRIERAS | & # (3PG%
(BEWH, | KT T2 L0H5, o4 B IME L
FUPRH BER S A A 1, B | BRER KO
ACEREH] | ACmEZHZEL, FHE | K F U
A-TSFHK | 12DV THEET 5, 2HEIMER %
PR 3 %
ACEMEH] | BEELrHObNLZE | KHO T T A
A-TZHEE | b AN
FEpUHl FLEDRRD SN AT | AREEIEH
WA H AT A EE | 1LY, B
Y L& %479 o TR TS
Loz
55,
NF o aE | ) F oy Ah IR, E | RFIE) F
# Oy EHEE) 2RI | 20827
(W) F | £25H 5, TV ARMKT
7 L) EHEC) Fy sl | S, i
EEAEEL, BESE | EE ERSE
OOENHGEIIZ)F T | b,
2B A JdE Y A 7 o
Y7 L& %479 o
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I BEICEY 5ER

FAXYFAIT AV IO T v 7 AFIZBWT, R SN T T e Xt
VEEHRETLHHATH D,

FTaXRAXT a A UEEROIEAT B A RIEO WS AT, R O
RERBRIC B W CTEN -8R TER, PIRIEER, EVERRRD b T D,

1978 4= 3 HIZT A Y88, 19874 12 HIZIF A X4 0 7L 2358
L7z, 1994 1F 9 FICEESE S TR R 6 R E D 2 183\ T HFRFAMmRS &
I SN TV D (Rl RONEIE 32 HSBM), Ak 16 45 6 A 2 AfH3a
FEG; 0602009 75 28 b B [ i - ) 1k kSR D 5L -+ U IC DV TS
X, 2005 4F 2 HTJ A 4% 88 100mg) [ A FH 5 7/ 300mg* | & LT
TR &2, A4 6 28 8R40 12 CIRAMmIE & vz,

2010 4 10 A \C M BUEEARFE (BK) (B =7 1 ES 7 7 —< kA &th) N Hn =2
RISE(KR) LW BEEZ IR BA L 7=,

* [ A X427 /L 300mg 1% 2009 4= 5 AIZiRGE% 1k L7,

2. REOBFFEN - BEIPRHME

(1) AFANE M P R 2349 14 IFfH) (AR 6 44, 260mg #2 A #5) &
PRI BT D IEA T B A P RERAITH D,
ZDTDFHGED b D BRI RZ R L, £ OERITEZTH Y, £7-RA
2EifE72 BID.4&%G-(1 A 2 [R1%5) B3 ATRECTH 2,

(2) MAER] 26,917 BT EIEM Wi S iz did 941 $1(3.50%) Th - 7=, &
ZRAWERIZE B (0.6%), IR - BE « B ATE(1.3%), Bl - g
(0.4%) , BRI (0.3%) , FE92 (0.3%) , I (0.2%) T -7, (B : Pl
R, 7L KGRI
ARZAWEM & LT, v a v, PIEJEWRE, B REIRIVERRE, B P,
T, PR AN BRI, VA M i, BT BRIE, /MR, SR BRASE %, T
BIVERS 2%, B RLERBESE, 1 7 v — VREMRRE, B R4, RBOKIEIE, R, %
TEPERLEE, B AEAL, K 2%, BUENTA, BEIRE, Bk, ME B,
MAERPHE STV D,
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1. BR5E4

(1) #14 -
FA XY 5E 100mg

(2) %4 :
NAIXAN Tablets 100mg

(3) BFFDEHE :
Felz7e L

2. — g4
(1) M4 (&%)
F 7 a2 (JAN)

(2) & (@4%) -
Naproxen (INN)

(3) AT L
N

3. BEXRIERER
H CHs

J‘"‘f\w
HiC
o

4. FRXRUANFE
¥ CLHLO,
< : 230.26

&

5. LR & (ff&iR)
(2.9-2-(6-Methoxynaphthalen-2-yl)propanoic acid (IUPAC)

6. [BF%, A&, BE E5E5
1RBRE 5 : RS-3540 (F1 9 §E)
777

_ 28-

7. CAS Bz &S
22204-53-1 (Naproxen)
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ICRREITRT L, P F AT —F UIRREITFIT L L, KITIR E A ST
F720 KB T U o ARRIRICTET B,

(3) W4
EEAERBD LR,

(4) R (DR, Fm, RER
S ;154 ~ 158°C

(5) I EFRBEE S

pKa : 4.90 CRMIE : 5% % J — VIR
(6) HERIRE :

LR L

(7) Z DD E 7T TRIESE -
[a] ¥ :+63.0 ~+68.5° (%, 0.1g, 7 mrz/L A, 10mL, 100mm)
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2. AMHS DEEERTICE T 2RER

B ORI {RAF5AF RAFIEHRE | IRATIIR il
2 4EH D BIMBEMSZEAL GO
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B i SABOE £ 34 7=, 14£H 73:5:3“/&{2&( 2:}7@
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—, G
k2. BRIE E « MR, WeRRRRER, B, BESGEE, VAR, ARAMRUL A~ L, SN A~ b

3. AR OHERHRE

VB e NG T = HATaw NS5 T o —, Eik

AR 7 axt s OfEtRRIc L5,
(1) U A Y v LRIRK DD VREED Y U LERIC L D RERG

(2) Bk (1)

% e

(8) $RA ARG I E 14
(4) FIMPAL AT S OVREIR (BAEH V) 0 LFERIE)

m

Bl 7axtr  OERECLD,

& ) —VEIRIC & B RESUG (VR RO R &

0.1molV/L KEEftF b U ¥ ARIC K 2T ELEHERE : 7= /) — T X LA v
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V. ®ENIEEd HIRE

4 REDZERGTICETIREL

BB A7 pE R A R
1. %I . . -
ol e i | a0 | mimL
(1) R DR B, FRAE R UMK :
SN (2}
#9 i ey 40°C, W) L7220,
IR 75%RH PTP 625 oD RERIE B 1325
{434 L,
40°C 5 A 14 Zi7z L
OO
A0S 35 A 3% 0 Bk L
H# 4 X (mm) 170 JEX:35
e s B BB R ) SRR PR
=i, 77 AN .
HX(g) 0.125 iy s 148 ;;b’a“ﬁ L
W 3
@) HAD]IL - 40C 55 AR HBED DT )
WL : %) 5.5kglem?® (Schleuniger B 7) 75%RH (B0 M e
OF 7 =S 9 5 A HICA 8N
TA124 (BEFIZHE) AT AHR 14 I OB
AR =il fel .
(4) pH IEJZ tt *EJ# ttE n\\ﬁo) E&Utﬁt—k pH r%ﬁ% FERHOL* 6 » H BICA BN
B AR PTP 14 IO AICE
Ll
> WA 1% A B bAE
) # * e PRSI
i, 77 AT O N Yy
1) BMES GEERD)DEE : EB/ PN U7,
RSy AlgF7asxty Bl 5 A 34 A ZEfkA L
EE L6 100mg . : DL (e
TR A= AT O I, AT T Y e 7 S o PTP 1207715~ b | ey U,
e VENENUE =D (& I =y GEIET) % - -
[NV 18t 7 AR 12051x - h 2l L
] 1 BRBRIELR < PR, RSO, SO, BRI AR, VLB,
(2) #hndp * 2. ABIAR : VA, ﬁ@‘\ v 2, G R
- - # 3 BRIRITH : PRI, BHE, RS i, PRI, AR, VA HI R, SEAMEIRIL A 5
LR () ESH MV, g7 v~ 757 4 —, 77X7U«%7774—,aj~_
* 4 BB - IR, TEEE, FEARAAR, MUEERI, MR, B
(3) ZDfth - %5 1 40°C T 15 WERIMNEL L724%, 9 1 W ©-5°C £ T/ A, [RIREE T 7 BERIR D, FFOY 1 R
AR T 40°CE T L 15 Wefi FHELEE L2 PR, LU FIRARIC A B I 8 I ASRIC BE LTz,
=M &l 3 N IoR &7 4 =]
3. B, AMOHHIEHT B2 5 MRARUBREOREY
PAROAA ML
—11— —12—
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6. ¥l & DEREEL (MEILFNEL)
Y LR

7. BHHE
TR 7 o Xt U BEOEHERRIC X 5, T b b, MBRikIC ) - pH6.8
U U PRMERRET (1-2) 900mL % AWy, [ H RIS HEBRIED S FAEIC LY,
53 50 Bl TR AT O & &, 15 M OWHEN 85% U ETH 5,
FA XY EE100mg »
1. AR 4  F7udtr 20 ME g4l 3. & : 100mg

4. ABriE - pH1.2, pH4.0, pH6.8, /K 5. [E#EE : 50rpm
6. FRETEEA] - ST

3 () HEH

o 9 N o ©
s 3 s 3 8

I
S

w

S

\
\

20F - e e ---- pH4.0

0 5 10 15 30 45 60 9 120 180 240 300 360
HERRRIEE (9)

8. AMFHIHERE
Y L

9. WHPDAEMRS DRERREX
(1) RS (M) « =% 7 — RIS L D RESIG (IR CBEORIESIC
X DR
(2) & N v 4 ARRERSEIR I X 2R
(8) SRAN AT E T 2 15
(4) BESCBEMIE L
(B n~ NI T T 4 —

10. HFT DAV DEEE
KEEET B Y U LRI K D E R

1. 1
1A
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12.BAY DRIEEMED 8 5 3R
B ER R L

13 ABRLEEENVELRBICAHT H1ER
BN -2

14. 2D
YL
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V. ABICET 2R (3) BEPRIEIRRER - REMHE -

WL R L

1. MEERIEHE 4) BRIOHER - RERCERAR :
O TR O, B, AR L
BARG Y &~ o, ZE T B RE, 6 RS 1, 0 e e, IR, T BRI D 2,

SR GEIE, - SR 26, 7 REDRRESE, 50075 (5) REEIEE -
O SHEH I I F O, B I
1) A AU 1R R GHE
Ot} - MIEABHEIRIC $51F 5 BBl O/ T4l i 2%, 800 T TR
BER R L
2) BB
2 BERUAE ) ?‘Tﬁ o
N N - P ~ = ~ ~ = ° B
EE, RAZIEF 7 et L LT 1 A 300 ~ 600mg (K%IJS 6 §t) % T m TR R R L U S it E SRR D,
2 ~ BIEIZAY, 725~ < ZEII & 1 CRE R 59, RSEAELC L311E] 400 e
~ 600mg (A4~ 6 50) L HE 15T 0. BUTT S & ROMMERIE 0N SURTmT R G LR L SR RS R
A1 13 300me A 3 5) 2811 #2595, . " D

ks, M, EIKC & O WEAET D AU RA SRR LT S E AR 0,

AT TR 7O EERRRY,

3. ERERFAH

(N EEERT—5 /8945 —2 (2009 &£ 4 AUBRRSE) -
L

DB IEFE -
2) RIEEFn i
B MREL LT i
4) B THEB -

AR & AFSE 1973 ;
FGPR & BIFSE 1978 ;
FERE L BRIK 1978
BB 1979 5

55 (12) : 3997-4020
55 (5) : 1555-1563
12 (11) : 2902-2912
21 (4) : 521-534

) ERERIE - 8 REIHER -
BRI A N T S R A (B, 5 T B BEFTRR L
BRI RER 2,090 BIOBEIE TRO LB Th D, 4) BE - RRERIFER -
R4 R L) R L
PAEH Y v~ F 48.6% 87/179 (6) AEMER -
ZE TP B 55.8% 149/267 ) ) - )
. N EARERE - BEERARERE ENAE) - RERFTERBRAR
i R AR 82.6% 76/92 _
A 61.5% 19731 (MAREERAEILR) -
EMEER L
s i 60.6% 97/160
e 73.3% 63/86 m%%%#tLf%ﬁ%%@ﬂﬁi@%%btﬁﬁ@%%:
SR W 62.2% 56/90 B LA
i - Rk 68.5% 50/73
A 10 IR e 63.9% 69/108
ks 86.2% 188/218
MR - Tl 54.4% 191/351
Hetts - TR 69.2% 301/435
15— —16—
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VI. EHEEICEY H1RH

1. EEZMICEEH L AMRITL SR

2. FEIBER

AT v A WU R B A%

(1) YEFRERGL - 1EFMER -
U YV — LR OREES FREERIEIE O MBI (F > 1) 2, PEFHLRAE R
DREBILZENR(T v 1) O, T uR2 750D EEROMEN(Z v |,
in vitro) "EOERICES LEZBND,

(2) &1 HHBRAAE -

1) $EEER
FEfETE (= 7 A) 9, [ERIEE (~ 7 2) ®, Randall & Selitto % (7 v
I 9FOERIZISW CTEIEIEMARNR O b,

2) FURIEE R
7Yy FEESANEN (T > b)) 0, GBS (v =) 10,
B 77 = I (T b)) 010, RSEIEEH (T > ) 0 & e L
T2 ERITISNT, FIRIEE MR bz,

3) MEMER
TV anNy MEEICEDRI(T v ) 0, ROBERHR G & 2 R
(T v b)) YK LT, EMERIRRRD bz,

(3) VEFARRTRBSRE - FFfBER -
MBI L
<BESEHYTOT —HF
FRBVER « 7V 2Ny MESIZE D RBUK LT 7 2%t 20mg/kg %
a7y MTBWT#ES 11 R%ICH BRI ENRO b,
25 BEFILL DN R O RS BTz 10,

—17—
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VI EMENREICBEY H1EH

1. M REOH - BIEE

M ARLEEDGOFRE
AR OMAPRLE & FRZRIIE, BN H D L OBERH D,
;7 7 (fkfe % G- D FARIREE) e, &A% 25 ~ 41pg/mL THJ 30%, 42
~ B4pgimL THI 55%, 55 ~ 92pg/mL T 70%LL L OH BT, ¥
18ptg/mL LA F CIXAEBNE A 0o 7= G4 - B Y o ~F) 1,

(2) MR R
Beb-1% 2 ~ 4 W] (BERERR N, 250mg #% N#&5) 12

(3) R CHEAIA-OPRE :

1) H[EIRR 05
TR AT 7 1 2 v &R N5 (250mg) L7356, 0n TR
Sh, MAEFIRED ©— 7 1% 2 ~ 4 BRIH%ITERD 5L, HIHI1E0 14
RFf (8 ~ 16 FEfH]) Tdhr o7z 12,

2) SRR OG-
BEE U v~ FHBE 3HIC 1 B & 600mg % 2 [FIZ45 1) T 2 MR
Be b Uizlg, 2 8B oG 3 Ref# o ¥ M P i 1E 48.9pg/mL
Th-oT= 13,

@) i
BN TR L
5) BE - HREOPE
VLA (B F_E oD PR S9) 1B 5 S - T AR LA O BRO = &

(6) BEE (KE 2 L— 3 V) BHIS & Y HIB L - RN ARSI ELBER -
AR L

2. RYLEER/NDS A —4

M) aAVR— AV FETIL:
MR L

(2) BAGEREEH -
BB L

@NAFTFRAZEY T« :
MU ER L
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3. IR

4. 5

(4) BEREEEH
REMEE R L

BYIIVTIUR:
MR L
<BEBE>SEANTOT—F W
5.46mL/min (FHEREIEH & : 8 4)

(6) PEtE
8.3L (BHSREIEHE :84) W

(1) MEEEHEE
#99%1

WEBAL < AL (R ShTnewy)
TEATIESR « o b d 17,

(1) i — RiBAFYEALE
TR L
<BESHHTOT—H W
BT 5 (7 v 1),

(2) i — AR AR REPT @A
REE R L
<BE>SUYTOT—5 W
BT 5 (v v A),

(3) LI~ DB -
WA L
<BESHEANTOT—F 19
L IEDR) 1% DRI P R ST 5,

(4) B DBFHE -
HEH YR L

(5) Z DDA~ DIBITHE -
IR L
<BB>EHTOT—H 1B
M b & < I, BRSOV TE <, I i Zr o7z,

—19—

5.

6. it

IAE— 7 135 & bIE% 1~ 3K & b, 6 et DURE I3
LA L, 24 R TIRIZ LA LI LTZ(F v b, =T R),

(1) RSB R VR BHRER -
BT ¢ PR
REE RIS 7 e X AR A S (200mg) L7256, IR ARG
W3R 50% BT a0 v fBRART, MiTEE LT O
A F b %E%Z 1T 7= 6-Demethylnaproxen ORELIEA AL/ L7 v L kfa
HBIETHoT 1,

(2) RBIZBIE T BB (CYP450 %) D5 F1& :
CYP2C9

(3) NEEBHROE MRV TS -
BB L

4) REMDEEDEERULLE .
ER#H T D 6-Demethylnaproxen |ZILTEMEIT A2V,

(5) EHERBMOEERI /T A— 4 -
HOSEDRR L

(1) HEAER AL R HREE -
RN (BHSREEH #) I 7 0% & v (250me) AR 05 L= 546
FELTEBE Pz g 12,

(2) HEitt =R -
R (BHEREIE R #) 12T 7 0% & o (250me) 2R D #5 L= 54,
SRR 1T 24 FE 1% T 61.5%, 48 FFfE#L T 78.0% CTh 72 12,

(3) HEith R E -
RN (BSREIEF &) I 7 a1 v (250mg) R N5 L84
TOfE% 72 RN THRERED 95% N R P S s 19,

7. ERNFICESBRER

MAEENT « F 7" 1 % NLEN S e, EREHH 6-Demethylnaproxen 1

I}/{EZéﬂé 18, 19)0
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VI 2t (ERLOIES) (T SIEHE

M

ypt

o

ERNEEEZDER

M L2 (BB CIEED 5 TR0

BARET0EA(RRERESD)

BRROBEHICIERELAEWNI &)

1) EALIEIES O & 5 B (7272 L, B 5 0B ) (BRSO IR+ 0
—DOThHHTuRZ T TV (PG)DARKEMEL, BB+ B
THBENLH D)

2) EEZRMIROREDOH 5 BE

3) EERIFREHEOH 2% (2), 3)RIFEME LTk - IS #®ESh T
WHW, SEICELSELIBETNARH S, )

) BEREEEOHLZBHE(BMHEX R TIELZL083H50T, BiEEF
EEDICELSELIBENLRD D, )

5) EELUEEAEDH 5 EBHE

6) EE R EIMEIED B (5), 6)BMmfk Uk « BRI NHOREIEN %
BT 5 PG OESKERET S Z L2V, Na - KSIFRBEANH 57
OLEREE B LSS0 MEE S LIC LR ESE2B8ENNH5,)

7) ARFNDO RS AT D IER T v A R $ A 3 L soE o REAERE o
boBE

Q) T ALY UEs L (FEAT 1A IR EIHAILE I LV FHR I D0 EHR
1E) X 3% OBEERED & % B3 (R ZWHIRICB 595 PG O &Rk % Bl
EFTDHZ LI, REXONAMENS & SRR IEE R T 5,

9) IR I DI N (L4, PER:, IR E~OH G | DES)

PRICHGHIME 2 R T & B 5 O T, AHI & ke i 51 2 B A1,
+oaEAE R L EEICEF T L)
3) MR D FH LT OBEAED & 2 B (IS ikBEER H 5 DT, # 5
T L HE AL EMMIC MR A 2 FEfiT 5 2 &)
4) im0 & 2 BF U MUSREIR T REZ2 2 L 03d 5, )
5) IFREE T Z OBEERED & 5 BE (ENICAFREERH Hbh b Z L3 dh
20T, B 5T 55T EMPNATHEERE 2 Eiid 52 &)
6) B IEE LT OB DO H 5 BFH L OFEMIEEIME T LTV 2 83E
7) DESREREE O B 5 B
8) MIMIEAEDBE (6), 7), 8)FEAT v A NIEWRBUHAI I, Bl
FOVK - BIRENRHOFEERZ2E6T 5 PG OERRERETHZ LIC
X0, R R, E AR 2 R S B AR B B, £, BT
BNMET LTV HRE TITAERNICERN PG 28N+ 5 & &h Tk,
PG G FLEERZ b OAF OFEL 5 190, )
9) WHUE D REEED & 5 B
10) &E i O BE [RE S EERFEOFIIIEZRTHH T ALY ViR
BEMNEGENLTVD,)
11) BRI O BF RiEE BL S D2 083D D, )
12) 7 B — PR OBEE UREE BRI 2 L3 D D, )
13) e ([~ ) O HS K]

6. EELGEAXWIB L TOEARVRES &

3. MEENEHRICEEST AERLOTE L ZDEH

AR

4. AERUVAEICEET HEALOIE LS TDER

AR

5 EEXRERBLTNER

1) ALV OBEEIR O 8 5 o (T DIESR)

2) IEAT v A RYETE 2 80 5 0 B 512 & 2 I LRG0 b 2 B8 <,
AR DOEHEERLETHY, oI Y 70 R b= L BIBENTH
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T w hMZ, 24 s AT TR XU E 8 ~ 24mglkg/ B O£ L7
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2. AHHERIT6E AR

FEARR = 3 4F (LB MERBRAE RITHES <)
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c A YU sE (IHIRGEL) 1978 4F 3 4 10 H (2006 4 3 A 31 H Pl i
M%T)

12. hBERITREM, AERVASEREMEOEABRUZTORE
O— T AREH H 1995 45 1 A 19 B (FEFFAMRE RICFE S £ )
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BT AIBEE Y U~ F | OMEFRO BRIV
2,
N MEMEREETY v~F 2 TR Y v~F [ICEFE LTz,
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1L VERIER U v~ 7, 2 B

i, I RFE A, SRIEMEFRHESS, I

T, T B DR ¢, SER T
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SME AL DN FlF 2 D TH 28, B
BRI RL B S T D otk
73 b ONT/NFAlT#: DA, B

(FEFA)
WA T TS L LT
1 H % 300 ~ 600mg % 2 ~ 3 [a]
W20, 72 B < 2R ST TR
#2853 2, 96 BB EIZIE9)E] 400
~ 600mg & #4575, WHT 55
G L OSMES 72 B NS B PRI
1% 300mg Z #5425, ek, 4
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WERACIT L BEE LTAAK 2
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PEWIEPIEIARA 2 7 72 V%0
B3 2 R 2856 L O MER
72 B QN IEN IEARA 1 A~
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5tk 72 b NS AIENC 1T 300mg
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o) MR fh : /NEE oA 1983 ;5 2 1 95-101
h) FARIFISR  flL 0 AACHT IR ZA 2 MERE 1984 5 20 (3) @ 508—518
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1. EENETORFTKR

% L7220 (RENIAME TIEFFE STy

<BE>

F7uxkr LT

Naprosyn (Roche, 7 AU W1, A ¥V R, K, A —R TV T5%) I E3Fse
IhTna,

AR R DRI R, HIEROHEIIUTO LB TH Y, SMETOKGR
R385,

[%htE - 2h]

- TEIRH O, BUR, BN, BIE ) U~ T, B EE, 6 R R, TRiE
HHESR, BB iE, T8 BIENR BRZS, SHUR BuiEeRt, Bk - g, A REEHE, SR
HiakZ

< AMESL A NS TR OTH %%, $E
< R - DPESMRMEIRIC R U D S I QNS N TR O T %%, B
[Mik - A&E]
L, RACIE T et L LT 1 HE 300 ~ 600mg (AH| 3 ~ 6 §E) &
2 ~ 3 [ENZAT, 72 B 28R S TR DB 595 i MR VRIS 139 400
~ 600mg (AHI 4 ~ 6 68) 2R N 545 EHT 256K OIMER I ONT
M HIENCIE 300mg (KA 3 §8) 2% M54 %, 73, 4, IERIC X v EH
R 5,

KENZ 1T 2 FFTIRDL

fi7e4 Naprosyn
R Genentech Inc.

FI - Btk $EFl © 250mg, 375mg, 500mg
SR - 125mg/bmL

BIRe - Bk c B Y v~ T, L L XD E, SRIEMEIRHER K OEAEMRIE ) o~ F D
SEPRARFN
- S, TRIR B M OV VR AE D EIRAEFD
- B
- H R R

M- & < B Y v~ T, BB ETE, REEARHES ORE AR
250, 375 £7-1% 500mg/H Z# 4 2 [,

- EEEBE Y v~ T
1 H 10mglkg % 2 [0S T b, 2 A EOBF IR GT 52 &N
LELL EGRITEEORELIEICLCHT 2 L,

- B, F R DR, SIS, TR 2%
e G &X -7 ad e LT550mg (77 7%t 500mg) &
L, EZIE U T 12 B2 550mg 3 5\ % 6 ~ 8 I fIC 275mg
ERGT 5, 9A 1 B &EIX 1375mg 2 2 TIEWiT7an,

- R AR
WlEl 750mg A L L, EAENEAET 2 £ T 8 WM f(C 250mg % BN

B35k,

DailyMed [Naprosyn(Genentech Inc.),2010 4 10 HJ) X v
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HEICIT DR IERIL

foes Naprosyn 250mg Tablets, 500mg Tablets
I Roche Products Limited

HI - Btk FE#) © 250mg, 500mg

BRE - 2R | BAETY U~ F, LSRR BIEIE, SRIEVETRHESS, SRR 1E, Rk R, RN
B, FAEPEBIET ) v~ T

Sk - AR - BIEIY O~ F, AT BIEE ORI HE SR
500mg ~ 1g % 12 WFfEEIC 2 [E1d B Vi 1 [El & LTS, LU R 0%
A, AL LT 750mg/ B 5 W3 1g/ B HER S D,
a) EHEDK LT/ D ZoIE 0 &4 I B
b) EHEOM DY 7~ FH) 5 Naprosyn [ZAH Shi- B
c) VWA FE R T b D AT B E
- i SRR 1R
WlEl 750mg AL L, FEIENEMET 2 £ T 8 WM fEIC 250mg A BN
Hynz &,
- fhE ks bR, H R EEE
YlE G- Y 500mg & L, BTG U T 6 ~ 8 REfiifiFEIC 250mg &5
T %, 91 H LI, B 1 A RiE 1250mg &4 5,
- FHAEPEREET U v~ (5 kLA )
1 H 10mg/kg & 12 RERIAEIC 2 B4 1 THe G ARANT 16 7L F /)
BRI ORBICHW RN ERDZE L,

eMC [(Naprosyn(Roche Products Limited), 201344 )X v

2. BN B T R EER

(1) i~ 52T 5 1HH
IR D B Tih, e, Bl S~ 5] OO F#EI T L
FTOLEYTHY, K FDA, A—A T U THRE LIRS,

[ g it s, RS~ g5

1) HE0 SUTEENR L T2 AlREE O & 2 i NI, TRIE L oBF RN a2
FEDLD LU SN GEICOREET D2 & UTRET R 51235
LARVEIFREN LT, )

2) ARG N ITE G L w2 & (B EBRCRES - A8k 5o XY
R~DOEE(T v b ERIBER, 520 ROHARFEE (T X, <7
A BEPEVEEIEN, BEFLER ONH) W ON I BHENE (T > b GEIRRY) « @)
IR ILAE) A ST ,)

3) WAF O NG T HHEICIIRAZRT SE5 2 &, (LT ~08
THREEENTND,)

S8
FDA : Pregnancy Category C (20104F10 A) *
A=A L7 VT DN C (201347 ) *2
(An Australian categorization of risk of drug use in pregnancy)

k1 KEO A SCE (Naprosyn(Genentech Inc)] & ¥
* 2 : Prescribing medicines in pregnancy database (Australian Government) X ¥
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2E SO

FDA : Pregnancy 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.

A=A N YT OS5

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.

(2) "ME~OEHIZET 5 1FH
AINCIBT DA LEOEREVNEE~OE L OHEOFTHEIILLFO LB T
B0, KEOWRMCER LO®REO SPC L1325,

A EorE )/ N~ h.
1 LA F ORI T 22 BTN L TR VWD T, &5 LanZ g E
LWy,

s

KEOWRRCE* | CLINICAL PHARMACOLOGY  (##4)

(2010 4= 10 H) Special Populations

Pediatric Patients

In pediatric patients aged 5 to 16 years with arthritis, plasma
naproxen levels following a 5 mg/kg single dose of naproxen
suspension (see DOSAGE AND ADMINISTRATION) were found
to be similar to those found in normal adults following a 500 mg
dose. The terminal half-life appears to be similar in pediatric and
adult patients. Pharmacokinetic studies of naproxen were not
performed in pediatric patients younger than 5 years of age.
Pharmacokinetic parameters appear to be similar following
administration of naproxen suspension or tablets in pediatric
patients. EC-NAPROSYN has not been studied in subjects under
the age of 18.

PRECAUTION (#:F%)

Pediatric Use

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

kg/day, are well tolerated in pediatric patients over 2 years of age.

—39—
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KE O S
(2010 /£ 12 )

DOSAGE AND ADMINISTRATION  (#:F%)

Juvenile Arthritis

The use of NAPROSYN Suspension is recommended for juvenile
arthritis in children 2 years or older because it allows for more
flexible dose titration based on the child's weight. In pediatric
patients, doses of 5 mg/kg/day produced plasma levels of naproxen
similar to those seen in adults taking 500 mg of naproxen (see
CLINICAL PHARMACOLOGY).

The recommended total daily dose of naproxen is approximately
10 mg/kg given in 2 divided doses (ie, 5 mg/kg given twice a day).

YE[F o> SPC*2
(201344 H)

4. CLINICAL PARTICULARS )
4.1 Therapeutic indications
Children : Juvenile rheumatoid arthritis

4.2 Posology and method of administration

Children (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(Genentech Inc.)] & ¥
%2 : eMC [Naprosyn(Roche Products Limited)] & ¥
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3 124,101 490 0.40 1,224 829 394 11,168 11,130 38 -19 57
4 124, 567 466 0. 38 1,228 854 374 12,720 12,685 34 -7 41
5 124,938 370 0. 30 1, 205 882 322 12,398 12,408 -10 -17 8
6 125, 265 327 0. 26 1, 229 877 351 13,982 14,064 -82 -76 -6
7 125,570 5 305 0.24 1,222 925 297 15,653 15,703 -50 -50 0
8 125, 859 289 0.23 1, 203 896 307 17,375 17,388 -13 -35 23
9 126, 157 297 0.24 1, 209 921 288 17,974 17,960 14 -42 56
10 126, 472 315 0. 25 1,215 933 282 17,028 16,990 38 -2 40
11 126, 667 195 0. 15 1, 198 985 212 17,237 17,249 -12 -43 30
12 126, 926 5 259 0.20 1, 194 968 226 18,462 18,424 38 -50 88
13 127,316 390 0.31 1, 185 966 219 19,266 19,120 146 66 79
14 127, 486 170 0.13 1,176 981 195 16,321 16,372 -51 -104 53
15 127, 694 208 0.16 1,138 1,023 115 15,038 14,970 68 3 65
16 127,787 93 0.07 1, 126 1,024 103 17,673 17,709 -35 =77 42
17 127,768 5 -19 -0.01 1, 087 1,078 9 18,951 19,004 -53 -103 50
18 127,901 133 0.10 1,091 1, 090 1 2,836 2,835 1 -60 61
19 128, 033 132 0.10 1, 102 1, 104 -2 2,882 2,879 4 =75 79
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24 127,515 -284 -0.22 1, 047 1, 251 -205 2,767 2,836 =79 -23 -56
25 127, 298 =217 -0.17 1, 045 1,277 =232 2,796 2,782 14 -23 37
26 127,083 -215 -0.17 1,023 1,274 =251 2,911 2,874 36 -23 60
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" Patient Informafion Leaflet —
Feminax® Ultra
250 mg Gastro-resistant tablets
Naproxen (250 mg)

This leaflet contains important information about Feminax® Ultra 250 mg Gastro-
esistant tablets (referred to as Feminax® Ultra from now on). Please read it carefully
efore you take these tablets.

WHAT IS FEMINAX® ULTRA FOR?

These tablets contain 250 mg of naproxen. This medicine is used to treat period pain
’(also called menstrual pain or dysmenorrhoea)
* Naproxen belongs to a group of painkillers called Non-Steroidal Anti-inflammatory
Drugs (also called NSAIDs).
* Other medicines in this group include ibuprofen and aspirin.

WHO SHOULD TAKE FEMINAX® ULTRA?
Only take this medicine if you are between 15 and 50 years old.
Ask your doctor, pharmacist or nurse if you need more information.
THINGS TO KNOW BEFORE TAKING FEMINAX® ULTRA
‘Do not take this medicine if you have, or have ever had a stomach ulcer, or
other serious stomach problems
® This includes any stomach pain that does not go away and any bleeding in the
‘ stomach (passing blood or black tarry stools, or vomiting blood or dark particles
that look like coffee grounds).
* If you have ever had anything like this then you should not take these tablets.
icine if you are in the last three months of your pregnancy.
if you have severe heart, liver or kidney failure.

ine if you are already taking aspirin, low dose aspirin
i ti-i y drug (NSAID) like ibuprofen.

or any other

T Do not take this medicine if you have ever had an allergic reaction fo: ~—

* Naproxen, aspirin, ibuprofen, or another non-steroidal anti-inflammatory drug (NSAID).
¢ Anything else in these tablets (look at the list in the ‘What's in these tablets’
section, at the end of the leaflet).
Allergic reactions can include wheezing, itchy runny nose, nasal polyps (swelling
inside the nose), rashes or swelling of the skin.
Do not take this medicine unless your doctor said you can, if:
You are breast feeding.
You started to have period pain more than a year after your first period.
You are elderly - you may get more side effects.
You are taking any other painkillers or steroids.
You have a connective tissue disorder such as SLE (Systemic Lupus Erythematosus).
You have Stevens-Johnson syndrome or toxic epidermal necrolysis (severe skin
problems).
You are planning to become pregnant or if you have problems becoming pregnant.
Do not take this medicine, unless your doctor said you can, if you have these
ilinesses:
* Heart problems, previous stroke or think you might be at risk of these conditions
(for example if you have high blood pressure, diabetes or high cholesterol or are
a smoker).
* Kidney or liver problems.
* A blood clotting problem.
¢ Asthma or any allergic illness which makes it hard to breathe.
¢ Stomach disorders such as ulcerative colitis or Crohn’s disease.
Medicines containing naproxen may be associated with a small increased risk of heart
attack (“myocardial infarction”) or stroke. Any risk is more likely with high doses and
prolonged treatment. Do not exceed the recommended dose (3 tablets a day) or
duration of treatment (3 days).
Important information about some of the ingredients of this medicine
* This medicine contains lactose. If you have been told by your doctor that you
have an intolerance to some sugars, contact your doctor before taking this
medicinal product.
Driving and using machines: These tablets may make you dizzy, sleepy or cause
vertigo, loss of concentration, difficulty sleeping, depression or visual problems. Do

Talk to your doctor or pharmacist first, if you are taking any of these other |
medicines:

* Ciclosporin or tacrolimus - medicines used after organ transplants. ‘
Steroids (also called corticosteroids) - like prednisolone.
Quinolone antibiotics (ciprofloxacin, norfloxacin or levofloxacin) or sulphonamides
(like co-trimoxazole).
Painkillers.
Colestyramine - medicine to reduce blood fat level.
Antacids - medicines to treat the symptoms of heartburn. ‘
Lithium - a medicine for depression.
Methotrexate — a medicine for cancer and other illnesses.
Probenecid — a medicine for gout. ‘
Water tablets (diuretics).
Medicines for high blood pressure (anti-hypertensives).
Medicines for your heart (digoxin or glycosides). ‘
Medicines to stop blood clots (anticoagulants such as warfarin or heparin).
Phenytoin - a medicine for epilepsy. ‘
Mifepristone to terminate a pregnancy in the last 8 - 12 days.
Low dose aspirin — a medicine for “thinning the blood”.
Antidepressants of the serotonin re-uptake inhibitor (SSRI) type like fluoxetine. ‘
Medicines to treat Type 2 diabetes (e.g. sulphonylurea).
Zidovudine (for HIV infection).

HOW

'AKE FEMINAX® ULTRA

First day:

* When the pain starts, take two tablets.

* Then after 6 to 8 hours, take one more tablet that day, if you need it.
Second day:

* Take one tablet every 6 to 8 hours if needed.
Third day:

* Take one tablet every 6 to 8 hours if needed.
Do not take more than 3 tablets each day.
Always take the lowest effective dose for you. Do not take more than the
recommended dose of up to three tablets in a day. Do not take for longer

[This includes cyclo-oxygenase-2 selective s (COX2) like celecoxib. | not drive or use machines if this happens to you. | thanthree days in any one month (menstrual cycle). Please turn over w|
Takingthe tablets: ~  ~— ~—  ~—  ~—  —  ~ 7 T If youhave any of the following while taking this medicine, stop faking itand ~ | HOW TO STORE FEMINAX® ULTRA

¢ Swallow the tablets whole with a drink of water. Do not chew or crush them.
‘  Take the tablets with or after food.
¢ Only take the tablets for as long as you need them for the period pain. You may
not need to take the tablets all the time for all 3 days. If you still have pain after 3
‘ days of treatment, talk to your doctor. Do not take the tablets for more than 3
days in any one period (cycle).
* If you see a doctor, pharmacist or nurse or go into hospital, tell them you are
‘ taking this medicine.
* Overdose: If you (or someone else) takes too many tablets, go to the nearest

hospital casualty department or your doctor straight away.
SIDE EFFECTS THAT MIGHT HAPPEN WHILE TAKING FEMINAX® ULTRA
‘Like all medicines, these tablets can cause side effects, although not everybody gets

them. If you have any side effect, you should seek advice from your doctor, pharmacist
‘or other healthcare professional.

If any of the following happen to you, stop taking the tablets and tell a doctor,
‘pharmacist or nurse immediately:
* Sickness or being sick (possibly with blood), diarrhoea (sometimes with blood
and mucus), dark “tarry” stools.
‘ Stomach pain, indigestion, stomach ulcers and bleeding in the stomach.
Worsening of stomach problems (ulcerative colitis or Crohn’s disease).
Sore mouth or unusual painful mouth ulcers.
Allergic reactions like asthma, wheezing or difficulty breathing. This may be severe.
Blood in the urine, more or less urine than normal or cloudy urine. Pain around
the kidneys (lower side of your back).
‘ Severe blisters and bleeding of the skin, nose and mouth (Stevens-Johnson syndrome)
Skin problems including rashes, itching, nettle rash or a bruise-like rash. There may
‘ also be blistering and flaking of the skin.
Swelling of the face, lips, tongue and throat (causing difficulty swallowing or breathing).
Jaundice (yellowing of the skin or whites of the eyes), and/or pale coloured
‘ stools and dark urine.
Fits (convulsions), altered vision, pins-and-needles or numbness, confusion,
hallucinations, dizziness and vertigo, hearing problems, ringing in the ears.

tell your doctor:

Swelling of the blood vessels and a build up of fluid which may cause swollen ankles.
Kidney or liver problems: these will show up in blood or water tests.

Nervous system: headaches, depression, insomnia, tiredness, muscle
weakness, drowsiness, inability to concentrate, mental slowing, forgetfulness,
abnormal dreams, feeling thirsty, a general feeling of being unwell or fever with a
dislike of light.

Blood problems - these may cause unusual tiredness or weakness, unusual
bleeding or unexplained bruising, fever or chills, sore throat, ulcers in your throat.
Sensitivity of the skin to light.

Hair loss (alopecia).

Heartburn, flatulence or constipation.

Other side effects

High blood pressure, a fluttering feeling in your heart and heart failure have been
reported with NSAID use.

Medicines which contain NSAIDs such as naproxen may be associated with a
small increased risk of heart attack (“myocardial infarction”) or stroke.

NSAIDs have been associated with aseptic meningitis which can include
symptoms of headache, stiff neck, disorientation, fever and sensitivity to light in
people with auto-immune disorders.

May cause female infertility.

Raised level of potassium in your blood (hyperkalaemia).

Eosinophilic pneumonitis (lung infection which causes difficulty in breathing and
night sweats).

Problems with your senses such as vision problems, inflammation of the optic nerve.

If you experience any other symptoms or have concerns about your medicine, talk to
your doctor.

Adrenal function tests: The tablets may interfere with these tests — check with your
doctor before the test.

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any
possible side effects not listed in this leaflet. You can also report side effects directly
via the Yellow Card Scheme at: www.mhra.gov.uk/yellowcard. By reporting side
effects you can help provide more information on the safety of this medicine.

* Do not use this medicine after the use-by date.

* Keep these tablets in their original packaging and do not store above 25°C.
* Store your medicine in a safe place, out of the reach and sight of children.
.
.

This medicine is for you ONLY, do not give it to anyone else.
Return all unused medicines to your pharmacist for safe disposal.

WHAT IS IN THESE TABLETS?

Each white, round, biconvex, gastro-resistant tablet is overprinted in black '‘3N3" and
contains 250 mg of naproxen, which is the active medicine. The tablets come in a box ‘
of 9 tablets. The tablet is gastro-resistant. This means that it is covered with a coating
which stops the tablet dissolving in the stomach, so that the naproxen is released
further down in your gut.

The tablets also have inactive contents: lactose, maize starch, polyvidone, sodium
starch glycolate and magnesium stearate. Also, the coating contains colloidal silicon
dioxide, polyvinyl acetate phthalate, polyethylene glycol, stearic acid, hydroxypropyl ‘
methylcellulose, sodium alginate, sodium bicarbonate, purified talc, triethyl citrate, the
colour titanium dioxide (E171), antifoam AF emulsion and printing ink (containing
shellac, black iron oxide (E172), propylene glycol (E1520)).

The marketing authorisation holder and company responsible for manufacture is
TEVA UK Limited, Eastbourne, BN22 9AG, England.

Distributed by: Bayer plc, Consumer Care Division, Newbury, Berkshire, RG14 1JA

REMEMBER

This leaflet does not contain all the information about these tablets.
Please ask your doctor, nurse or pharmacist if you have any questions.
Revised: June 2015.

Contact details:

Medical Information, Bayer plc, Consumer Care Division,

Newbury, Berkshire, RG14 1JA.

Tel 01635 563000

email: consumer.care@bayer.co.uk

4005998

Bayer

00000-0

REG0077940

Version 4.2

Due to regulatory changes, the content of the following Patient Information
Leaflet may vary from the one found in your medicine pack. Please
compare the 'Leaflet prepared/revised date' towards the end of the leaflet
to establish if there have been any changes.

If you have any doubts or queries about your medication, please
contact your doctor or pharmacist.

i Bayer HealthCare
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Notice patient /7 R—

NOTICE

ANSM - Mis a jour le ; 23/07/2014

Dénomination du médicament

ALEVE 220 mg, comprimé pelliculé
Naproxéne sodique

Encadré
Veuillez lire attenfivement I'intégralité de cette notice avant de prendre ce médicament.
* Gardez cette notice, vous pourriez avoir besoin de la relire.

« Si vous avez toute autre question, si vous avez un doute, demandez plus d'informations & votre médecin ou a
votre pharmacien.

* Ce médicament vous a éte personnellement prescrit. Ne le donnez jamais a quelgu'un d'autre, méme en cas de
symptémes identiques, cela pourrait lui &tre nocif.

« Si l'un des effets indésirables devient grave ou si vous remarquez un effet indésirable non mentlonné dans cette
notice, parlez-en a votre médecin ou a votre pharmacien.

Sommaire notice

Dans ceftte notice :

1. QU'EST-CE QUE ALEVE 220 mg, comprimé pelliculé ET DANS QUELS CAS EST-IL UTILISE ?

2. QUELLES SONT LES INFORMATIONS A CONNAITRE AVANT DE PRENDRE ALEVE 220 mg, comprimé pelliculé ?
3. COMMENT PRENDRE ALEVE 220 mg, comprime pelliculé ?

4. QUELS SONT LES EFFETS INDESIRABLES EVENTUELS ?

5 COMMENT CONSERVER ALEVE 220 mg, comprimé pelliculé ?

6. INFORMATIONS SUPPLEMENTAIRES

1. QU'EST-CE QUE ALEVE 220 mg, comprimé pelliculé ET DANS QUELS CAS EST-IL UTILISE ?
Classe pharmacothérapeutique
Ce medicament contient un anti-inflammatoire non stéroidien: le naproxéne.

Indications thérapeutiques

Il est indiqué, chez 'adulte et I'enfant & partir de 15 ans, dans le traitement de courte durée des affections douloureuses
d'intensité légeére a modérée et/ou des états fébriles tels que maux de téte, états grippaux, douleurs dentaires,
courbatures, régles douloureuses.

2. QUELLES SONT LES INFORMATIONS A CONNAITRE AVANT DE PRENDRE ALEVE 220 mg, comprimé
pelliculé ?

Liste des informations nécessaires avant la prise du médicament
Sans objet.
Contre-indications
Ne prenez jamais ALEVE 220 mg, comprimé pelliculé dans les cas suivants:

s au deld de 5 mois de grossesse révolus (24 semaines d'amenorrhes),
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» antécédent d'allergie ou d'asthme déclenché par la prise de ce médicament ou d'un médicament apparenté,
notamment autres anti-inflammatoires non stérofdiens, acide acétylsalicylique (aspirine),

» hypersensibilité & 'un des excipients,

» antécédents de saignements gastro-intestinaux ou d'ulcéres liés a des fraitements anférieurs par AINS,
= ulcére de l'estomac cu du duocdénum ancien en évolution ou récidivant,

s maladie grave du foie,

» maladie grave du rein,

» maladie grave du cosur,

Précautions d'emploi ; mises en garde spéciales

Faites attention avec ALEVE 220 mg, comprimé pelliculé:

Mises en garde spéciales

lLes medicaments tels que ALEVE 220 mg, comprimé pellicule pourraient augmenter le risque de crise cardiague («
infarctus du myocarde ») ou d'accident vasculaire cérébral. Le risque est d'autant plus important que les doses utilisées
sont eélevées et la durée de traitement prolongée.

Ne pas dépasser les doses recommandées ni la durée de traitement.

5i vous avez des problémes cardiaques, si vous avez eu un accident vasculaire cérébral ou si vous pensez avoir des
facteurs de risques pour ce type de pathologie (par exemple en cas de pression arterielle élevée, de diabéte, de taux de
cholestérol eleve ou si vous fumez), veuillez en parler avec votre médecin ou a votre pharmacien.

A forte dose, ce médicament posséde des propriétés anti-inflammatoires et peut provoguer des inconvénients parf0|s
graves gui sont observés avec les médicaments anti-inflammatoires.

CE MEDICAMENT NE DOIT ETRE PRIS QUE SOUS SURVEILLANCE MEDICALE.

AVANT D'UTILISER CE MEDICAMENT, PREVENIR VOTRE MEDECIN en cas:

o d'antécédent d'asthme associé a une rhinite chronique, une sinusite chronique ou des polypes dans le nez.
L'administration d'ALEVE 220 mg, comprime pelliculé peut entrainer une crise d'asthme. La survenue d'une crise
d'asthme chez certains patients peut étre liée a une allergie a I'acide acéfylsalicylique (aspirine) ocu a un anti
inflammatoire non stérofdien, dans ce cas ce médicament est contre indiqué.

» de troubles de la coagulation, de traitement anticoagulant ou anti-agrégant plaquettaire concomitant, ce
médicament peut entrainer des manifestations gastro-intestinales graves.

» d'antécédents digestifs (hémorragie digestive, hernie hiatale, ulcére de {'estomac ou du duodénum anciens),
» de maladie du ceaur, du foie, du rein,

= de traitement par diurétique ou d'intervention chirurgicale récente.

AU COURS DU TRAITEMENT, EN CAS:
» de signes d'infection, PREVENEZ VOTRE MEDECIN.
o de troubles de la vue, PREVENEZ VOTRE MEDECIN.
» d’hémorragie gastro-intestinale (rejet de sang par la bouche, présence de sang dans les selles ou coloration des
selles en noir), ARRETEZ LE TRAITEMENT ET « CONTACTEZ IMMEDIATEMENT UN MEDECIN OU UN
SERVICE MEDICAL D'URGENCE.
» de signes évocateurs d'allergie & ce médicament, notamment crise d'asthme ou brusgue gonflement du visage et

du cou (voir rubrigue 4. « QUELS SONT LES EFFETS INDESIRABLES EVENTUELS ? »), ARRETEZ LE
TRAITEMENT ET CONTACTEZ IMMEDIATEMENT UN MEDECIN OU UN SERVICE MEDICAL D'URGENCE.

e d'apparitions de signes cutanés ou muqueux qui ressemblent & une brllure (rougeur avec bulles ou clogues,
ulcérations), ARRETEZ LE TRAITEMENT ET CONTACTEZ IMMEDIATEMENT UN MEDECIN OU UN SERVICE
MEDICAL D'URGENCE.

Précautions d'emploi
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Si vous étes une femme, ALEVE 220 mg, comprimé pelliculé peut altérer votre fertilité. Son utilisation n'est pas
recommandée chez les femmes qui souhaitent concevoir un enfant. Chez les femmes qui présentent des difficultés pour
procréer ou chez lesquelles des examens sur la fonction de reproduction sont en cours, veuillez en parler a votre
medecin ou votre pharmacien avant de prendre ALEVE 220 mg, comprime pellicule.

Interactions avec d'autres médicaments

Prise ou utilisation d'autres médicaments

Veuillez indiquer & votre médecin ou & votre pharmacien si vous prenez ou avez pris recemment un autre médicament,
méme s'il s'agit d'un médicament obtenu sans ordonnance car il y a certains médicaments qui ne doivent pas étre pris
ensemble et d'autres qui peuvent nécessiter une modification de la dose lorsqu'ils sont pris ensemble.

Vous devez toujours prévenir votre médecin ou votre pharmacien si vous ufilisez ou recevez I'un des medicaments
suivants avant de prendre ALEVE 220 mg, comprime pellicule:

= aspirine (acide acétylsalicylique) ou d'autres anti-inflammatoires non stéroidiens
= corticoides

+ anticoagulants oraux comme la warfarine, héparine injectable, antiagregants plaguettaires ou autres
thrombolytiques comme la ticlopidine

e |ithium
« méthotrexate

e inhibiteurs de I'enzyme de conversion de |'angiotensine, diurétiques, béta-bloquants et antagonistes de
I'angiotensine

» certains antidépresseurs (inhibiteurs sélectifs de la recapture de la sérotonine)
» pemetrexed
= Ciclosporine, tacrolimus

e déférasirox.

Ce médicament contient un anti-inflammatoire non stéroidien: le naproxéne.

Vous ne devez pas prendre en méme temps que ce médicament d'autres médicaments contenant des anti-
inflammatoires non stéroidiens (incluant les inhibiteurs sélectifs de a cyclo-oxygénase 2} etfou de l'acide
acetylsalicyligue {aspirine).

Lisez attentivement la notice des autres médicaments que vous prenez afin de vous assurer de l'absence
d'anti-inflammatoires non stéroidiens et/ou d'aspirine.

Interactions avec les aliments et les boissons
Sans objet.

Interactions avec les produits de phytothérapie ou thérapies a'[ternatives
Sans objet.

Utilisation pendant [a grossesse et I'allaitement

Grossesse

Demandez conseil a votre médecin ou a votre phamacien avant de prendre tout medicament. ]

« au cours des 5 PREMIERS MOIS de votre grossesse, votre médecin peut étre amené, si nécessaire, a vous
prescrire ce médicament.

« A PARTIR DU 6°™ MOIS DE GROSSESSE, vous ne devez EN AUCUN CAS prendre DE VOUS-MEME ce
medicament, car ses effets sur votre enfant peuvent avoir des conséquences graves, notamment sur un plan cardio-
pulmenaire et rénal, et cela méme avec une seule prise. Il peut arriver toutefols, dans des cas frés particuliers, que
votre gynécologue vous prescrive ce médicament. Dans ce cas, RESPECTER STRICTEMENT ['ordonnance de
votre medecin. 78 '
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Demandez conseil a votre médecin ou & votre pharmacien avant de prendre tout médicament.
Allaitement

Ce médicament passe dans le lait maternel. Par mesure de précaution, il convient d'éviter de l'utiliser pendant
I'allaitement,

Demandez conseil a votre medecin ou a votre pharmacien avant de prendre tout médicament.
Sportifs

Sans objet.

Effets sur I'aptitude a conduire des véhicules ou a utiliser des machines

Conduite de véhicules et utilisation de machines
Dans de rares cas, [a prise de ce médicament peut entrainer vertiges, somnolence et troubles de la vision.

Liste des excipients a effet notoire

Sans objet.
3. COMMENT PRENDRE ALEVE 220 mg, comprimé pelliculé ?

Instructions pour un bon usage

Sans objet.

Posologie, Mode etiou voie{s) d'administration, Fréquence d'administration et Durée du traitement

RESERVE A L'ADULTE (A PARTIR DE 15 ANS)

Posologie

La posologie est de 1 comprimé a 220 mg, a renouveler si nécessaire toutes les 8 4 12 heures.
En cas de douleur ou de figvre intenses, 2 comprimes & 220 mg en une prise.
Ne pas dépasser 3 comprimés a 220 mg soit 860 mg par jour.

Mode d'administration

Voie orale.

Les comprimés sont & avaler tels quels avec un verre d'eau.

Fréquence d'administration

Les prises réguliéres permettent d'éviter les pics de fiévre ou de douleur.

Les comprimeés sont a prendre de préférence au cours d'un repas,

Durée du traitement

Si la douleur persiste plus de 5 jours, ou [a figvre plus de 3 jours, si elles s'aggravent ou en cas de survenue d'un autre
trouble, consultez votre médecin.

Symptdmes et instructions en cas de surdosage

Si vous avez pris plus de ALEVE 220 mg, comprimé pelliculé que vous n'auriez da:
Consultez immédiatement vofre médecin ou votre pharmacien.

Instructions en cas d'omission d'une ou de plusieurs doses

Si vous oubliez de prendre ALEVE 220 mg, comprimé pelliculé:
Ne prenez pas de dose double pour compenser la dose que vous avez oublié de prendre.

Risque de syndrome de sevrage

Si vous arrétez de prendre ALEVE 220 mg, comprimé pelliculé:

Si vous avez d'autres questions sur |'utilisation de ce médicament, demandez plus d'informations & votre médecin ou a
votre pharmacien.

4. QUELS SONT LES EFFETS INDESIRABLES EVENTUELS ?

Description des effets indésirables
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Comme tous les médicaments, ALEVE 220 mg, comprimé peliiculé est susceptible d'entrainer des effets indésirables,
bien que tout le monde n'y soit pas sujet.

Les médicaments tels que ALEVE 220 mg, comprime pellicule pourraient augmenter le risque de crise cardiaque («
infarctus du myocarde ») ou d'accident vasculaire cérébral.

« Peuvent survenir:
o des réactions allergigues:
= cutanées de type éruption, démangeaisons, aggravation d'urticaire chronique,
= respiratoires de type crise d'asthme,

= générales, inflammation des petits vaisseaux sanguins (vascularites), brusque gonflement du visage
et du cou (cedéme de Quincke),

orarement, un décollement de la peau pouvant rapidement s'etendre de fagon frés grave a tout le corps.

o exceptionnellement, jaunisse.

s Dans certains cas rares, il est possible que survienne une hemorragie digestive {rejet de sang par la bouche ou
dans les selles, coloration des selles en noir). Celle-ci est d'autant plus fréquente que la posologie utilisée est

élevée.
Dans tous ces cas, il faut immédiatement arréter le fraifement et avertir votre médecin.
» Au cours du traitement, il est possible que surviennent:
o des troubles digestifs: maux d'estomac, nausées, vomissements, balionnemeants,

o d'autres effets liés au médicament: maux de téte, difficulté a s'endormir, vertiges, bourdonnements d'oreille,
cedémes et exceptionnellement diminution de la perception des sons, de la vision ou de la concentration.

Dans tous ces cas, il faut en avertir votre médecin.

» Des cas d'ulcére ou de perforation gastro-intestinale, d'inflammation de la bouche avec ulceration (stomatite
ulcéreuse), d'infection pulmonaire (pneumonie), méningites ou exceptionneliement des hépatites ont pu étre
observés.

» Quelques modifications biologiques peuvent nécessiter éventuellement un controle des bilans sanguin, hépatigue
et rénal:

o troubles du fonctionnement des reins,
o taux anormalement bas de certains éléments du sang pouvant se traduire par paleur ou fatigue intense
(globules rouges), signes d'infection ou figvre inexpliquee (globules blancs), saignements de nez ou des

gencives (plaquettes),

o troubles le plus souvent transitoires ou réversibles du fonctionnerment du foie.

Si vous remarguez des effeis indésirables non mentionnés dans cette notice, ou si certains effets indésirables
deviennent graves, veuillez en informer votre medecin ou votre pharmacien.

5. COMMENT CONSERVER ALEVE 220 mg, comprimé pelliculé ?
Tenir hors de la portée et de la vue des enfants.

Date de péremption

Ne pas utiliser ALEVE 220 mg, comprimé pelliculé aprés la date de péremption mentionnée sur la boite. La date
d'expiration fait référence au dernier jour du mois.

Conditions de conservation

Pas de précautions particuliéres de conservations.

Si nécessaire, mises en garde contre certains signes visibles de détérioration
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Les medicaments ne doivent pas étre jetés au tout a I'égout ou avec les ordures ménagéres. Demandez a votre
pharmacien ce qu'il faut faire des médicaments inutilisés. Ces mesures permettront de protéger I'environnement.

6. INFORMATIONS SUPPL.LEMENTAIRES

Liste compléte des substances actives et des excipients

Que contient ALEVE 220 mg, comprimé pelliculé ?

La substance active est:

NEPIOXENE SOUIGUE ..oooiiii i et e e s et e e e s et e e e e et e e e e e e e e e e eenen 220 mg
Pour un comprimé pelliculé.

Les autres composants sont:
Novyau: cellulose microcristalline, povidone K30, talc, stéarate de magnésium.

Pelliculage: OPADRY bleu YS-1-4215: hypromellose, dioxyde de titane (E171), macrogol 8000, lague aluminique
d'indigotine.

Forme pharmaceutique et contenu

Qu'est-ce que ALEVE 220 mg, comprimé pelliculé et contenu de I'emballage extérieur ?
Ce medicament se présente sous forme de comprimé pellicuié.
Botte de 5, 10, 12, 14 ou 15 comprimés. '

Nom et adresse du titulaire de I'autorisation de mise sur le marché et du titulaire de l'autorisation de fabrication
responsable de la libération des lots, si différent

Titulaire

BAYER HEALTHCARE SAS :
220 AVENUE DE LA RECHERCHE

59120 LOOS

Exploitant

BAYER HEALTHCARE SAS
33 RUE DE L'INDUSTRIE

74240 GAILLARD

Fabricant

BAYER BITTERFELD GMBH
SALEGASTER CHAUSSEE 1
06803 GREPPIN

ALLEMAGNE

Noms du médicament dans les Etats membres de I'Espace Economique Européen
Sans objet.
Date d’approbation de la notice
La derniére date a laquelle cette notice a été approuvée est le {date}.
AMM sous circonstances exceptionnelles
Sans objet.
Informations Internet
Des informations détaillées sur ce médicament sont disponibles sur le site Internet de 'Afssaps (France).

Informations réservées aux professionnels de santé

Sans objet.

Autres - 81 -
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Sans objet.
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Gebrauchsinformation:
Information fiir den Anwender

Dolormin
GS nit Naproxen

Dolormin® GS mit Naproxen’

250 mg Tabletten

Zur Anwendung bei Jugendlichen ab 12 Jahren und Erwachsenen
Naproxen

Lesen Sie die gesamte Packungsheilage sorgfaltig durch,
bevor Sie mit der Einnahme dieses Arzneimittels beginnen,
denn sie enthalt wichtige Informationen.

Nehmen Sie dieses Arzneimittel immer genau wie in dieser Packungs-

beilage beschrieben bzw. genau nach Anweisung lhres Arztes oder

Apothekers.

® Heben Sie die Packungsbeilage auf. Vielleicht mdchten Sie diese spater
nochmals lesen.

e Fragen Sie Ihren Apotheker, wenn Sie weitere Informationen oder
einen Rat benétigen.

e Wenn Sie Nebenwirkungen bemerken, wenden Sie sich an Ihren Arzt
oder Apotheker. Dies gilt auch fiir Nebenwirkungen, die nicht in dieser
Packungsbeilage angegeben sind. Siehe Abschnitt 4.

e Wenn Sie sich nach 5 ( - 7) Tagen nicht besser oder gar schlechter
fiihlen, wenden Sie sich an Ihren Arzt.

¢

im folgenden abgekiirzt als Dolormin GS

i '
Diese Packungsbeilage beinhaltet:

1. Was ist Dolormin GS und wofiir wird es angewendet? I
2. Was sollten Sie vor der Einnahme von Dolormin GS beachten?

3. Wie ist Dolormin GS einzunehmen? |
4. \Welche Nebenwirkungen sind mdglich?

5. Wie ist Dolormin GS aufzubewahren? |
6. Inhalt der Packung und weitere Informationen

1. Was ist Dolormin GS und wofiir wird es angewendet?

Dolormin GS ist ein schmerzstillendes, entziindungshemmendes und fieber-
senkendes Arzneimittel (nicht-steroidales Antiphlogistikum/Analgetikum).

Dolormin GS wird zur Behandlung leichter bis maBig starker Schmerzen bei
bekannter Arthrose (GelenkverschleiB) eingenommen.

2. Was sollten Sie vor der Einnahme von Dolormin GS beachten?
Dolormin GS darf nicht eingenommen werden, |

- wenn Sie allergisch gegen Naproxen oder einen der in Abschnitt 6.
genannten sonstigen Bestandteile dieses Arzneimittels sind; |
wenn lhre Gelenkbeschwerden erstmals auftreten oder mit einer
Schwellung einhergehen. In diesem Fall sollten Sie einen Arzt aufsuchen;l
wenn Sie in der Vergangenheit mit Asthmaanfallen, Nasenschleimhaut-
schwellungen oder Hautreaktionen auf die Einnahme von Acetylsalicyl-
saure oder anderen nicht-steroidalen Entziindungshemmern reagiert habeIw
- bei ungeklarten Blutbildungsstorungen,

- bei bestehenden oder in der Vergangenheit aufgetretenen Magen- /DarmI
Geschwiiren (peptischen Ulcera) oder Blutungen,

- bei Magen-Darm-Blutung oder -Durchbruch (Perforation) in der
Vorgeschichte im Zusammenhang mit einer vorherigen Therapie mit nicht-
steroidalen Antirheumatika (NSAR), |

- bei Hirnblutungen (zerebrovaskuldren Blutungen) oder anderen aktiven

Blutungen,

wenn Sie unter schweren Leber- oder Nierenfunktionsstorungen leiden, I

bei schwerer Herzschwéache (Herzinsuffizienz),

in den letzten drei Monaten der Schwangerschaft,

von Kindern unter 12 Jahren, da diese Dosisstarke aufgrund des Wirkstoff-

gehaltes in der Regel nicht geeignet ist. |

Warnhinweise und VorsichtsmaBnahmen

Bitte sprechen Sie mit lhrem Arzt oder Apotheker, bevor Sie Dolormin GS ein-
nehmen.

Sicherheit im Magen-Darm-Trakt

Eine gleichzeitige Anwendung von Dolormin GS mit anderen NSAR, einschlieB-
lich sogenannter COX-2-Hemmer (Cyclooxygenase-2-Hemmer), sollte vermie-
den werden.

Nebenwirkungen konnen reduziert werden, indem die niedrigste wirksame
Dosis iiber den kiirzesten fiir die Symptomkontrolle erforderlichen Zeitraum
angewendet wird.

Altere Menschen

Bei alteren Patienten treten haufiger Nebenwirkungen nach Anwendung von
NSAR auf, inshesondere Blutungen und Durchbriiche im Magen- und Darmbe-
reich, die unter Umstanden lebensbedrohlich sein konnen. Daher ist bei alte-
ren Patienten eine besonders sorgféltige &rztliche Uberwachung erforderlich.

Blutungen des Magen-Darm-Traktes, Geschwiire und Durchbriiche (Perforationen):
Blutungen des Magen-Darm-Traktes, Geschwiire und Perforationen, auch mit
todlichem Ausgang, wurden wahrend der Behandlung mit allen NSAR berich-
tet. Sie traten mit oder ohne vorherige Warnsymptome bzw. schwerwiegende
Ereignisse im Magen-Darm-Trakt in der Vorgeschichte zu jedem Zeitpunkt der
Therapie auf.

Das Risiko fiir das Auftreten von Magen-Darm-Blutungen, Geschwiiren und
Durchbriichen ist hoher mit steigender NSAR-Dosis, bei Patienten mit Ge-
schwiiren in der Vorgeschichte, insbesondere mit den Komplikationen Blutung
oder Durchbruch (siehe Abschnitt 2: ,Dolormin GS darf nicht eingenommen
werden”) und bei alteren Patienten. Diese Patienten sollten die Behandlung
mit der niedrigsten verfiigharen Dosis beginnen.

Fir diese Patienten sowie fiir Patienten, die eine begleitende Therapie mit
niedrig dosierter Acetylsalicylsaure (ASS) oder anderen Arzneimitteln, die das
Risiko fir Magen-Darm-Erkrankungen erhéhen kénnen, benétigen, sollte eine
Kombinationstherapie mit magenschleimhautschiitzenden Arzneimitteln
(z. B. Misoprostol oder Protonenpumpenhemmer) in Betracht gezogen werden.

Wenn Sie, insbesondere in hoherem Alter, eine Vorgeschichte von Nebenwir-
kungen am Magen-Darm-Trakt aufweisen, sollten Sie jegliche ungewéhnliche
Symptome im Bauchraum (vor allem Magen-Darm-Blutungen) inshesondere
am Anfang der Therapie melden.

Vorsicht ist angeraten, wenn Sie gleichzeitig Arzneimittel erhalten, die das
Risiko fiir Geschwiire oder Blutungen erhéhen kénnen, wie z. B. orale Kortiko-
steroide, blutgerinnungshemmende Medikamente wie Warfarin, selektive
Serotonin-Wiederaufnahmehemmer, die unter anderem zur Behandlung von
depressiven Verstimmungen eingesetzt werden, oder Thrombozyten-
aggregationshemmer wie ASS (siehe Abschnitt 2: , Einnahme von Dolormin GS
zusammen mit anderen Arzneimitteln”).

Wenn es bei lhnen wahrend der Behandlung mit Dolormin GS zu Magen-
Darm-Blutungen oder Geschwiiren kommt, ist die Behandlung abzusetzen.

NSAR sollten bei Patienten mit einer gastrointestinalen Erkrankung in der Vor-
geschichte (Colitis ulcerosa, Morbus Crohn) mit Vorsicht angewendet werden,
da sich ihr Zustand verschlechtern kann (siehe Abschnitt 4).

Wirkungen am Herz-Kreislauf-System

Arzneimittel wie Dolormin GS sind mdglicherweise mit einem geringfligig er-
hohten Risiko fiir Herzanfalle (,Herzinfarkt”) oder Schlaganfalle verbunden.
Jedwedes Risiko ist wahrscheinlicher mit hohen Dosen und langer dauernder
Behandlung. Uberschreiten Sie nicht die empfohlene Dosis oder Behandlungs-
dauer (maximal 5 [-7] Tage)!

Wenn Sie Herzprobleme oder einen vorangegangenen Schlaganfall haben
oder denken, dass Sie ein Risiko fiir diese Erkrankungen aufweisen konnten
(z.B. wenn Sie hohen Blutdruck, Diabetes oder hohe Cholesterinwerte haben
oder Raucher sind), sollten Sie lhre Behandlung mit lhrem Arzt oder Apotheker
besprechen.

Hautreaktionen

Unter NSAR-Therapie wurde sehr selten {iber schwerwiegende Hautreaktionen
mit Rétung und Blasenbildung, einige mit tddlichem Ausgang, berichtet
(exfoliative Dermatitis, Stevens-Johnson-Syndrom und toxische epidermale
Nekrolyse/Lyell-Syndrom; siehe Abschnitt 4). Das héchste Risiko fiir derartige
Reaktionen scheint zu Beginn der Therapie zu bestehen, da diese Reaktionen
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in der Mehrzahl der Félle im ersten Behandlungsmonat auftraten. Beim ersten
Anzeichen von Hautausschldgen, Schleimhautdefekten oder sonstigen Anzei-
chen einer Uberempfindlichkeitsreaktion sollte Dolormin GS abgesetzt und
umgehend der Arzt konsultiert werden.

Sonstige Hinweise
Dolormin GS sollte nur unter strenger Abwéagung des Nutzen-Risiko-Verhélt-
nisses angewendet werden:
bei bestimmten angeborenen Blutbildungsstorungen (z.B. akute inter-
mittierende Porphyrie);
bei bestimmten Autoimmunerkrankungen (systemischer Lupus erythemato-
des und Mischkollagenose);

Eine besonders sorgféltige &rztliche Uberwachung ist erforderlich:
- bei eingeschrankter Nieren- oder Leberfunktion;
- direkt nach groBeren chirurgischen Eingriffen;
bei Allergien (z.B. Hautreaktionen auf andere Arzneimittel, Asthma, Heu-
schnupfen), chronischen Schleimhautschwellungen oder chronischen, die
Atemwege verengenden Atemwegserkrankungen.

Schwere akute Uberempfindlichkeitsreaktionen (zum Beispiel anaphylakti-
scher Schock) werden sehr selten beobachtet. Bei ersten Anzeichen einer
schweren Uberempfindlichkeitsreaktion nach Einnahme von Dolormin GS
muss die Therapie abgebrochen werden. Der Symptomatik entsprechende,
medizinisch erforderliche MaBnahmen miissen durch fachkundige Personen
eingeleitet werden.

Naproxen, der Wirkstoff von Dolormin GS, kann voriibergehend die Blutplatt-
chenfunktion (Thrombozytenaggregation) hemmen. Patienten mit Blutgerin-
nungsstorungen sollten daher sorgféltig Giberwacht werden.

Bei langer dauernder Gabe von Dolormin GS ist eine regelmaBige Kontrolle der
Leberwerte, der Nierenfunktion sowie des Bluthildes erforderlich.

Bei Einnahme von Dolormin GS vor operativen Eingriffen ist der Arzt oder
Zahnarzt zu befragen bzw. zu informieren.

Bei langerem Gebrauch von Schmerzmitteln kdnnen Kopfschmerzen auftreten,
die nicht durch erhéhte Dosen des Arzneimittels behandelt werden diirfen.
Fragen Sie Ihren Arzt um Rat, wenn Sie nach der Einnahme von Dolormin GS

haufig unter Kopfschmerzen leiden!

Ganz allgemein kann die gewohnheitsmaBige Einnahme von Schmerzmitteln,
insbesondere bei Kombination mehrerer schmerzstillender Wirkstoffe, zur dau-
erhaften Nierenschadigung mit dem Risiko eines Nierenversagens (Analgeti-
ka-Nephropathie) fiihren.

Dolormin GS gehdrt zu einer Gruppe von Arzneimitteln (NSAR), die die Frucht-
barkeit von Frauen beeintrachtigen kénnen. Diese Wirkung ist nach Absetzen
des Arzneimittels reversibel (umkehrbar).

Bei gleichzeitiger Anwendung von mehr als 15 mg Methotrexat pro Woche
sprechen Sie bitte mit [hrem Arzt.

Kinder

Bitte beachten Sie die Hinweise unter Abschnitt 2: ,Dolormin GS darf nicht
eingenommen werden”.

Einnahme von Dolormin GS zusammen mit anderen Arzneimitteln

Informieren Sie lhren Arzt oder Apotheker, wenn Sie andere Arzneimittel ein-
nehmen / anwenden, kiirzlich andere Arzneimittel eingenommen / angewen-
det haben oder beabsichtigen, andere Arzneimittel einzunehmen / anzuwen-
den.

Die gleichzeitige Anwendung von Dolormin GS und Digoxin (Mittel zur Star-
kung der Herzkraft), Phenytoin (Mittel zur Behandlung von Krampfanfallen)
oder Lithium (Mittel zur Behandlung geistig-seelischer Erkrankungen) kann
die Konzentration dieser Arzneimittel im Blut erhéhen. Eine Kontrolle der
Serum-Lithium-Spiegel, der Serum-Digoxin- und der Serum-Phenytoin-Spiegel
ist bei bestimmungsgemaBer Anwendung (maximal dber 5 [-7] Tage) in der
Regel nicht erforderlich.

Dolormin GS kann die Wirkung von entwassernden und blutdrucksenkenden
Arzneimitteln (Diuretika und Antihypertensiva) abschwachen.

Dolormin GS kann die Wirkung von ACE-Hemmern (Mittel zur Behandlung von
Herzschwache und Bluthochdruck) abschwachen. Bei gleichzeitiger Anwen-
dung kann weiterhin das Risiko fiir das Auftreten einer Nierenfunktions-
storung erhoht sein.

Die gleichzeitige Gabe von Dolormin GS und kaliumsparenden Entwésse-
ruﬁgsmitteln (bestimmte Diuretika) kann zu einer Erhéhung des Kalium-
spiegels im Blut fihren.

DiI? gleichzeitige Verabreichung von Dolormin GS mit anderen entziindungs-
und schmerzhemmenden Mitteln aus der Gruppe der NSAR oder mit Glukokor-
tiI{oiden erhoht das Risiko fiir Magen-Darm-Geschwiire oder Blutungen.

Thrombozytenaggregationshemmer wie Acetylsalicylsdure und bestimmte
Antidepressiva (selektive Serotonin-Wiederaufnahmehemmer/SSRI) kdnnen
das Risiko fir Magen-Darm-Blutungen erhdhen.

Dip Gabe von Dolormin GS innerhalb von 24 Stunden vor oder nach Gabe von
Methotrexat (Mittel zur Behandlung von Krebserkrankungen bzw. von
bgstimmten rheumatischen Erkrankungen) kann zu einer erhéhten Blut-
konzentration von Methotrexat und einer Zunahme seiner unerwiinschten
V\jrkungen fihren.

B

stimmte NSAR wie Naproxen konnen die nierenschadigende Wirkung von
Cliflosporin (Mittel, das zur Verhinderung von TransplantatabstoBungen, aber
auch in der Rheumabehandlung eingesetzt wird) verstarken.

NSAR kénnen die Wirkung von blutgerinnungshemmenden Arzneimitteln wie
Warfarin verstéarken. Lassen Sie die Blutgerinnung kontrollieren.

Sjgstige maogliche Wechselwirkungen:

idovudin: Erhohtes Risiko fiir Gelenk- und Blutergiisse bei HIV positiven
Blutern.
IProbeneqd und Sulfinpyrazon (Mittel zur Behandlung der Gicht):
Ausscheidung von Naproxen verzdgert.

ulfonylharnstoffe (Mittel zur Senkung des Blutzuckers): Lassen Sie bei
gleichzeitiger Behandlung zur Sicherheit die Blutzuckerwerte kontrollieren.

EiImahme von Dolormin GS zusammen mit Nahrungsmitteln und
Alkohol

thrend der Anwendung von Dolormin GS sollten Sie mdglichst keinen Alko-
hol trinken.

Schwangerschaft und Stillzeit

Wenn Sie schwanger sind oder stillen, oder wenn Sie vermuten, schwanger zu
sein oder beabsichtigen, schwanger zu werden, fragen Sie vor der Einnahme
dieses Arzneimittels lhren Arzt oder Apotheker um Rat.

Schwangerschaft
Wird wéhrend der Anwendung von Dolormin GS eine Schwangerschaft festge-

stellt, so ist der Arzt zu benachrichtigen. Sie diirfen Naproxen im ersten und
zweiten Schwangerschaftsdrittel nur nach Riicksprache mit lhrem Arzt anwen-
den. Im letzten Drittel der Schwangerschaft darf Dolormin GS wegen eines
erhéhten Risikos von Komplikationen fiir Mutter und Kind nicht angewendet
werden.

Stillzeit

Der Wirkstoff Naproxen und seine Abbauprodukte gehen in geringen Mengen
in die Muttermilch tber. Eine Anwendung von Dolormin GS wahrend der Still-
zeit sollte vorsichtshalber vermieden werden.

Verkehrstiichtigkeit und Fahigkeit zum Bedienen von Maschinen

Bei kurzfristiger Einnahme der fiir Dolormin GS empfohlenen Dosen ist keine
Beeintrachtigung zu erwarten.

Da bei der Anwendung von Dolormin GS in hoherer Dosierung zentralnervose
Nebenwirkungen wie Miidigkeit und Schwindel auftreten kénnen, kann im
Einzelfall das Reaktionsvermdgen verandert und die Fahigkeit zur aktiven Teil-
nahme am StraBenverkehr und zum Bedienen von Maschinen beeintrachtigt
werden. Dies gilt in verstarktem MaBe im Zusammenwirken mit Alkohol. Sie
kénnen dann auf unerwartete und plotzliche Ereignisse nicht mehr schnell und
gezielt genug reagieren. Fahren Sie in diesem Fall nicht Auto oder andere Fahr-
zeuge! Bedienen Sie keine Werkzeuge oder Maschinen! Arbeiten Sie nicht
ohne sicheren Halt!

Dolormin GS enthalt Lactose

Dieses Arzneimittel enthalt Lactose. Bitte nehmen Sie Dolormin GS daher erst
nach Riicksprache mit Ihrem Arzt ein, wenn lhnen bekannt ist, dass Sie unter
einer Unvertraglichkeit gegeniiber bestimmten Zuckern leiden.



3. Wie ist Dolormin GS einzunehmen?

Nehmen Sie dieses Arzneimittel immer genau wie in dieser Packungsbeilage
beschrieben bzw. genau nach der mit lhrem Arzt oder Apotheker getroffenen
Absprache ein. Fragen Sie bei lhrem Arzt oder Apotheker nach, wenn Sie sich
nicht sicher sind.

Die empfohlene Dosis betragt

Alter: Erstdosis: Weitere Maximale
Einzeldosis: Tagesdosis:

Erwachsene |2 Tabletten 1 (=2) Tabletten bis zu 3 Tabletten

und (entsprechend | (entsprechend (entsprechend

Jugendliche 500 mg 250 mg bis zu bis zu 750 mg

ab 12 Jahren | Naproxen) 500 mg Naproxen) | Naproxen)

Patienten mit eingeschrankter Leber- oder Nierenfunktion sollten nicht mehr
als 2 Tabletten pro Tag, verteilt auf 2 Einzeldosen, einnehmen.

Art der Anwendung
Nehmen Sie die Tabletten bitte unzerkaut mit reichlich Flissigkeit (z. B. einem
Glas Wasser) moglichst vor dem Essen ein. Dies fordert den Wirkungseintritt.

Fir Patienten, die einen empfindlichen Magen haben, empfiehlt es sich,
Dolormin GS wahrend der Mahlzeiten einzunehmen.

Die Dosierung richtet sich nach der Starke und nach mdglichen tageszeitlichen
Schwankungen Ihrer Schmerzen. In Abhangigkeit hiervon ergeben sich folgen-
de Behandlungsméglichkeiten fir Sie:

lhre Schmerzen | Tages- Einnahme:
sind: dosis:

Morgens Abends
tagegygltllche 200mg | 4 Taplette (250 mg) | 1 Tablette (250 mg)
Schwankungen | Naproxen

in der Nacht 750 m 2 Tabletten (500
starker Naproxgn 1 Tablette (250 mg) mg)
asgrl?gf N7a5p(Iomxgn 2 Tabletten (500 mg) | 1 Tablette (250 mg)

Dauer der Anwendung

Nehmen Sie Dolormin GS ohne arztlichen Rat nicht langer als 5 (-7) Tage eilI.
Bitte sprechen Sie mit lhrem Arzt oder Apotheker, wenn Sie den Eindrurk
haben, dass die Wirkung von Dolormin GS zu stark oder zu schwach ist.
Wenn Sie eine groBere Menge Dolormin GS eingenommen habeln,
als Sie sollten

Als Symptome einer Uberdosierung kénnen Bauchschmerzen, Ubelkeit und
Erbrechen auftreten. Ferner kann es auch zu Kopfschmerzen, Schwindgl,
Benommenheit, Sehstérungen und Augenzittern, Ohrensausen, sowie selten
zu Blutdruckabfall und Bewusstlosigkeit kommen.

Bei Verdacht auf eine Uberdosierung mit Dolormin GS benachrichtigen Sie
bitte Ihren Arzt. |
Wenn Sie das Gefiihl haben, keine ausreichende Schmerzlinderung zu spiiren,
dann erhdhen Sie nicht selbststandig die Dosierung, sondern sprechen Sie r]Ilt
lhrem Arzt.

Wenn Sie die Einnahme von Dolormin GS vergessen haben |
Nehmen Sie nicht die doppelte Dosis ein, wenn Sie die vorherige Einnahme
vergessen haben.

Wenn Sie weitere Fragen zur Anwendung dieses Arzneimittels haben, wenden
Sie sich an lhren Arzt oder Apotheker. |
4. Welche Nebenwirkungen sind méglich?

Wie alle Arzneimittel kann auch dieses Arzneimittel Nebenwirkungen habeln,
die aber nicht bei jedem auftreten miissen.

Maogliche Nebenwirkungen |
Die Aufzdhlung der folgenden unerwiinschten Wirkungen umfasst alle
bekannt gewordenen Nebenwirkungen unter der Behandlung mit Naproxein,
auch solche unter hochdosierter Langzeittherapie bei Rheumapatienten.

Die Haufigkeitsangaben, die iiber sehr seltene Meldungen hinausgehdn,
beziehen sich auf die kurzzeitige Anwendung bis zu Tagesdosen von maximal
750 mg Naproxen fiir orale Darreichungsformen (= 3 Tabletten Dolormin Gi).

Bei den folgenden unerwiinschten Arzneimittelwirkungen muss beriicksichtigt
werden, dass sie iiberwiegend dosisabhdngig und von Patient zu Patient un-
terschiedlich sind.

Die am haufigsten beobachteten Nebenwirkungen betreffen den Verdau-
ungstrakt. Magen-/Zwolffingerdarm-Geschwiire (peptische Ulcera), Perfora-
tionen (Durchbriiche) oder Blutungen, manchmal tédlich, kénnen auftreten,
inshesondere bei alteren Patienten (siche Abschnitt 2). Ubelkeit, Erbrechen,
Durchfall, Blahungen, Verstopfung, Verdauungsbeschwerden, abdominale
Schmerzen, Teerstuhl, Bluterbrechen, ulcerative Stomatitis und Verschlimme-
rung von Colitis ulcerosa und Morbus Crohn (siehe Abschnitt 2) sind nach
Anwendung berichtet worden. Weniger haufig wurde eine Magenschleim-
hautentziindung beobachtet.

Inshesondere das Risiko fiir das Auftreten von Magen-Darm-Blutungen ist ab-
hangig vom Dosisbereich und von der Anwendungsdauer.

Odeme, Bluthochdruck und Herzinsuffizienz wurden im Zusammenhang mit
NSAR-Behandlung berichtet.

Arzneimittel wie Dolormin GS sind mdglicherweise mit einem geringfligig er-
hohten Risiko fiir Herzanfalle (,Herzinfarkt”) oder Schlaganfalle verbunden.

Haufig (kann bis zu 1 von 10 Behandelten betreffen):

- Kopfschmerzen, Schwindel.

- Magen-Darm-Beschwerden wie Ubelkeit, Sodbrennen, Magenschmerzen,
Blahungen.

Gelegentlich (kann bis zu 1 von 100 Behandelten betreffen):

- Sehstérungen. In diesem Fall ist umgehend der Arzt zu informieren und
Dolormin GS darf nicht mehr eingenommen werden.

- Vollegefiihl, Verstopfung (Obstipation), Durchfall (Diarrhd); Geschwiire des
Magen-Darmtraktes (gastrointestinale Ulcera), unter Umstdnden mit
Blutungen, Erbrechen von Blut (Hématemesis), blutigem Stuhl (Meléna) und
Durchbruch.

- Verminderung der Harnausscheidung; Wasseransammlung im Korper
(Ausbildung von Odemen, z.B. periphere Odeme), besonders bei Patienten
mit Hypertonie oder Niereninsuffizienz.

- Juckreiz

- Uberempfindlichkeitsreaktionen mit Hautausschléagen, Hautjucken und
Hautblutungen.

In diesem Fall ist umgehend der Arzt zu informieren, und Dolormin GS darf

nicht mehr eingenommen werden.

- Schlaflosigkeit, Erregung, Reizbarkeit, Midigkeit.

Selten (kann bis zu 1 von 1.000 Behandelten betreffen):
- Erbrechen, Mundschleimhautentziindungen (Stomatitis).
- Lichtiberempfindlichkeit der Haut (Photodermatitis).

- Leberfunktionsstérungen.

Sehr selten (kann bis zu 1 von 10.000 Behandelten betreffen):

- Horstorungen, Ohrgerdusche (Tinnitus).

- Herzmuskelschwéache (Herzinsuffizienz).

- Stérungen der Blutbildung: Leukopenie (Verminderung der weiBen Blut-
korperchen), Thrombozytopenie (Verminderung der Blutplattchen),
Panzytopenie (Verminderung der Blutzellen aller Systeme), Agranulozytose
(Verminderung der Granulozyten). Erste Symptome kdénnen sein: Fieber,
Halsschmerzen, oberflachliche Wunden im Mund, grippeartige Beschwer-
den, starke Abgeschlagenheit, Nasenbluten und Hautblutungen. In diesen
Fallen ist das Arzneimittel sofort abzusetzen und der Arzt aufzusuchen.
Jegliche Selbstbehandlung mit schmerz- oder fiebersenkenden Arznei-
mitteln sollte unterbleiben. Blutarmut durch beschleunigten Abbau der
roten Blutkorperchen (hamolytische Anémie).

Bei der Langzeittherapie sollte das Blutbild regelmaBig kontrolliert werden.

- Schadigung der Speiserohrenschleimhaut; Beschwerden im Unterbauch
(z. B. blutende Colitiden oder Verstarkung eines Morbus Crohn/einer Colitis
ulcerosa).

- Sollten starkere Schmerzen im Oberbauch, Bluterbrechen, Blut im Stuhl und/
oder eine Schwarzfarbung des Stuhls auftreten, so miissen Sie Dolormin GS
absetzen und sofort den Arzt informieren.

- Nierengewebsschadigung (Papillennekrosen), insbesondere bei Langzeit-
therapie; erhohte Harnsaurekonzentration im Blut (Hyperurikamie); akutes
Nierenversagen, nephrotisches Syndrom (Wasseransammlung im Korper
und starke EiweiBausscheidung im Harn), interstitielle Nephritis (entziindli-
che Nierenerkrankung). Verminderung der Harnausscheidung, Ansammlung
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von Wasser im Kérper (Odeme) sowie allgemeines Unwohlsein kénnen
Ausdruck einer Nierenerkrankung bis hin zum Nierenversagen sein. Sollten
die genannten Symptome auftreten oder sich verschlimmern, so miissen Sie
Dolormin GS absetzen und sofort Kontakt mit lhrem Arzt aufnehmen.

- Alopezie (Haarausfall, meist reversibel); Pseudoporphyrie (verstarkte
Verletzlichkeit der Haut mit Blasen nach Verletzung); schwere (bullose)
Hautreaktionen wie Hautausschlag mit R6tung und Blasenbildung (Stevens-
Johnson-Syndrom und toxische epidermale Nekrolyse/Lyell-Syndrom);
schwere Hautreaktionen wie z. B. Erythema exsudativum multiforme.

- wurde unter der Anwendung von Naproxen die Symptomatik einer
Hirnhautentziindung (aseptischen Meningitis) wie starke Kopfschmerzen,
Ubelkeit, Erbrechen, Fieber, Nackensteifigkeit oder Bewusstseinstriibung
beobachtet. Ein erhéhtes Risiko scheint fiir Patienten zu bestehen, die
bereits an bestimmten Autoimmunerkrankungen (systemischer Lupus
erythematodes, Mischkollagenosen) leiden.

- ist im zeitlichen Zusammenhang mit der Anwendung bestimmter entziin-
dungshemmender Arzneimittel (NSAR, zu diesen gehort auch Dolormin GS)
eine Verschlechterung infektionsbedingter Entziindungen (z. B. Entwicklung
einer nekrotisierenden Fasciitis) beschrieben worden. Wenn wahrend der
Anwendung von Dolormin GS Zeichen einer Infektion (z.B. Rétung,
Schwellung, Uberwarmung, Schmerz, Fieber) neu auftreten oder sich
verschlimmern, sollte daher unverziiglich der Arzt zu Rate gezogen werden.

- Bluthochdruck (Hypertonie).

- Asthmaanfalle (eventuell mit Blutdruckabfall); Bronchospasmen (Krampf
der Bronchialmuskulatur); eosinophile Pneumonie (bestimmte Form der
Lungenentziindung); schwere allgemeine Uberempfindlichkeitsreaktionen.
Anzeichen hierfiir kénnen sein: Gesichts-, Zungen- und Kehlkopfédeme (mit
Einengung der Luftwege), Atemnot, Tachykardie (Herzjagen), Blutdruckab-
fall bis hin zum lebensbedrohlichen Schock.

Bei Auftreten einer dieser Erscheinungen, die schon bei Erstanwendungen auf-

treten kénnen, ist sofortige arztliche Hilfe erforderlich.

- Leberschaden, insbesondere bei Langzeittherapie

Die Nierenfunktion sollte bei langerer Anwendung regelmaBig kontrolliert
werden.

Meldung von Nebenwirkungen

Wenn Sie Nebenwirkungen bemerken, wenden Sie sich an lhren Arzt oder Apo-
theker. Dies gilt auch fiir Nebenwirkungen, die nicht in dieser Packungsbeilage
angegeben sind. Sie kdnnen Nebenwirkungen auch direkt dem

Bundesinstitut fiir Arzneimittel und Medizinprodukte

Abt. Pharmakovigilanz

Kurt-Georg-Kiesinger Allee 3

D-53175 Bonn

Website: www.bfarm.de

anzeigen. Indem Sie Nebenwirkungen melden, kénnen Sie dazu beitragen,
dass mehr Informationen (iber die Sicherheit dieses Arzneimittels zur Verfi-
gung gestellt werden.

5. Wie ist Dolormin GS aufzubewahren?

Bewahren Sie dieses Arzneimittel fir Kinder unzuganglich auf.

Sie diirfen dieses Arzneimittel nach dem auf der Faltschachtel / dem Blister-
streifen nach ,Verwendbar bis” angegebenen Verfallsdatum nicht mehr
anwenden. Das Verfallsdatum bezieht sich auf den letzten Tag des Monats.
Die Entsorgung von Arzneimitteln sollte gemaB den jeweiligen regionalen
Vorgaben erfolgen. Fragen Sie Ihren Apotheker, wie das Arzneimittel zu entsor-
gen ist, wenn Sie es nicht mehr anwenden. Sie tragen damit zum Schutz der
Umwelt bei.

6.Inhalt der Packung und weitere Informationen

Was Dolormin GS enthalt

1 Tablette enthalt 250 mg Naproxen

Die sonstigen Bestandteile sind:

Lactose-Monohydrat, vorverkleisterte Starke (Mais), Povidon (K 30),
Croscarmellose-Natrium, Magnesiumstearat (Ph. Eur.).

Wie Dolormin GS aussieht und Inhalt der Packung

Dolormin GS sind runde, weiBe Tabletten mit Einkerbung auf einer Seite.
Dolormin GS sind in PVC/Aluminium-Blisterpackungen mit 10, 20 und
30 Tabletten erhaltlich.

PILarmazeutischer Unternehmer

Johnson & Johnson GmbH
Johnson & Johnson Platz 2

41470 Neuss

Tel.: 00800 260 260 00 (kostenfrei)

HIzrsteIIer

Krewel Meuselbach GmbH
KljpwelstraBe 2
53783 Eitorf

DIese Packungsheilage wurde zuletzt iiberarbeitet im September
2015.

WIaitere Angaben

Arthrose (= Gelenkverschlei) ist ein natiirlicher, die Gelenke betreffender
PrI)zess, der durch ,Abnutzung” oder Schadigung des Knorpels im Gelenk
entsteht. Das haufigste und wichtigste Krankheitszeichen bei Arthrose ist der
Schmerz. Andere Zeichen sind: Gelenksteifigkeit und Bewegungseinschran-
kung. Der Schmerz tritt haufig erstmals bei verstarkter oder ungewohnter
Balastung auf. Typisch fiir die Arthrose ist ein Wechsel von schmerzhaften und
schmerzarmen Phasen.

Wenn bei lhnen ungewdéhnliche Schmerzen oder Schwellungen der Gelenke
auftreten, sollten Sie diese durch lhren Arzt untersuchen lassen und die
Behandlung mit diesem abstimmen (siehe auch ,Was miissen Sie vor der
Eihnahme von Dolormin GS beachten”).

© Johnson & Johnson GmbH 2015

3201121602
palde-v03a-2015-09-dolormin-gs-tabs



Gebrauchsinformation:
Information fiir den Anwender

Dolormin

fur Frauen

Dolormin fiir Frauen bei Menstruationsheschwerden mit
Naproxen*

250 mg Tabletten

Zur Anwendung bei Madchen ab 12 Jahren und Frauen

Naproxen

Lesen Sie die gesamte Packungsbeilage sorgfaltig durch, bevor
Sie mit der Einnahme dieses Arzneimittels beginnen, denn sie
enthalt wichtige Informationen.

Nehmen Sie dieses Arzneimittel immer genau wie in dieser Packungs-

beilage beschrieben bzw. genau nach Anweisung Ihres Arztes oder

Apothekers.

- Heben Sie die Packungsbeilage auf. Vielleicht mdchten Sie diese spater
nochmals lesen.

- Fragen Sie Ihren Apotheker, wenn Sie weitere Informationen oder einen
Rat bendtigen.

- Wenn Sie Nebenwirkungen bemerken, wenden Sie sich an lhren Arzt
oder Apotheker. Dies gilt auch fir Nebenwirkungen, die nicht in dieser
Packungsbeilage angegeben sind. Siehe Abschnitt 4.

- Wenn Sie sich nach 4 Tagen nicht besser oder gar schlechter fiihlen,
wenden Sie sich an lhren Arzt.

*im folgenden abgekiirzt als Dolormin fiir Frauen

Was in dieser Packungsbeilage steht

1. Was ist Dolormin fiir Frauen und wofiir wird es angewendet? I
2. Was sollten Sie vor der Einnahme von Dolormin fiir Frauen beachten?

3. Wie ist Dolormin fiir Frauen einzunehmen? I
4. Welche Nebenwirkungen sind méglich?

5. Wie ist Dolormin fiir Frauen aufzubewahren? |
6. Inhalt der Packung und weitere Informationen

1. Was ist Dolormin fiir Frauen und wofiir wird es angewendet? |

Dolormin fiir Frauen ist ein schmerzstillendes und entziindungshemmendes
Arzneimittel (nicht-steroidales Antiphlogistikum/Analgetikum).

Dolormin fiir Frauen wird angewendet bei
- schmerzhaften Beschwerden wahrend der Regelblutung. |

2. Was sollten Sie vor der Einnahme von Dolormin fiir Frauen
beachten?

Dolormin fiir Frauen darf nicht eingenommen werden,

- wenn Sie allergisch gegen Naproxen oder einen der in Abschnitt 6. I
genannten sonstigen Bestandteile dieses Arzneimittels sind,

- wenn Sie in der Vergangenheit mit Asthmaanfallen, Nasenschleimhaut-
schwellungen oder Hautreaktionen auf die Einnahme von Acetylsalicyl-
saure oder anderen nicht-steroidalen Entziindungshemmern reagiert |
haben,

- bei ungeklarten Blutbildungsstdrungen,

- bei bestehenden oder in der Vergangenheit aufgetretenen Magen-Darm-I
Geschwiiren (peptischen Ulcera) oder Blutungen,

- bei Magen-Darm-Blutung oder -Durchbruch (Perforation) in der |
Vorgeschichte im Zusammenhang mit einer vorherigen Therapie mit
nicht-steroidalen Antirheumatika (NSAR),

- bei Hirnblutungen (zerebrovaskularen Blutungen) oder anderen aktiven
Blutungen, |

- wenn Sie unter schweren Leber- oder Nierenfunktionsstdrungen leiden,

bei schwerer Herzschwéache (Herzinsuffizienz),

in den letzten drei Monaten der Schwangerschaft, I

- von Kindern unter 12 Jahren, da diese Dosisstarke aufgrund des Wirkstoff-
gehaltes in der Regel nicht geeignet ist.

Warnhinweise und VorsichtsmaBnahmen

Bitte sprechen Sie mit lhrem Arzt oder Apotheker, bevor Sie Dolormin fiir
Frauen einnehmen.

Sicherheit im Magen-Darm-Trakt

Eine gleichzeitige Anwendung von Dolormin fiir Frauen mit anderen NSAR,
einschlieBlich so genannten COX-2-Hemmern (Cyclooxygenase-2-Hemmern),
sollte vermieden werden.

Nebenwirkungen konnen reduziert werden, indem die niedrigste wirksame
Dosis tber den kiirzesten fiir die Symptomkontrolle erforderlichen Zeitraum
angewendet wird.

Altere Menschen

Bei alteren Patienten treten haufiger Nebenwirkungen nach Anwendung
von NSAR auf, insbesondere Blutungen und Durchbriiche im Magen- und
Darmbereich, die unter Umstanden lebensbedrohlich sein konnen. Daher
ist bei alteren Patienten eine besonders sorgfaltige arztliche Uberwachung
erforderlich.

Blutungen des Magen-Darm-Traktes, Geschwiire und Durchbriiche
(Perforationen):

Blutungen des Magen-Darm-Traktes, Geschwiire und Perforationen, auch mit
todlichem Ausgang, wurden wahrend der Behandlung mit allen NSAR berich-
tet. Sie traten mit oder ohne vorherige Warnsymptome bzw. schwerwiegende
Ereignisse im Magen-Darm-Trakt in der Vorgeschichte zu jedem Zeitpunkt der
Therapie auf.

Das Risiko fiir das Auftreten von Magen-Darm-Blutungen, Geschwiiren

und Durchbriichen ist héher mit steigender NSAR-Dosis, bei Patienten mit
Geschwiiren in der Vorgeschichte, insbesondere mit den Komplikationen
Blutung oder Durchbruch (siehe Abschnitt 2: , Dolormin fir Frauen darf nicht
eingenommen werden”) und bei alteren Patienten. Diese Patienten sollten
die Behandlung mit der niedrigsten verfiigharen Dosis beginnen.

Fir diese Patienten sowie fiir Patienten, die eine begleitende Therapie mit

niedrig dosierter Acetylsalicylsdure (ASS) oder anderen Arzneimitteln, die das
Risiko fiir Magen-Darm-Erkrankungen erh6hen kénnen, benétigen, sollte eine
Kombinationstherapie mit magenschleimhautschiitzenden Arzneimitteln (z. B.
Misoprostol oder Protonenpumpenhemmer) in Betracht gezogen werden.

Wenn Sie, insbesondere in hoherem Alter, eine Vorgeschichte von Nebenwir-
kungen am Magen-Darm-Trakt aufweisen, sollten Sie jegliche ungewéhnliche
Symptome im Bauchraum (vor allem Magen-Darm-Blutungen) inshesondere
am Anfang der Therapie melden.

Vorsicht ist angeraten, wenn Sie gleichzeitig Arzneimittel erhalten, die das
Risiko fiir Geschwiire oder Blutungen erhohen kénnen, wie z. B. orale Korti-
kosteroide, blutgerinnungshemmende Medikamente wie Warfarin, selektive
Serotonin-Wiederaufnahmehemmer, die unter anderem zur Behandlung von
depressiven Verstimmungen eingesetzt werden, oder Thrombozytenaggrega-
tionshemmer wie ASS (siehe Abschnitt 2: , Einnahme von Dolormin fiir Frauen
zusammen mit anderen Arzneimitteln”).

Wenn es bei lhnen wahrend der Behandlung mit Dolormin fiir Frauen zu
Magen-Darm-Blutungen oder Geschwiiren kommt, ist die Behandlung abzu-
setzen.

NSAR sollten bei Patienten mit einer gastrointestinalen Erkrankung in der
Vorgeschichte (Colitis ulcerosa, Morbus Crohn) mit Vorsicht angewendet
werden, da sich ihr Zustand verschlechtern kann (siehe Abschnitt 4).

Wirkungen am Herz-Kreislauf-System

Arzneimittel wie Dolormin fiir Frauen sind méglicherweise mit einem ge-
ringfiigig erhohten Risiko fiir Herzanfalle (,Herzinfarkt") oder Schlaganfalle
verbunden. Jedwedes Risiko ist wahrscheinlicher mit hohen Dosen und langer
dauernder Behandlung. Uberschreiten Sie nicht die empfohlene Dosis oder
Behandlungsdauer (maximal 4 Tage)!

Wenn Sie Herzprobleme oder einen vorangegangenen Schlaganfall haben
oder denken, dass Sie ein Risiko fiir diese Erkrankungen aufweisen kénnten
(z.B. wenn Sie hohen Blutdruck, Diabetes oder hohe Cholesterinwerte haben
oder Raucher sind), sollten Sie lhre Behandlung mit [hrem Arzt oder Apothe-
ker besprechen.

Hautreaktionen

Unter NSAR-Therapie wurde sehr selten (iber schwerwiegende Hautreaktio-
nen mit R6tung und Blasenbildung, einige mit todlichem Ausgang, berichtet
(exfoliative Dermatitis, Stevens-Johnson-Syndrom und toxische epidermale

Nekrolyse/Lyell-Syndrom; siehe Abschnitt 4). Das hochste Risiko fiir derartige
Reaktionen scheint zu Beginn der Therapie zu bestehen, da diese Reaktionen

in der Mehrzahl der Falle im ersten Behandlungsmonat auftraten. Beim

ersten Anzeichen von Hautausschlagen, Schleimhautdefekten oder sonstigen

Anzeichen einer Uberempfindlichkeitsreaktion sollte Dolormin fiir Frauen
abgesetzt und umgehend der Arzt konsultiert werden.

I

I

I

I

I

I Sonstige Hinweise

I Dolormin fiir Frauen sollte nur unter strenger Abwégung des Nutzen-Risiko-

Verhaltnisses angewendet werden:

I - bei bestimmten angeborenen Blutbildungsstérungen
(z.B. akute intermittierende Porphyrie);

- bei bestimmten Autoimmunerkrankungen

| (systemischer Lupus erythematodes und Mischkollagenose);

I

I

I

I

I

I

Eine besonders sorgfaltige &rztliche Uberwachung ist erforderlich:

- bei eingeschrankter Nieren- oder Leberfunktion;

- direkt nach gréBeren chirurgischen Eingriffen;

- bei Allergien (z.B. Hautreaktionen auf andere Arzneimittel, Asthma,
Heuschnupfen), chronischen Schleimhautschwellungen oder chronischen,
die Atemwege verengenden Atemwegserkrankungen.

Schwere akute Uberempfindlichkeitsreaktionen (zum Beispiel anaphylak-
tischer Schock) werden sehr selten beobachtet. Bei ersten Anzeichen einer
schweren Uberempfindlichkeitsreaktion nach Einnahme von Dolormin fiir
Frauen muss die Therapie abgebrochen werden. Der Symptomatik entspre-
chende, medizinisch erforderliche MaBnahmen missen durch fachkundige
Personen eingeleitet werden.

Naproxen, der Wirkstoff von Dolormin fiir Frauen, kann voriibergehend die
Blutplattchenfunktion (Thrombozytenaggregation) hemmen. Patienten mit
|8Iioh.1tgerinnungsst6rungen sollten daher sorgfaltig tiberwacht werden.

Bei langer dauernder Gabe von Dolormin fiir Frauen ist eine regelmaBige
Kontrolle der Leberwerte, der Nierenfunktion sowie des Blutbildes
erforderlich.

Bei Einnahme von Dolormin fiir Frauen vor operativen Eingriffen ist der Arzt
oder Zahnarzt zu befragen bzw. zu informieren.

Bei langerem Gebrauch von Schmerzmitteln kénnen Kopfschmerzen
auftreten, die nicht durch erhdhte Dosen des Arzneimittels behandelt werden
dirfen. Fragen Sie lhren Arzt um Rat, wenn Sie nach der Einnahme von
Dolormin fiir Frauen haufig unter Kopfschmerzen leiden!

Ganz allgemein kann die gewohnheitsmaBige Einnahme von Schmerz-
mitteln, insbesondere bei Kombination mehrerer schmerzstillender Wirkstoffe,
zur dauerhaften Nierenschadigung mit dem Risiko eines Nierenversagens
(Analgetika-Nephropathie) fiihren.

Dolormin fir Frauen gehort zu einer Gruppe von Arzneimitteln (NSAR), die
die Fruchtbarkeit von Frauen beeintrachtigen kénnen. Diese Wirkung ist nach
Absetzen des Arzneimittels reversibel (umkehrbar).

Bei gleichzeitiger Anwendung von mehr als 15 mg Methotrexat pro Woche
sprechen Sie bitte mit lhrem Arzt.

Kinder

Bitte beachten Sie die Hinweise unter Abschnitt 2: , Dolormin fiir Frauen darf
nicht eingenommen werden”.

Einnahme von Dolormin fiir Frauen zusammen mit anderen Arz-
neimitteln

Informieren Sie lhren Arzt oder Apotheker, wenn Sie andere Arzneimittel
einnehmen / anwenden, kiirzlich andere Arzneimittel eingenommen / ange-
wendet haben oder beabsichtigen, andere Arzneimittel einzunehmen / anzu-
wenden.

Die gleichzeitige Anwendung von Dolormin fiir Frauen und Digoxin (Mittel
zur Starkung der Herzkraft), Phenytoin (Mittel zur Behandlung von Krampfan-
fallen) oder Lithium (Mittel zur Behandlung geistig-seelischer Erkrankungen)
kann die Konzentration dieser Arzneimittel im Blut erhdhen. Eine Kontrolle
der Serum-Lithium-Spiegel, der Serum-Digoxin- und der Serum-Phenytoin-

Spiegel ist bei bestimmungsgemaBer Anwendung (maximal Gber 4 Tage) in
dgr Regel nicht erforderlich.

Dolormin fiir Frauen kann die Wirkung von entwassernden und blutdruck-
sehkenden Arzneimitteln (Diuretika und Antihypertensiva) abschwachen.

Dolormin fiir Frauen kann die Wirkung von ACE-Hemmern (Mittel zur
Bahandlung von Herzschwache und Bluthochdruck) abschwéchen. Bei gleich-
zeitiger Anwendung kann weiterhin das Risiko fiir das Auftreten einer Nieren-
fuhktionsstdrung erhdht sein.

Die gleichzeitige Gabe von Dolormin fir Frauen und kaliumsparenden
Eritwésserungsmitteln (bestimmte Diuretika) kann zu einer Erhdhung des
Kaliumspiegels im Blut fihren.

DiIa gleichzeitige Verabreichung von Dolormin fiir Frauen mit anderen
entziindungs- und schmerzhemmenden Mitteln aus der Gruppe der NSAR
ojer mit Glukokortikoiden erhdht das Risiko fiir Magen-Darm-Geschwiire
oder Blutungen.

Thrombozytenaggregationshemmer wie Acetylsalicylsaure und bestimmte
Antidepressiva (selektive Serotonin-Wiederaufnahmehemmer/SSRI) kénnen
das Risiko fiir Magen-Darm-Blutungen erhéhen.

Die Gabe von Dolormin fiir Frauen innerhalb von 24 Stunden vor oder nach
Gabe von Methotrexat (Mittel zur Behandlung von Krebserkrankungen bzw.
vjn bestimmten rheumatischen Erkrankungen) kann zu einer erhohten Blut-
konzentration von Methotrexat und einer Zunahme seiner unerwiinschten
erkungen fihren.

Bestimmte NSAR wie Naproxen konnen die nierenschadigende Wirkung von
Cil:losporin (Mittel, das zur Verhinderung von TransplantatabstoBungen, aber
auch in der Rheumabehandlung eingesetzt wird) verstérken.

NIAR kénnen die Wirkung von blutgerinnungshemmenden Arzneimitteln wie
Warfarin verstarken. Lassen Sie die Blutgerinnung kontrollieren.

ScInstige mogliche Wechselwirkungen:

e Zidovudin: Erhdhtes Risiko fir Gelenk- und Blutergtisse bei HIV
positiven Blutern.

e Probenecid und Sulfinpyrazon (Mittel zur Behandlung der Gicht):
Ausscheidung von Naproxen verzdgert.

e Sulfonylharnstoffe (Mittel zur Senkung des Blutzuckers): Lassen Sie bei
gleichzeitiger Behandlung zur Sicherheit die Blutzuckerwerte kontrollieren.

Einnahme von Dolormin fiir Frauen zusammen mit Nahrungs-
mitteln und Alkohol

Waéhrend der Anwendung von Dolormin fiir Frauen sollten Sie méglichst
keinen Alkohol trinken.

Schwangerschaft und Stillzeit

Wenn Sie schwanger sind oder stillen, oder wenn Sie vermuten, schwanger
zu sein oder beabsichtigen, schwanger zu werden, fragen Sie vor der
Einnahme dieses Arzneimittels lhren Arzt oder Apotheker um Rat.

Schwangerschaft
Wird wahrend der Anwendung von Dolormin fiir Frauen eine Schwanger-

schaft festgestellt, so ist der Arzt zu benachrichtigen. Sie diirfen Naproxen
im ersten und zweiten Schwangerschaftsdrittel nur nach Riicksprache mit
Ihrem Arzt anwenden. Im letzten Drittel der Schwangerschaft darf Dolormin
flr Frauen wegen eines erhéhten Risikos von Komplikationen fiir Mutter und
Kind nicht angewendet werden.

Stillzeit

Der Wirkstoff Naproxen und seine Abbauprodukte gehen in geringen Mengen
in die Muttermilch iber. Eine Anwendung von Dolormin fiir Frauen wahrend
der Stillzeit sollte vorsichtshalber vermieden werden.

Verkehrstiichtigkeit und Fahigkeit zum Bedienen von Maschinen

Bei kurzfristiger Einnahme der fiir Dolormin fiir Frauen empfohlenen Dosen
ist keine Beeintrachtigung zu erwarten.

Da bei der Anwendung von Dolormin fiir Frauen in héherer Dosierung
zentralnervdse Nebenwirkungen wie Miidigkeit und Schwindel auftreten kon-
nen, kann im Einzelfall das Reaktionsvermdgen verandert und die Fahigkeit
zur aktiven Teilnahme am StraBenverkehr und zum Bedienen von Maschinen
beeintrachtigt werden. Dies gilt in verstarktem MaBe im Zusammenwirken
mit Alkohol. Sie kénnen dann auf unerwartete und plotzliche Ereignisse nicht



mehr schnell und gezielt genug reagieren. Fahren Sie in diesem Fall nicht
Auto oder andere Fahrzeuge! Bedienen Sie keine Werkzeuge oder
Maschinen! Arbeiten Sie nicht ohne sicheren Halt!

Dolormin fiir Frauen enthalt Lactose

Dieses Arzneimittel enthélt Lactose. Bitte nehmen Sie Dolormin fiir Frauen
daher erst nach Riicksprache mit lhrem Arzt ein, wenn Ihnen bekannt ist,
dass Sie unter einer Unvertréglichkeit gegeniiber bestimmten Zuckern leiden.

3. Wie ist Dolormin fiir Frauen einzunehmen?

Nehmen Sie dieses Arzneimittel immer genau wie in dieser Packungsbeilage
beschrieben bzw. genau nach der mit Ihrem Arzt oder Apotheker getroffenen
Absprache ein. Fragen Sie bei lhrem Arzt oder Apotheker nach, wenn Sie sich
nicht sicher sind.

Die empfohlene Dosis betragt

Alter: Erstdosis: Weitere Maximale
Einzeldosis: Tagesdosis:
im Abstand von
8 - 12 Stunden
einzunehmen
Madchen ab | 2 Tabletten 1 Tablette bis zu 3 Tabletten
12 Jahren (entsprechend | (entsprechend (entsprechend
und Frauen | 500 mg 250 mg Naproxen) bis zu 750 mg
Naproxen) Naproxen)

Patienten mit eingeschrankter Leber- oder Nierenfunktion sollten nicht mehr
als 2 Tabletten pro Tag, verteilt auf 2 Einzeldosen, einnehmen.

Art der Anwendung
Nehmen Sie die Tabletten bitte unzerkaut mit reichlich Flissigkeit (z. B. einem
Glas Wasser) moglichst vor dem Essen ein. Dies fordert den Wirkungseintritt.

Fir Patienten, die einen empfindlichen Magen haben, empfiehlt es sich,
Dolormin fiir Frauen wahrend der Mahlzeiten einzunehmen.

Dauer der Anwendung
Nehmen Sie Dolormin fiir Frauen ohne arztlichen Rat nicht langer als 4 Tagd
ein.

Die Dauer der Behandlung richtet sich nach dem jeweiligen Beschwerdebild.

Bitte sprechen Sie mit lhrem Arzt oder Apotheker, wenn Sie den Eindruck
haben, dass die Wirkung von Dolormin fiir Frauen zu stark oder zu schwachl
ist.

Wenn Sie eine groBere Menge Dolormin fiir Frauen eingenommAn
haben, als Sie sollten

Als Symptome einer Uberdosierung kénnen Bauchschmerzen, Ubelkeit und |
Erbrechen auftreten. Ferner kann es auch zu Kopfschmerzen, Schwindel,
Benommenheit, Sehstorungen und Augenzittern, Ohrensausen sowie selten|
zu Blutdruckabfall und Bewusstlosigkeit kommen.

Bei Verdacht auf eine Uberdosierung mit Dolormin fiir Frauen |
benachrichtigen Sie bitte lhren Arzt.

Wenn Sie das Gefiihl haben, keine ausreichende Schmerzlinderung zu spiireh,
dann erhohen Sie nicht selbststandig die Dosierung, sondern sprechen Sie
mit lhrem Arzt.

Wenn Sie die Einnahme von Dolormin fiir Frauen vergessen haben

Nehmen Sie nicht die doppelte Dosis ein, wenn Sie die vorherige Einnahme|
vergessen haben.

Wenn Sie weitere Fragen zur Anwendung dieses Arzneimittels haben, wen—|
den Sie sich an lhren Arzt oder Apotheker.

4. Welche Nebenwirkungen sind méglich? |
Wie alle Arzneimittel kann auch dieses Arzneimittel Nebenwirkungen haben,
die aber nicht bei jedem auftreten miissen. |
Maogliche Nebenwirkungen

Die Aufzahlung der folgenden unerwiinschten Wirkungen umfasst alle |
bekannt gewordenen Nebenwirkungen unter der Behandlung mit Naproxen,
auch solche unter hochdosierter Langzeittherapie bei Rheumapatienten. |
Die Haufigkeitsangaben, die (iber sehr seltene Meldungen hinausgehen,

|

beziehen sich auf die kurzzeitige Anwendung bis zu Tagesdosen von maximal
750 mg Naproxen fiir orale Darreichungsformen (= 3 Tabletten Dolormin fiir
Frauen).

Bei den folgenden unerwiinschten Arzneimittelwirkungen muss beriicksich-
tigt werden, dass sie (iberwiegend dosisabhangig und von Patient zu Patient
unterschiedlich sind.

Die am haufigsten beobachteten Nebenwirkungen betreffen den
Verdauungstrakt. Magen-/Zwélffingerdarm-Geschwiire (peptische Ulcera),
Perforationen (Durchbriiche) oder Blutungen, manchmal tddlich, kénnen
auftreten, insbesondere bei &lteren Patienten (siehe Abschnitt 2). Ubelkeit,
Erbrechen, Durchfall, Blahungen, Verstopfung, Verdauungsbeschwerden,
abdominale Schmerzen, Teerstuhl, Bluterbrechen, ulcerative Stomatitis und
Verschlimmerung von Colitis ulcerosa und Morbus Crohn (siehe Abschnitt 2)
sind nach Anwendung berichtet worden. Weniger haufig wurde eine Magen-
schleimhautentziindung beobachtet.

Inshesondere das Risiko fiir das Auftreten von Magen-Darm-Blutungen ist
abhangig vom Dosisbereich und der Anwendungsdauer.

Odeme, Bluthochdruck und Herzinsuffizienz wurden im Zusammenhang mit
NSAR-Behandlung berichtet.

Arzneimittel wie Dolormin fiir Frauen sind moglicherweise mit einem
geringfligig erhohten Risiko fir Herzanfélle (, Herzinfarkt") oder Schlagan-
falle verbunden.

Haufig (kann bis zu 1 von 10 Behandelten betreffen):
- Kopfschmerzen, Schwindel.
- Magen-Darm-Beschwerden wie Ubelkeit, Sodbrennen, Magenschmerzen.

Gelegentlich (kann bis zu 1 von 100 Behandelten betreffen):

- Sehstérungen. In diesem Fall ist umgehend der Arzt zu informieren und
Dolormin fiir Frauen darf nicht mehr eingenommen werden.

- Vollegefiihl, Verstopfung (Obstipation), Durchfall (Diarrhd); Geschwiire
des Magen-Darmtraktes (gastrointestinale Ulcera), unter Umstanden mit
Blutungen, Erbrechen von Blut (Hdmatemesis), blutigem Stuhl (Meléna)
und Durchbruch.

- Verminderung der Harnausscheidung. Wasseransammlung im Korper
(Ausbildung von Odemen, z.B. periphere Odeme), besonders bei Patienten
mit Hypertonie oder Niereninsuffizienz.

- Juckreiz.

- Uberempfindlichkeitsreaktionen mit Hautausschlagen, Hautjucken und
Hautblutungen. In diesem Fall ist umgehend der Arzt zu informieren, und
Dolormin fiir Frauen darf nicht mehr eingenommen/angewendet werden.

- Schlaflosigkeit, Erregung, Reizbarkeit, Midigkeit.

Selten (kann bis zu 1 von 1.000 Behandelten betreffen):
- Erbrechen, Mundschleimhautentziindungen (Stomatitis).
- Lichtliberempfindlichkeit der Haut (Photodermatitis).

- Leberfunktionsstorungen.

Sehr selten (kann bis zu 1 von 10.000 Behandelten betreffen):

- Horstorungen, Ohrgerédusche (Tinnitus).

- Herzmuskelschwéche (Herzinsuffizienz).

- Stérungen der Blutbildung: Leukopenie (Verminderung der weiBen Blut-
kérperchen), Thrombozytopenie (Verminderung der Blutplattchen),
Panzytopenie (Verminderung der Blutzellen aller Systeme), Agranulozytose
(Verminderung der Granulozyten). Erste Symptome kdnnen sein: Fieber,
Halsschmerzen, oberflachliche Wunden im Mund, grippeartige Beschwer-
den, starke Abgeschlagenheit, Nasenbluten und Hautblutungen. In
diesen Féllen ist das Arzneimittel sofort abzusetzen und der Arzt aufzu-
suchen. Jegliche Selbstbehandlung mit schmerz- oder fiebersenkenden
Arzneimitteln sollte unterbleiben. Blutarmut durch beschleunigten Abbau
der roten Blutkdrperchen (hdmolytische Andmie).

Bei der Langzeittherapie sollte das Blutbild regelmaBig kontrolliert werden;

- Schadigung der Speiseréhrenschleimhaut; Beschwerden im Unterbauch
(z. B. blutende Colitiden oder Verstarkung eines Morbus Crohn/einer
Colitis ulcerosa). Sollten starkere Schmerzen im Oberbauch, Bluterbrechen,
Blut im Stuhl und/oder eine Schwarzfarbung des Stuhls auftreten, so
mssen Sie Dolormin fiir Frauen absetzen und sofort den Arzt informieren.

- Nierengewebsschadigung (Papillennekrosen), insbesondere bei Langzeit-
therapie; erhohte Harnsaurekonzentration im Blut (Hyperurikdmie); akutes _

Nierenversagen, nephrotisches Syndrom (Wasseransammlung im Kérper
und starke EiweiBausscheidung im Harn), interstitielle Nephritis
(entztindliche Nierenerkrankung).
Verminderung der Harnausscheidung, Ansammlung von Wasser im Kérper
(Odeme) sowie allgemeines Unwohlsein kénnen Ausdruck einer Nieren-
erkrankung bis hin zum Nierenversagen sein. Sollten die genannten
Symptome auftreten oder sich verschlimmern, so missen Sie Dolormin fiir
Frauen absetzen und sofort Kontakt mit [hrem Arzt aufnehmen.

- Alopezie (Haarausfall, meist reversibel), Pseudoporphyrie (verstarkte
Verletzlichkeit der Haut mit Blasen nach Verletzung), schwere (bulldse)
Hautreaktionen wie Hautausschlag mit R6tung und Blasenbildung
(Stevens-Johnson-Syndrom und toxische epidermale Nekrolyse/Lyell-
Syndrom), schwere Hautreaktionen wie z. B. Erythema exsudativum
multiforme.

- unter Anwendung von Naproxen wurde die Symptomatik einer Hirnhaut-
entziindung (aseptischen Meningitis) wie starke Kopfschmerzen, Ubelkeit,
Erbrechen, Fieber, Nackensteifigkeit oder Bewusstseinstriibung
beobachtet. Ein erhohtes Risiko scheint fiir Patienten zu bestehen, die
bereits an bestimmten Autoimmunerkrankungen (systemischer Lupus
erythematodes, Mischkollagenosen) leiden.

- im zeitlichen Zusammenhang mit der Anwendung bestimmter
entziindungshemmender Arzneimittel (NSAR, zu diesen gehort auch
Dolormin fiir Frauen) ist eine Verschlechterung infektionsbedingter
Entziindungen (z. B. Entwicklung einer nekrotisierenden Fasciitis)
beschrieben worden.

- Wenn wahrend der Anwendung von Dolormin fiir Frauen Zeichen einer
Infektion (z.B. Rétung, Schwellung, Uberwérmung, Schmerz, Fieber) neu
auftreten oder sich verschlimmern, sollte daher unverziiglich der Arzt zu
Rate gezogen werden.

- Bluthochdruck (Hypertonie).

- Asthmaanfalle (eventuell mit Blutdruckabfall); Bronchospasmen (Krampf
der Bronchialmuskulatur); eosinophile Pneumonie (bestimmte Form der

Lungenentziindung); schwere allgemeine Uberempfindlichkeitsreaktionen.

|863.nzeichen hierfir kdnnen sein: Gesichts-, Zungen- und Kehlkopfédeme

(mit Einengung der Luftwege), Atemnot, Tachykardie (Herzjagen),
Blutdruckabfall bis hin zum lebensbedrohlichen Schock. Bei Auftreten einer
dieser Erscheinungen, die schon bei Erstanwendungen auftreten kdnnen,
ist sofortige arztliche Hilfe erforderlich.

- Leberschaden, insbesondere bei Langzeittherapie.

Die Nierenfunktion sollte bei langerer Anwendung regelmaBig kontrolliert
werden.

Meldung von Nebenwirkungen

Wenn Sie Nebenwirkungen bemerken, wenden Sie sich an Ihren Arzt oder
Apotheker. Dies gilt auch fiir Nebenwirkungen, die nicht in dieser Packungs-
beilage angegeben sind. Sie kénnen Nebenwirkungen auch direkt dem

Bundesinstitut fiir Arzneimittel und Medizinprodukte
Abt. Pharmakovigilanz

Kurt-Georg-Kiesinger Allee 3

D-53175 Bonn

Website: www.bfarm.de

anzeigen. Indem Sie Nebenwirkungen melden, kénnen Sie dazu beitragen,
dass mehr Informationen tiber die Sicherheit dieses Arzneimittels zur Verfi-
gung gestellt werden.

5. Wie ist Dolormin fiir Frauen aufzubewahren?

Bewahren Sie dieses Arzneimittel fir Kinder unzuganglich auf.

Sie diirfen dieses Arzneimittel nach dem auf der Faltschachtel / dem Blister-
streifen nach ,Verwendbar bis” angegebenen Verfallsdatum nicht mehr
anwenden. Das Verfallsdatum bezieht sich auf den letzten Tag des Monats.

Die Entsorgung von Arzneimitteln sollte gemaB den jeweiligen regionalen
Vorgaben erfolgen. Fragen Sie lhren Apotheker, wie das Arzneimittel zu ent-
sorgen ist, wenn Sie es nicht mehr anwenden. Sie tragen damit zum Schutz
der Umwelt bei.

:\.thalt der Packung und weitere Informationen

s Dolormin fiir Frauen enthalt
1 Lablette enthalt 250 mg Naproxen
Dik sonstigen Bestandteile sind:
Lactose-Monohydrat, vorverkleisterte Starke (Mais), Povidon (K 30), Croscar-
mellose-Natrium, Magnesiumstearat (Ph. Eur.), Chinolingelb (E 104).
Wie Dolormin fiir Frauen aussieht und Inhalt der Packung
Dtlllormin fur Frauen sind runde, hellgelbe Tabletten mit Einkerbung auf einer
Seite.

DJIormin fir Frauen sind in PVC/Aluminium-Blisterpackungen mit 10, 20 und
30 Tabletten erhaltlich.

Pllarmazeutischer Unternehmer
Johnson & Johnson GmbH

Jolmson & Johnson Platz 2

41470 Neuss

Te'.: 00800 260 260 00 (kostenfrei)

Hersteller

Knjpwel Meuselbach GmbH
KrewelstraBe 2
54783 Eitorf

Diese Packungsheilage wurde zuletzt iiberarbeitet im September
2q15.

Weitere Angaben

Wenn bei lhnen schmerzhafte Beschwerden wahrend der normalen
Regelblutung (sogenannte primare Dysmenorrhd)

e neu aufgetreten sind,

e deutlich starker geworden sind,

e sich das Beschwerdebild deutlich gedndert hat

oder

e schmerzhafte Beschwerden auBerhalb der normalen Regelblutung
aufgetreten sind,

sollten Sie lhren (Frauen-)Arzt befragen bzw. aufsuchen, bevor Sie Dolormin
fiir Frauen einnehmen.

Wenn bei lhnen nach Einlage einer Spirale (Intrauterinpessar) schmerzhafte
Beschwerden wéhrend der Regelblutung erstmals oder verstarkt aufgetreten
sind, sollten Sie lhren (Frauen-)Arzt befragen bzw. aufsuchen.

3202531602

© Johnson & Johnson GmbH 2015 palde-v03a-2015-09-dolormin-frauen-tabs
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24 1ABLETS

220 mg (NSAID)

ALL DAY STRONG ®

naproxen sodium fablets
Pain reliever/fever reducer
for temporary relief of minor back and muscle aches and pains

STRENGTH,TO.LAST,12HOURS
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ALL DAY STRONG®

ALEVE.

BACK&MUSCLE PAIN

‘naproxen sodfum fablets, 220 mg (NSAID)
Pain refieveryfever reducer
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Reference ID: 41396083



o not use ffoil sea
imprinted with "SAFETY SQUEASE"
on bottle opening is missing or broken.
ee Carton For Full Information Warnings Allergy alert:
Naproxen sodium may cause a severe allergic reaction,
especially in people a ergic to aspirin. Symptoms may include: hives,
facial sweling, asthma (wheezing), shock, skin reddening, rash, or
bisters. If an alergic reaction occurs, stop use and seek medical help right
away. Stomach bleeding warning: This product contains a nonsteroidal
anti-inflammatory drug (NSAID), which may cause severe stomach bleeding.
The chance is higher fyou: @ are age 60 or older @ have had stomach ulcers
or bleeding problems
@ take 2 blood thinning
(anticoagulant) or
steroid drug @ take

LN

Reference ID: 4139608

‘Other drugs containing

Prescription or nonprescription NSAIDS

{aspirin, ibuprofen, naproxen, or others)

iave 3 or more alcoho ic drinks every day while
is product @ take more or for a longer time than

asprin, increase the risk of heart attack, heart fa lure, and
stroke. These can be fatal. The risk is higher if you use more than
directed or for longer than directed. Do not use fyou have ever

had an allergic reaction to any o her pain re iever

I reducer.

Ask a doctor or pharmacist before use if you are taking

&
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SRRRRRPRRRY

f the fo lowing signs of stom:

h
leeding (feel faint, vom t blood, have bloody or
black stools, have stomach pain that does not get

Actual Size 100%

(b) (4)

Drug Facts Title: N/A >8.0 pt -
Drug Facts N/A 8 pt -
(continued): N/A 8 pt -
Headings: N/A 8pt 4.5 pt
Subheadings: N/A 6 pt 4.5 pt
Text: N/A 6 pt 4.5 pt
Bullets: N/A 5 pt (no larger) 4 pt
Leading: N/A +0.5 pt 4.75 pt
Characters Per Inch: N/A No more >39

than 39

- 89-

ptoms of heart
problems or stroke (chest pain, trouble
breathing, weakness in one part or side of body,
slurred speech, leg swelling), or if pain or fever gets
worse. If pregnant o breast-feeding, ask a health
professional before use. Keep out of reach of children. In
case of overdose, get medical help or contact a Poison Control
Center right away. Directions Adults and children 12 years and
older: take 1 tablet with water every 8 to 12 hours while symptoms
last. For the first dose you may take 2 tablets within the first hour.
Do not exceed 3 tablets in a 24-hour period. Ch Idren under

2 years: ask a doctor. Questions or comments? 1-800-395-0689
(Mon-Fri 9AM - 5PM EST)

Dist. by: Bayer HealthCare LLC, Whippany, NJ 07981
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@ muscularaches @ toothache
@ minor pain of arthritis

@ headache

@ the common cold

@ temporarily reduces fever

Warnings

Allergy alert: Naproxen sodium may cause a
severe allergic reaction, especially in people
n. Symptoms may include:
@ facial swelling
@ shock

@ rash

@ asthma (wheezing)
@ skin reddening

@ biisters

If an allergic reaction occurs, stop use and
seek medical help right away.

Stomach bleeding warning: This product
contains an NSAID, which may cause severe
stomach bleeding. The chance is higher if you:
@ are age 60 or older

@ have had stomach ulcers or bleeding
problems

@ take a blood thinning (anticoagulant) or
steroid drug

@ take other drugs containing prescr ption

or nonprescription NSAIDs (aspir n,
ibuprofen, naproxen, or others) 4

Drug Facts Drug Facts (continued) Drug Facts (continued)
Active -.zmwm&mi hEﬁommm @ have 3 or more alcohol ¢ drinks every day while using this product If pregnant or breast-feeding, ask a health
:.: each EEQQ @ take more or for a longer time than d rected professional before use. Itis especially
N dium 220 Heart attack and stroke warning: NSAIDs, except aspirin, important not to use naproxen sodium during
aproxen soqum 29 Mg increase the risk of heart attack, heart failure, and stroke. These the last 3 months of pregnancy unless
(naproxen 200 mg) (NSAID)".....Pain reliever/ can be fatal. The risk is h gher if you use more than directed or . ;
fever reducer for longer than directed definitely directed to do so by a doctor
*nonsteroidal anti-inflammatory drug . because it may cause problems in the unborn
Do not use ) . chld or complications during delivery.
Uses @ if you have ever had an allergic reaction to any other pain Keep out of reach of children. In case of
® temporarily relieves minor aches and religverffever reducer overdose, get medical help or contact a
pains due to: ® right before o affer heart surgery Poison Control Center right away.
@ backache @ menstrual cramps Ask a doctor before use if

@ the stomach bleeding warning applies to you

@ you have a history of stomach problems, such as heartbumn
@ you have high blood pressure, heart disease, liver cirrhosis,
kidney disease, asthma, or had a stroke

@ you are taking a diuretic

@ you have problems or serious side effects from taking pain
relievers or fever reducers

Ask a doctor or pharmacist before use if you are

@ under a doctor's care for any serious condition

@ taking any other drug

When using this product

@ take with food or m Ik if stomach upset occurs

Stop use and ask a doctor if

@ you experience any of the following s gns of stomach bleeding:
@ feelfaint @ vomit blood

@ have bloody or black stools

@ have stomach pain that does not get better

@ you have symptoms of heart problems or stroke:

@ chestpain @ trouble breathing

@ weakness in one part or side of body

@ slurred speech @ leg swelling

@ pain gets worse or lasts more than 10 days

@ fever gets worse or lasts more than 3 days

@ you have difficulty swallowing

@ it feels like the pill is stuck in your throat

@ redness or swelling is present n the painful area

@ any new symptoms appear »

Directions

@ do not take more than directed

@ the smallest effective dose should be used
@ drink a full glass of water with each dose

Adults and @ take 1tablet every 8o 12
children 12 hours while symptoms last
years and @ for the first dose you may
older take 2 tablets w thin the
first hour
@ donot exceed 2 tablets in
any 8- to 12-hour period
@ do not exceed 3 tablets in
a 24-hour per od
Children under | @ ask a doctor
12 years
Other information

@ each tablet contains: sodium 20 mg
@ store at 20-25°C (68-77°F). Avoid high
humidity and excessive heat above
40°C (104°F).

Inactive ingredients FD3C blue #2
lake, hypromellose, magnesium stearate,

microcrystalline cellulose, polyethylene glycol,
povidone, talc, titanium dioxide -

®

mg (NSAID)

ALL DAY STRONG @

naproxen sodlm fablets, 220

Pain reliever/fever reducer
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Drug Facts (continued)

Questions or comments? 1-800-395-0689
(Mon-Fri 9AM - 5PM EST)

25866"10503
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for temporary relief of minor back and muscle aches and pains

STRENGTH.TO 'AST, 12 HOURS
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o not use ffoil sea
imprinted with "SAFETY SQUEASE"
on bottle opening is missing or broken.
ee Carton For Full Information Warnings Allergy alert:
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or bleeding problems
@ take 2 blood thinning
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ptoms of heart
problems or stroke (chest pain, trouble
breathing, weakness in one part or side of body,
slurred speech, leg swelling), or if pain or fever gets
worse. If pregnant o breast-feeding, ask a health
professional before use. Keep out of reach of children. In
case of overdose, get medical help or contact a Poison Control
Center right away. Directions Adults and children 12 years and
older: take 1 tablet with water every 8 to 12 hours while symptoms
last. For the first dose you may take 2 tablets within the first hour.
Do not exceed 3 tablets in a 24-hour period. Ch Idren under

2 years: ask a doctor. Questions or comments? 1-800-395-0689
(Mon-Fri 9AM - 5PM EST)
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drug (NSAID), which may cause severe stomach bleeding. The chance\
s higher if you: @ are age 60 o older @ have had stomach ulcers or

/ bleeding problems @ take a blood thinning (an icoagulant) or <\

@ take other drugs containing prescription or nonprescription N

1 pirin, ibuprofen, naproxen. 'wnn ve 3 or more a\”umhacnrks \
Ll while using this product @ take more or for a longer time than directed.
xHear\altankand slmkewammg NSAIDs, except aspirin, increase the risk of heart \
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commens? 1-800-395-0689 |
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PRODUCT MONOGRAPH

ALEVE ®

Naproxen Sodium Tablets USP
220 mg

ALEVE ® Liquid Gels

Naproxen Sodium Capsules
220 mg

ALEVE® Back and Body Pain

Naproxen Sodium Capsules
220mg

Non-steroidal anti-inflammatory drug

Analgesic, Antipyretic

Bayer Inc. Consumer Care Date of Revision:

2920 Matheson Boulevard East January 8", 2015
Mississauga, ON L4W 5R6 Control No.: 179420

© 2015, Bayer Inc.
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ALEVE®
Naproxen Sodium Tablets

ALEVE® Liquid Gels
ALEVE® Back and Body Pain
Naproxen Sodium Capsules

PART I: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

Route of Dosage Form / Strength | Clinically Relevant Nonmedicinal
Administration Ingredients
Oral Caplets, Capsules, Tablets For a complete listing, see the Dosage Forms,

Composition and Packaging section of the
220mg Product Monograph

INDICATIONS AND CLINICAL USE

ALEVE®, ALEVE® Liquid Gels, and ALEVE® Back and Body Pain (naproxen sodium) are
indicated for the reduction of fever and the treatment of pain:

e ALEVE® is clinically proven to relieve arthritis pain. ALEVE® relieves the daily pain
and stiffness of arthritis. ALEVE® relieves morning stiffness and arthritis pain at rest, on
passive motion, on weight bearing, pain experienced day or night due to arthritis

ALEVE®
ALEVE®

ALEVE®
ALEVE®
ALEVE®
ALEVE®
ALEVE®
ALEVE®
ALEVE®
ALEVE®
ALEVE®
ALEVE®
ALEVE®

helps relieve the night pain associated with arthritis
relieves the pain of inflammation

ALEVE® relieves the pain or stiffness of rheumatic or arthritic conditions

relieves joint and body pain

relieves muscular ache

relieves the pain of muscle sprains and strains

relieves backache

relieves headache

relieves migraine pain

relieves the pain of menstrual cramps (dysmenorrhoea)
relieves the pain of minor surgery

relieves toothache

relieves the pain of dental extractions

relieves minor aches and pain associated with the common cold

Page 3 of 38
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CONTRAINDICATIONS
Naproxen sodium is contraindicated in patients

e who have previously exhibited allergy to naproxen sodium

e with known hypersensitivity to the active substance naproxen (including naproxen sodium)
or any of the excipients in the caplets. For a complete listing, see the Dosage Forms,
Composition and Packaging section of the product monograph

e with a history of asthma, urticaria, or allergic-type reactions after taking acetylsalicylic acid

(ASA) or other NSAIDs (i.e. complete or partial syndrome of ASA-intolerance -

rhinosinusitis, urticaria/angioedema, nasal polyps, asthma). Fatal anaphylactoid reactions

have occurred in such individuals. Individuals with the above medical problems are at risk of

a severe reaction even if they have taken NSAIDs in the past without any adverse reaction.

with active peptic ulcers, a history of recurrent ulceration, or active gastrointestinal bleeding

with inflammatory bowel disease.

with severe liver impairment or active liver disease

with severe renal impairment (creatinine clearance <30 mL/min or 0.5 mL/sec) or

deteriorating renal disease (individuals with lesser degrees of renal impairment are at risk of

deterioration of their renal function when prescribed NSAIDs and must be monitored)

e inwomen in their third trimester of pregnancy because of risk of premature closure of the
ductus arteriosus and prolonged parturition.

WARNINGS AND PRECAUTIONS

General
Patients who are taking any other analgesic or anti-inflammatory drugs (including naproxen or
naproxen sodium), steroids, diuretics or drugs that influence hemostasis.

Cardiovascular
Patients with severe cardiac impairment and a history of hypertension.

Gastrointestinal
Patients with a medical history of gastrointestinal disease including peptic ulceration. Pain of
gastrointestinal origin is not an indication for naproxen sodium.

Hematologic
Patients with coagulation disturbances. Numerous studies have shown that concomitant use of

NSAIDs and anti-coagulants increases the risk of bleeding. Concurrent therapy of ALEVE®
with warfarin requires close monitoring of the international normalized ratio (INR). Even with
therapeutic INR monitoring, increased bleeding may occur.

Neurologic
Some patients may experience drowsiness, dizziness, blurred vision vertigo, tinnitus, hearing

loss, insomnia or depression with the use of NSAIDs such as ALEVE®. If patients experience

Page 4 of 38
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such adverse reactions, they should exercise caution in carrying out activities that require
alertness, like driving or using machinery.

Respiratory
Patients with a medical history of asthma, rhinitis or nasal polyps.

Skin
Patients with a medical history of urticaria and angioedema.

Fertility Impairment

Naproxen, as with any drug known to inhibit cyclooxygenase/prostaglandin synthesis, may
impair fertility and is not recommended in women attempting to conceive. In women who
have difficulty conceiving or who are undergoing investigation of infertility, withdrawal of
naproxen should be considered.

Special Populations:

Geriatrics:

Patients older than 65 years and frail or debilitated patients are more susceptible to a variety of adverse
reactions from NSAIDs. The incidence of these adverse reactions increases with dose and duration of
treatment. In addition, these patients are less tolerant to ulceration and bleeding. Most reports of fatal Gl
events are in this population. Older patients are also at risk of lower esophageal injury including
ulceration and bleeding.

Pregnant Women

Caution should be exercised in prescribing ALEVE® during the first and second trimesters of
pregnancy. As with other drugs of this type, naproxen sodium produces delay in parturition in
animals and also affects the human fetal cardiovascular system (closure of the ductus arteriosus).
Therefore, naproxen sodium should not be used unless clearly needed and when directed to do so
by a doctor. The use of naproxen sodium in the first and second trimesters of pregnancy requires
cautious balancing of the possible benefits and risks to the mother and fetus, especially during
the first trimester.

Inhibition of prostaglandin synthesis may adversely affect pregnancy and/or the embryo/fetal
development. Data from epidemiological studies suggest an increased risk of miscarriage and of
cardiac malformation after use of a prostaglandin synthesis inhibitor in early pregnancy. In
animals, administration of a prostaglandin synthesis inhibitor has been shown to result in
increased pre- and post-implantation loss and embryo-fetal lethality. In addition, increased
incidences of various malformations, including cardiovascular, have been reported in animals
given a prostaglandin synthesis inhibitor during the organogenetic period.

Nursing Women

Naproxen has been found in the milk of lactating mothers. The use of naproxen sodium should
therefore be avoided in women who are breast feeding unless clearly needed and directed to do
so by a doctor.

Page 5 of 38
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Pediatrics (< 12 years of age)
Children under 12 should not take this drug, unless directed by a doctor. The safety in pediatric
use has not been established.

Persons on a Low Sodium Diet:

One caplet contains 20 mg sodium, which is classified as low in sodium. A variety of Health
Canada guidelines suggest that a diet low in sodium should be restricted to 2 g per day while the
Sodium Collaborative Research group suggests that a low-sodium diet should be restricted to <
1.2 g (50 mmol) per day.

Monitoring and Laboratory Tests

Naproxen sodium causes transient, dose-dependent modestly increased bleeding times. However,
these values often do not exceed the upper limit of the reference range. Naproxen sodium may
theoretically interfere with the urinary analyses of 17-ketogenic steroids and 5-hydroxy
indoleacetic acid (5 HIAA).

ADVERSE REACTIONS

Clinical Trial Adverse Drug Reactions

Because clinical trials are conducted under very specific conditions the adverse reaction rates
observed in the clinical trials may not reflect the rates observed in practice and should not be
compared to the rates in the clinical trials of another drug. Adverse drug reaction information
from clinical trials is useful for identifying drug-related adverse events and for approximating
rates.

The safety profile of ALEVE® was analysed through a meta-analysis of the clinical trials which
were performed in the course of the ALEVE® clinical development program. The meta-analysis
included a total of 46 studies, which satisfied the criteria of being randomized, placebo
controlled, double-blind and used ALEVE® in single (SD, 220 mg or 440 mg pooled data),
multiple (MD, 440 mg/day and 880 mg/day) or PRN (up to 880 mg/day) doses. In total 4623
subjects were treated with ALEVE ® while 2659 took placebo. Fifty-two percent of subjects
participated in SD trials, 20 % in MD trials all lasting for 7 days and the remaining 28% in PRN
trials. They were predominantly Caucasian, slightly more women with a mean age between the
20s and 30s with exception of 422 patients from the arthritis studies with a mean age in the low
60s. The occurrence of all adverse events did not differ between ALEVE® and placebo, in the
SD, MD or PRN trials. Moderate and severe events tended to occur less frequently in the
subjects treated with ALEVE® MD compared to placebo, presumably due to concomitant
treatment of naturally occurring headache. The data in table 1 shows the frequencies of adverse
events that are > 1% from the meta-analysis. A thorough evaluation of gastrointestinal adverse
events showed no difference between ALEVE® and placebo. There was no serious
gastrointestinal adverse event (bleeding or perforation) or any case of anaphylaxis.
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Table 1. Adverse events that occurred with ALEVE® (low dose short duration) with a frequency > 1% in

clinical trials.

ALEVE® Placebo

n=4623 n= 2659
(%) (%)

Gastrointestinal
Dyspepsia 1.9% 1.8%
Nausea 4.4 % 4.8%
Vomiting 1.8% 2.4%
Nervous System
Dizziness 2.0% 2.1%
Headache 4.9% 6.8%
Somnolence 2.4% 1.5%

Less Common Clinical Trial Adverse Drug Reactions (<1%0)

Gastrointestinal:
Constipation
Diarrhea

Other

Allergic reactions
Edema
Rash/pruritus
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Post-Market Adverse Drug Reactions

Table 2. The following post-marketing adverse drug reactions have been observed for OTC naproxen sodium
and/or solely for prescription dosages (higher dose and/or longer duration) of naproxen/naproxen sodium.

Immune system  Very rare Anaphylaxis/anaphylactoid reactions
< 0.01% and isolated reports
Blood Very rare hematopoietic disturbances (leukopenia,
<001%and isolated reports  thrombocytopenia, agranulocytosis, aplastic anemia,
eosinophilia, hemolytic anemia)
Psychiatric Very rare psychiatric disorders
< 0.01% and isolated reports
Nervous Common dizziness, headache, lightheadedness
>1% -<10%
Uncommon drowsiness, insomnia, somnolence
>01%-<1%
Very rare aseptic meningitis, cognitive dysfunction,
< 0.01% and isolated reports convulsions
Eye Very rare visual disturbance, corneal opacity, papillitis,
<001%and isolated reports  retrobulbar optic neuritis, papilledema
Ear& labyrinth Uncommon vertigo
>01%-<1%
Very rare hearing impairment, tinnitus
< 0.01% and isolated reports
Cardiac Very rare congestive heart failure, hypertension, pulmonary
< 0.01% and isolated reports edema
Vascular Very rare vasculitis
< 0.01% and isolated reports
Respiratory Very rare dyspnea, asthma, eosinophilic pneumonitis
< 0.01% and isolated reports
Gastrointestinal  Common dyspepsia, nausea, heartburn, abdominal pain
>1% -<10%
Uncommon diarrhea, constipation, vomiting
>01%-<1%
Rare peptic ulcers without or with bleeding or perforation,
20.01%-<0.1% gastrointestinal bleeding, hematemesis, melena
Very rare pancreatitis, colitis, aphthous ulcers, stomatitis,

< 0.01% and isolated reports

esophagitis, intestinal ulcerations
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Hepatobiliary

Very rare
< 0.01% and isolated
reports

hepatitis, icterus

Skin &
subcutaneous
tissue

Uncommon
>0.1%-<1%

exanthema (rash), pruritus, urticaria

Rare angioneurotic edema
>0.01%-<0.1%
Very rare alopecia (usually reversible), photosensitivity,

< 0.01% and isolated
reports

porphyria, exudative erythema multiforme, epidermal
necrolysis, erythema nodosum, fixed drug eruption,
lichen planus, pustular reaction, skin rashes, Systemic
Lupus Erythematosus, Stevens-Johnson syndrome,
photosensitivity reactions including porphyria cutanea
tarda (“pseudoporphyria”) or epidermolysis bullosa

Renal & urinary

Rare renal impairment
>0.01%-<0.1%
Very rare interstitial nephritis, renal papillary necrosis, nephrotic

< 0.01% and isolated
reports

syndrome, renal failure, renal disease

Pregnancy Very rare Induction of labour
< 0.01% and isolated
reports
Congenital Very rare Closure of ductus arteriosus, orofacial clefts as an

< 0.01% and isolated
reports

isolated report

Reproductive

Very rare
< 0.01% and isolated
reports

female infertility

General Rare peripheral edema, particular in patients with
disorders >0.01% - <0.1% hypertension or kidney failure, pyrexia
Investigations Very rare raised serum creatinine, abnormal liver function test

< 0.01% and isolated
reports

Severe allergic ADRs are very rare events, which are more likely to occur in subjects who have
experienced allergic reactions previously. In short term use of naproxen sodium occurrence of Gl
ulcers/bleeding/perforation are rare events.

The adverse drug reactions seen during short term use of naproxen sodium are normally mild and
disappear after discontinuing the drug. The most common ADRs for OTC naproxen sodium
and/or solely for prescription doses (higher dose and or longer duration) are dizziness, headache,
light-headedness, dyspepsia, nausea, heartburn, and abdominal pain. Uncommonly drowsiness,
insomnia, and skin rashes are encountered. Peripheral edemas are rare events. Other ADRs are
very rare and/or observed through isolated reports only. The adverse events are common to all
NSAIDs as a class; there is no adverse event that is specific for naproxen alone.
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DRUG INTERACTIONS

Overview
During short term use of naproxen sodium, interactions with the following medications could be
of clinical significance.

Drug-Drug Interactions
The drugs listed in table 3 are based on either drug interaction case reports or studies.

Table 3 - Established or | Effect Clinical comment
Potential Drug-Drug
Interactions Proper Name

Cyclosporine cyclospori_n _concentrations may increase, which could induce These patients should be monitored
nephrotoxicity adequately.

Lithium in some patients lithium concentrations may increase, which could These patients should be monitored
induce nausea, polydipsia, polyuria, tremor, confusion adequately

Methotrexate if weekly r_nethotrex_ate intake e>_<ceeds 15 mg, methotrexate ) These patients should be monitored
concentrations may increase which could induce blood dyscrasia, adequately
nephrotoxicity, mucosal ulcerations

NSAIDs adds to the risk of gastro-intestinal bleeding Should be avoided; however, effects

may be minimised by using the
lowest effective dose for the shortest
duration necessary.

Low dose ASA (81mg to 325mg Can add to the risk of gastro-intestinal bleeding Tgese F:altlents should be monitored

daily, for cardiovascular adequately

protection e.g. ASPIRIN®

81mg)

Anticoagulants adds to the risk of gastro-intestinal bleeding These patients should be monitored
adequately

Glucocorticoids adds to the risk of gastro-intestinal bleeding These patients should be monitored
adequately

Diuretics, antihypertensive drugs the dlu_repc and antihypertensive efficacy, particular in patients with | These patients shoulq be monlt(_)red

pre-existing nephropathy, may be reduced adequately. Concomitant use with

including ACE Inhibitors,

anti-diuretics may increase risk of
blockers

congestive heart failure.

In a recent (2005) American case-control study, labelled, short term use of OTC naproxen or
OTC ibuprofen was not associated with GI risk nor was there any detectable interaction with
ASA at this dose level; furthermore there was no difference between OTC naproxen or OTC
ibuprofen. An increased risk could be attributed with concomitant use of ASA and high dose
NSAIDs; however, the numbers of exposed cases were small.

Another recent (2006) American retrospective database study found an odds ratio of 2.07 (1.23 -
3.49) for GI complications with concomitant use of low dose ASA and OTC-dose naproxen; for
comparison, this ratio was 3.36 (2.36 — 4.80) in subjects taking OTC-dose ibuprofen and low
dose ASA; the corresponding ratio for naproxen as mono-therapy was 1.54 (1.04-2.28) which is
not significantly different from the combined therapy. The corresponding ratio for ibuprofen as
mono-therapy was 1.38 (1.07-1.78) which is significantly lower than the combined therapy of
ibuprofen and low dose ASA therapy.

Due to the nature of the study, information regarding the duration of naproxen and ibuprofen
intake could not be collected. The findings are consistent with previous study results indicating
increased Gl risk in patients taking OTC-NSAIDS for longer terms or prescription NSAIDs

Page 10 of 38

- 109-



while on low dose ASA.

Labelled, short term use of OTC naproxen together with low dose ASA was not associated with
a detectable Gl-risk; longer term use (mainly >10 days) of NSAIDs in OTC doses and
concomitant ASA can increase the relative risk a little, adding however only very little absolute
risk.

During short term use of naproxen sodium interactions of clinical significance do not seem to be
relevant for the following medications: antacids, antidiabetics, hydantoines, probenecid,
zidovudine.

Drug-Food Interactions

ALEVE® (Caplets): The absorption may be slightly delayed with a meal

ALEVE® Liquid Gels and ALEVE® Back and Body Pain (Capsules): Peak naproxen levels
were reached at 1.4 hours on an empty stomach and at 3.7 hours with a meal.

Drug-Herb Interactions
Interactions with herbal products have not been established

Drug-Laboratory Interactions

Naproxen sodium causes transient, dose-dependent modestly increased bleeding times. However,
these values often do not exceed the upper limit of the reference range. Naproxen sodium may
theoretically interfere with the urinary analyses of 17-ketogenic steroids and 5-hydroxy
indoleacetic acid (5 HIAA).

DOSAGE AND ADMINISTRATION

Dosing Considerations

e In self-medication, ALEVE® should only be used for a short term treatment period of up
to five days for pain and 3 days for fever. Otherwise a doctor should be consulted.

e Each dose should be swallowed with a full glass of water and can be taken fasting or with
meals and/or antacids. Absorption may be slightly delayed with meals.

e If symptoms change, a doctor should be consulted.

The recommended dosage should be adhered to unless directed by a doctor.

e ALEVE® is as safe on the stomach as Tylenol Extra Strength 500 mg and Advil 200mg
if the maximum daily dose and the recommended length of use for each product is not
exceeded.

e ALEVE® provides non-prescription pain relief that lasts up to 12 hours with 1 pill.

Recommended Dose and Dosage Adjustment

Adults (12-65 years): 1 caplet/capsule every 8 - 12 hours. For individuals over 65 years, 1
caplet/capsule every 12 hours. Do not take more than 2 caplets/capsules in a 24 hour period.
Drink a full glass of water with each dose.
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Under 12 years: Children under 12 should not take this drug. The safety in pediatric use has not
been established.

OVERDOSAGE

Significant overdose can be characterized by drowsiness, heartburn, indigestion, nausea and
vomiting. A few patients have experienced convulsions but it is not clear if these were naproxen
related. Some cases with acute, reversible renal failure have been described. It is not known what
dose of the drug would be life-threatening.

Should a patient ingest a large quantity of naproxen sodium the stomach may be emptied and
usual supportive measures like administration of activated charcoal employed. Hemodialysis
does not decrease the plasma concentration of naproxen because of the high degree of its protein
binding. There is no specific antidote.

ACTION AND CLINICAL PHARMACOLOGY

Mechanism of Action

Naproxen like all other nonsteroidal anti-inflammatory drugs (NSAIDs) is an analgesic,
antipyretic and anti-inflammatory medication. ALEVE® works at both the site of pain and
centrally. The principle mechanism of action relies on the inhibition of prostaglandin synthesis.
Prostaglandins are naturally occurring fatty acids derivates that are widely distributed in the
tissues, and are involved in the production of pain, fever and inflammation. NSAIDs inhibit
prostaglandin synthesis through inhibition of the cyclo-oxygenase enzymes. The anti-
inflammatory and analgesic activity of these drugs is based on the concept that prostaglandins
sensitize the tissues to pain- and inflammation-producing mediators and the antipyretic activity is
assumed to be due to inhibition of prostaglandin synthesis in the hypothalamus induced by
infectious states such as the common cold.

Pharmacodynamics

In low dose, that is < 660 mg naproxen sodium daily, the analgesic and anti-pyretic activities
prevail, while higher doses mostly are necessary for a full anti-inflammatory activity response.
Significant naproxen plasma levels and onset of pain relief can be obtained within 20 minutes of
intake.

Pharmacokinetics

Table 4 Summary of naproxen sodium’s pharmacokinetic parameters in healthy subjects

Single dose | Cmax tls AUC0-o Clearance I/h | Volume of
ug/mi hours ug/ml.h distribution (1)

220 mg 35 18 546 0.4 10.0

440 mg 66 18 1021 0.4 10.6

2x220mg |53 18.6 852 0.5 14.1
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Absorption: naproxen sodium promptly dissolves in the gastric juice to sodium and fine
particles of naproxen. Naproxen is rapidly and completely absorbed from the gastrointestinal
tract. The peak plasma level (Cmax) of 53-66 g/ml is reached approximately 1-1% hours after
intake of 440mg naproxen sodium. For ALEVE® (Caplets), food can slightly delay naproxen
absorption but not the extent, and for ALEVE® Liquid Gels and ALEVE® Back and Body Pain
(Capsules), food delays naproxen absorption. The Kinetics are dose linear up to 550 mg
naproxen sodium twice daily. Plasma concentrations of un-bound circulating naproxen, the
active component, of about 10 ng/ml exert analgesic action and correspond to a total naproxen
plasma concentration of 15 ug/ml.

Distribution: The volume of distribution of naproxen is small, about 0.1 I/kg. Steady-state
concentrations are obtained in two days, and no significant accumulation has been observed.
More than 99% of the circulating naproxen is albumin-bound.

Metabolism: Naproxen is either metabolised (cytochrome P450) to 6-0-desmethyl naproxen (6-
DMN) and conjugated to glucuronides or left un-metabolised. Naproxen does not induce
metabolizing enzymes.

Excretion: Naproxen and its metabolites are primarily excreted via the kidneys (>95%). The
elimination half-life of naproxen is about 14 hours. The rate of excretion has been found to
coincide closely with the rate of drug disappearance from plasma.

Special Populations and Conditions

Geriatrics: There is no evidence of differential metabolism or excretion in the elderly.
Gender: There is no evidence of differential metabolism or excretion between genders.

Hepatic Insufficiency: In case of severe hepatic insufficiency circulating albumin is decreased
giving rise to increased fractions of free and unbound naproxen.

Renal Insufficiency: In case of severe renal insufficiency protein binding is lower giving rise to
increased fractions of free and unbound naproxen. In patients with severely reduced glomerular
filtration, the rate of urinary excretion may be reduced. Naproxen, in contrast to its non-active
metabolite 6-DMN, is not cleared from the body during haemodialysis.

STORAGE AND STABILITY

ALEVE® (Caplets/Tablets): Store at room temperature (15 - 30°C).

ALEVE® Liquid Gels and ALEVE® Back and Body Pain (Capsules): Store at 20-25°C.

SPECIAL HANDLING INSTRUCTIONS

No special requirements
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DOSAGE FORMS, COMPOSITION AND PACKAGING

One caplet/tablet of ALEVE® contains naproxen sodium 220 mg, of which 20 mg is sodium.
The excipients consist of FD&C Blue No. 2, hypromellose, magnesium stearate, microcrystalline
cellulose, polyethylene glycol, povidone, titanium dioxide and talc. Packaging consists of:

e Clear polyvinyl chloride (PVC) blisters with aluminium foil backing packed into an outer
carton, containing 10 (1 blister of 10 caplets), 20 (2 blisters of 10 caplets) or 30 caplets (3
blisters of 10 caplets).

Opaque HDPE bottles containing 24, 50, 100 or 200 caplets packed into an outer carton.
Opaque HDPE bottles containing 250 caplets

Opaque HDPE bottles containing 10 tablets

Professional samples consisting of 1 aluminium sachet containing 1 caplet of naproxen
sodium 220 mg.

One capsule of ALEVE® Liquid Gels and ALEVE® Back and Body Pain contains naproxen
sodium 220 mg, of which 20 mg is sodium. The excipients consist of FD&C Blue No. 1, gelatin,
glycerin, hypromellose, lactic acid, mannitol, polyethylene glycol, povidone, propylene glycol,
sorbitan, sorbitol, titanium dioxide, water. Packaging consists of:

e Opaque HDPE bottles containing 20, 40, 80 or 160 capsules packed into an outer carton.
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PART Il: SCIENTIFIC INFORMATION

PHARMACEUTICAL INFORMATION

Drug Substance

Proper name:
Chemical name:
Molecular formula and molecular mass:

Structural formula:

CLINICAL TRIALS

Naproxen sodium
2-Napthaleneacetic acid, 6-methoxy —a -methyl-, sodium salt, (-).
C14H13NaO3, 252.24

%

CH,0

Physicochemical properties: Naproxen sodium is a white to creamy white, crystalline

solid, freely soluble in water with a melting point of about
255°C with decomposition.

The published trials regarding the efficacy of ALEVE® consist of 4 studies; three dental
extraction trials and 1 trial evaluating the efficacy for short term treatment of knee osteoarthritis.

Table 5: Summary of Patient Demographics for Published Clinical Trials

Study Ref. Trial desigh & Duration Dose (mg) Study subjects Mean Gender
Indication Indication ALEVE® & Comparator age M/F
(StD)
Kiersch DB, R, PC, SD 12 hours | ALEVE® 220 mg , 203 healthy subjects | 25 90/113
1993 Extraction of 1-2 Advil 200 mg, 7
molars Placebo
Fricke DB, R, PC, SD 12 hours | ALEVE® 440 mg, 201 healthy subjects | 24 77/124
1993 Extraction of 3-4 Advil 400 mg, 7
molars Placebo
Kiersch DB, R, PC, SD 12 hours | ALEVE® 440 mg, 226 healthy subjects | 24 102/124
1994 Extraction of 3-4 Tylenol Extra Strength 1000 (5)
molars mg,
Placebo
Schiff DB, R, PC, MD 7 days ALEVE® 440 mg daily 198 patients, 72 75/123
2004 [ Pain and stiffness of (220 mg morning & evening) | > 65 years (5)
knee osteoarthritis Advil 1200 mg knee osteoarthritis
daily (400 mg TID)
placebo

Study demographics and trial design
The dental study population consisted of young, healthy subjects that required extraction of 1 - 4
molars. The knee osteoarthritis (OA) patients were in good general health, of both sexes and any
race and had a mean age of 72 years. The diagnosis was verified by standard radiographic

criteria applicable for OA stage I-11l. All patients had episodic flare ups of OA with at least

moderate pain.
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Study results

Table 6:

Overview of Published Clinical Trial Results

Study | Endpoints Associated values and statistical significance for ALEVE"(A) ,
Comparator(C) and Placebo(P)
ALCEDVE Comparator | Placebo | Avs.C | Avs.P | Cvs. P
Kiersch | pain relief up to 12 hours TOTPAR* 21.3 17.8 6.0 NS| <0.001| <0.001
1993 | Onset of pain relief (median) 1h 2h| >12h NS| <0.001| <0.001
Time to re-medication (median) 9.4 h 8.0h 2h NS| <0.001| <0.001
Re-medication % 51 % 63 % 90 % NS| <0.001| <0.001
Fricke | pain relief up to 12 hours TOTPAR* 19.6 15.8 35 NS| <0.001| <0.001
1993 | Onset of pain relief (median) 0.7h 0.7h| >12h NS| <0.001| <0.001
Time to re-medication (median) 7h 6h 1.1h NS| <0.001| <0.001
Re-medication % 64 % 78% 95% | (=0.056) | <0.001| <0.001
Kiersch | pain relief up to 12 hours TOTPAR! 19.1 8.3 57| <0.001| <0.001 NS
1994 | Onset of pain relief (median) 2h 2h| >12h NS| <0.001| <0.001
Time to re-medication (median) 9.9h 3.1h 20h| <0.001| <0.001 NS
Re-medication % 56 % 90 % 90% | <0.001| <0.001 NS
Schiff | Ssymptom improvement on day 7:
2004 1. painatrest 0.8 0.8 05 NS| <0o05| Ns
« Pain on passive motion 0.9 0.9 0.6 NS <0.05 NS
o Pain on weight bearing 12 1.0 0.7 NS (=0.064) NS
«  Stiffness after rest 0.9 0.9 0.4 NS| <005 NS
« Day pain 1.0 1.0 0.4 NS| <001} <001
«  Night pain 1.0 0.8 0.5 NS| <005 NS
«  50-foot walk time 2.3s 19s 1.0s NS| <005 NS

s = second(s)
h = hour(s)

The dental pain model, i.e. tooth extraction model, is accepted as the model of choice to establish
analgesic efficacy and the results can be extrapolated to other pain states relevant for OTC
medication. The studies demonstrate that ALEVE® provides fast and effective pain relief.

For the short-term treatment of pain or stiffness of rheumatic or non-serious arthritic conditions
ALEVE® provides clear relief of such states. ALEVE® is clinically proven to relieve arthritis

pain. In the comparison ALEVE®/placebo and Advil®/placebo, ALEVE® was superior with

respect to alleviating pain experienced at night and stiffness after rest.

! Total pain relief (TOTPAR) is an integrated (summary) pain score where pain relief is assessed hourly and represented on a 5-point scale and
summed over a period of time (i.e.12 hours). The 5-point scale consists of a zero score representing no pain relief, 1= a little, 2=some, 3 = a lot
and 4=complete pain relief
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In dysmenorrhea ALEVE® compared to placebo demonstrated a significant superiority with
respect to total pain relief over 12 hours.

The ALEVE® safety data is derived from clinical trials and post-marketing experience.
ALEVE® is as safe on the stomach as Tylenol Extra Strength 500 mg and Advil 200mg if the
maximum daily dose and recommended length of use for each product is not exceeded. In the
clinical trials the safety profile was comparable to that of Advil, Tylenol Extra Strength and
placebo; the most common reactions were Gl upset and dizziness, occurring in a small
percentage of subjects, with no difference between placebo and active treatments. Serious
adverse reactions, like gastrointestinal bleeding or anaphylactic shock, were very rare events (<
0.01%) and occurred in the same degree in ALEVE® and Advil as well as Tylenol Extra
Strength treated subjects.

Overall, ALEVE® is an effective analgesic suitable for the treatment of common ailments
relevant for self-medication; ALEVE® relieves the daily pain and stiffness of arthritis. ALEVE®
relieves morning stiffness and arthritis pain at rest, on passive motion, on weight bearing, pain
experienced day or night due to arthritis.

Pivotal Comparative Bioavailability Study

A single dose, 2-way comparative bioavailability study of 2 x 220mg Aleve tablets (haproxen
sodium) and 2 x 220mg Aleve Liquid Gels and Aleve Back and Body Pain (Capsules) (naproxen
sodium) in 26 healthy male and female volunteers was conducted under fasted conditions. A
summary of the comparative bioavailability data is presented below:

Naproxen

(2 x 220mg naproxen sodium)®
From measured data

Geometric Mean

Arithmetic Mean (CV %)

ALEVE"” Liquid o
Gels and ALEVE o : :
Y% Ratio of Confidence

Parameter ':‘nlaEE\’/o%(S Fl?:icnk ggmg?) Geometric Means | Interval (90%o)

(Capsules) 220 mg
AUCt' 789789.9 778610.6 101.4 97.9-105.1
(ng.hr/mL) | 800415.7 (16.7) 795708.5 (21.4)
AUC, 838635.9 835610.5 100.4 97.9-103.0
(ng.hr/mL) | 851570.5 (18.0) 854934.0 (22.1)
Crmax 52342.3 57339.3 91.3 86.3-96.5
(ng/mL) 53378.26 (19.5) 57818.3 (12.6)
Trax 1.62, (72.8) 1.10 (55.0)
(h)
Ty, 18.60 (14.0) 18.55 (17.9)
(h)
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“ Aleve (naproxen sodium) Liquid Gels and Aleve (naproxen sodium) Back and Body Pain
220mg, liquid filled soft gelatin capsules

" Aleve (naproxen sodium) Tablets 220mg

€Expressed as the arithmetic mean (CV%) only

DETAILED PHARMACOLOGY
Please refer to Action and Clinical Pharmacology section above.

MICROBIOLOGY
N/A

TOXICOLOGY

The oral LDsg of the drug is 543 mg/Kkg in rats, 1234 mg/kg in mice, 4110 mg/kg in hamsters
and greater than 1000 mg/kg in dogs. No carcinogenic or embryotoxic properties were detected
and since the launch of naproxen in the beginning of the 1970's no experience or information has
been obtained that could indicate such properties.

Subacute and Chronic Oral Studies

In subacute and chronic oral studies with naproxen in a variety of species, the principle
pathologic effect was gastrointestinal irritation and ulceration. The lesions seen were
predominantly in the small intestine and ranged from hyperaemia to perforation and peritonitis.
Similar results have been reported with other non-steroidal anti-inflammatory agents such as
ibuprofen, phenylbutazone, ASA, indomethacin and mefenamic acid.

Nephropathy was seen occasionally in acute and subacute studies in rats, mice and rabbits at
high-dose levels of naproxen, but not in rhesus monkeys, miniature pigs or dogs. In the affected
species the pathologic changes occurred in the cortex and papilla. Some rats examined 14 days
after single oral doses of 230 mg/kg or more of naproxen evidenced necrotic areas of cortical and
papillary tissue. Tubular dilation (ectasia) occurred in rabbits dosed orally for 14 days with
200mg/kg/day or more of naproxen. An examination of unfixed renal tissue from rabbits so-
treated was conducted and revealed the presence of diffraction patterns similar to that of
crystalline naproxen. This suggests that the ectasia observed was a physical response to
deposition of excreted naproxen within the tubules.

In mice given oral doses of 120 mg/kg/day or more of naproxen for 6 months, the kidneys were
characterized by a low but non-dosage-related incidence of cortical sclerosis and papillary tip
necrosis. Chronic administration of high doses of naproxen to mice appears to be associated with
exacerbation of spontaneous murine nephropathy.

Rhesus monkeys were administered daily doses of 7, 20, or 60 mg/kg and the monkeys received
these daily doses for the next six months. No evidence of drug-related pathology was seen in this
study. In a 1 year study in rhesus monkeys at daily doses of 100, 140, 180 mg/kg renal lesions
consistent with those described for analgesic nephropathy were observed. The severity of the
lesions was generally dose related.
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A similar catalogue of renal responses has been reported in the laboratory animals treated with a
variety of non-steroidal anti-inflammatory agents.

A wide range of susceptibility to gastrointestinal lesions from administration of naproxen was
evident in the various species tested. For example, 30mg/kg/day was tolerated well by rats for 90
days, but the same dose was ulcerogenic when administered for 6 months. Rhesus monkeys and
miniature swine exhibited no significant pathology when dosed with naproxen at 45 mg/kg/day
for 30 days. This dose of naproxen was also tolerated by miniature swine without obvious
evidence of adverse effects when administered daily for 1 year. In rhesus monkeys doses as high
as 120 mg/kg/day (60 mg/kg b.i.d.) for 6 months produced no clinical or histopathological
evidence of gastrointestinal irritation although occult blood in the feces occurred more frequently
in these animals compared to controls. Daily administration of naproxen to rhesus monkeys for
one year was associated with mild gastric irritation in a few animals receiving 100, 140 or 180
mg/kg. In rabbits the maximum tolerated repeated oral dose is 80 to 100 mg/kg/day. Mice
survived oral daily doses of 240 mg/kg/day for 6 months. In dogs, on the other hand, 5.0
mg/kg/day approaches the maximum tolerated dose. This peculiar canine susceptibility to
gastrointestinal effects of non-steroidal anti-inflammatory agents has also been shown with
indomethacin and ibuprofen.

In dogs naproxen exhibits a considerably longer plasma half-life than it does in rats, guinea pigs;
miniature swine, monkeys, and man. The same observation has been made with ibuprofen in
dogs compared to rats and man. In addition, in the species listed, only the dog excretes
significant amounts of administered naproxen in the feces (50%). In the rat, guinea pigs,
miniature swine, monkey and man, 86-90% of the administered drug is excreted in the urine. The
suggested enteroheptic circulation of naproxen in the dog (as judged by fecal excretion) most
likely is a major factor in the susceptibility of the dog to gastrointestinal irritation by this
compound.

In subacute and chronic toxicity studies, other pathological changes were often seen which were
considered to be clearly secondary to the effects of naproxen on the gastrointestinal tract. These
consisted of peritoneal inflammation and adhesions, mesenteric lymphadenopathy, decreased
haemoglobin and hematocrit levels, leucocytosis, evidence of stimulated hematopoeisis and
elevated plasma glutamic oxaloacetic transaminase.

As noted above, gastrointestinal pathology in laboratory animals is a finding common to non-
steroidal anti-inflammatory agents.

Ophthalmic examinations were made in the two year rat study and the one year monkey study.
No eye changes considered to be drug related were noted except for the observation of pale irides
in the rats. This was secondary to anemia as a result of gastrointestinal blood loss and did not
represent a toxic effect of naproxen on the eye.

Plasma levels of naproxen were measured in monkeys dosed for one year with 100, 140 or 180
mg/kg/day naproxen. Plasma levels after 1 week of dosing were not significantly different form
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those after 12 months of dosing. As judged by these results there was no evidence of
tachyphylaxis or accumulation over the 1 year dosing period.

Moderate weight loss of the male secondary sex glands occurred in some studies in naproxen-
treated rats and dogs. Histopathologically the affected glands in some instances exhibited
atrophic and/or hypoplastic changes characterized by decreased secretory material. A possible
estrogenic action of naproxen as a causative factor seems highly unlikely since in standard
bioassay procedures the drug exhibited no estrogenic activity.

Daily doses of naproxen as high as 30 mg/kg administered for 60 days before mating had no
effect on fertility and reproductive performance of male rats. These results reflect the
physiological integrity of the entire male reproductive apparatus after administration of naproxen
throughout the spermatogenic cycle.

Teratology
In embryotoxicity studies no skeletal or visceral anomalies or pathologic changes were induced

in the fetuses of pregnant rats and rabbits treated during organogenesis with daily oral doses of
naproxen up to 20 mg/kg nor in mice similarly treated with 30 or 50 mg/kg. In these studies there
were also no significant differences from controls in the number of live fetuses, resorptions, fetal
weights or ano-genital distances. In another mouse study no malformations were observed with
administration of 60 or 120 mg/kg of naproxen although there was a slight reduction in numbers
of live fetuses in both dose groups and in fetal body weight in the high dose group.

Reproductive Studies

Daily oral administration of 15, 30 or 60 mg/kg of naproxen to female rabbits from 2 weeks
before mating until day 20 of pregnancy did not affect fertility, gestation, or the numbers of live
fetuses.

In a peri- and post-natal study in rats, oral doses of naproxen up to 20 mg/kg administered daily
during the last part of pregnancy through weaning did not result in adverse effects in viability of
pups, lactation index, sex ratio or weight gain of offspring. However, there was a slight increase
in gestation length at the 10 and 20 mg/kg dose levels; and, at the 10 mg/kg dose level, there was
a significant increase in stillbirths.

The mechanism of this phenomenon in the rats is not entirely clear at present. It is possible that
difficulties in delivery in naproxen-treated rats reflect a general underlying maternal debility
induced by increased susceptibility of the pregnant animals to gastrointestinal ulceration and
subsequent peritonitis. Such an observation has been reported with ibuprofen. Pregnant animals
were reported to be 9 times more susceptible to the ulcerogenic effects of that compound than
were non-pregnant animals. Similarly, with naproxen, gastrointestinal lesions in non-pregnant
paired drug-treated controls were found to occur less frequently and were less extensive than
those in pregnant rates treated daily from day 15 of pregnancy through term.

More recent evidence, however, suggests that inhibition of prostaglandin synthesis by non-
steroidal anti-inflammatory compounds may be related to decreased uterine contractility. Thus,
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the onset of labour in a rat model system can be delayed with naproxen administration without
causing maternal or fetal deaths in excess of that seen in controls. Since it has been shown that
naproxen inhibits prostaglandin synthesis in vitro, it has been suggested that the effects of
naproxen on uterine contractility are mediated through that mechanism.

Maternal and fetal deaths seen in naproxen-treated rats were, therefore, apparently related to
dystocia rather than to a direct toxic effect of the compound. Naproxen is not unique in this
regard since comparable results were obtained in the rat with other commonly used non-steroidal
anti-inflammatory agents (ASA, indomethacin, mefenamic acid and phenylbutazone). Similar
results have been suggested in reports of other animal studies with ibuprofen.

In a fertility and reproduction study in mice, the dams were dosed daily with 12, 36 or 108 mg/kg
from 14 days prior to mating through weaning. At the highest dose level, there was an increase in
maternal deaths which was reflected in decreased 21 day survival and lactation indices. There
were no other changes in the parameters examined. In a similar study in rats, daily doses were 2,
10 or 20 mg/kg from 14 days before mating through weaning. Other than decreased survival to
weaning which appeared due to poor maternal care in pups born to high dose dams, there were
no differences between control and treated groups. One mid and one high dose dam died during
labour due to delayed parturition.

The toxicity of naproxen in juvenile animals was compared to that in adult animals. The results
of single oral dose LDsg studies in weanling rats and mice, run simultaneously with studies in
adult animals, revealed no significant differences in the values obtained with mature and
immature animals of both species.

An additional study with juvenile mice consisted of two parts. Weaning animals were treated
daily for one month wit a pediatric formulation of naproxen. At the end of the treatment period a
portion of the animals were examined for pathologic changes. The remaining animals were
allowed to reach maturity and breed.

The usual gastroenteropathy characteristic for non-steroidal anti-inflammatory agents was
observed in some high dose (135 mg/kg) mice. Naproxen administration for the first post-
weaning month of life did not compromise in any way the later fertility or reproductive capacity
of mice so-treated.

Mutagenicity
Mutagenicity tests were performed with naproxen using 5 strains of bacteria and one of yeast.

The test was carried out with and without mammalian microsomal activation. Naproxen was also
tested in the mouse lymphoma assay. Naproxen was not mutagenic.

Carcinogenecity
To evaluate the carcinogenic potential of naproxen, the compound was administered in the feed
to rats for up to 2 years. Naproxen did not reveal any carcinogenic potential in rats.
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PART I1I: CONSUMER INFORMATION

ALEVE®
(Naproxen Sodium Tablets, USP, 220 mg)

This leaflet is part 111 of a three-part ""Product Monograph™
published when ALEVE® was approved for sale in Canada
and is designed specifically for Consumers. This is a summary
and will not tell you everything about ALEVE®. Contact your
doctor or pharmacist if you have any questions about the drug.

ABOUT THIS MEDICATION

What the medication is used for:

Trust ALEVE® for providing fast and effective relief of pain such
as arthritis pain and pain of inflammation. ALEVE® relieves
arthritic conditions such as stiffness, pain experienced day or night
due to arthritis or stiffness of rheumatic conditions. ALEVE® also
relieves joint and body pain, muscular ache, muscle sprains and
strains, backache, minor aches, headaches, migraine pain,
menstrual cramps, pain of minor surgery, toothaches, pain of
dental extractions, pain associated with the common cold and
reduces fever. Clinical studies show long lasting relief for up to 12
hours.

What it does:

ALEVE® is a pain reliever and fever reducer. ALEVE® works
both at the site of pain and in your central nervous system.
ALEVE® starts to work fast and treats pain where it starts.

When it should not be used:
Do not take ALEVE® if you:
e are allergic to naproxen, naproxen sodium, or any
ingredient in the formulation
o are allergic to acetylsalicylic acid (ASA), other salicylates
or other non-steroidal anti-inflammatory drugs (NSAIDs)
e have an active peptic ulcer, a history of recurrent
ulceration, or active gastrointestinal bleeding
have inflammatory bowel disease
have liver disease (active or severe)
have kidney disease (severe or worsening)
are in your third trimester of pregnancy

What the medicinal ingredient is:
Naproxen sodium 220 mg

What the important non-medicinal ingredients are:

FD&C Blue No. 2, hypromellose, magnesium stearate,
microcrystalline cellulose, polyethylene glycol, povidone, titanium
dioxide and talc

What dosage forms it comes in:
ALEVE® comes in 220mg Caplets and Tablets

WARNINGS AND PRECAUTIONS

BEFORE you use ALEVE® talk to your doctor or pharmacist
if you have or have had:
e asthma or a similar respiratory illness
e nasal polyps
e itchy skin and hives
e history of gastrointestinal disease
e high blood pressure
e ablood clotting disorder
e heart disease/failure
e any other serious disease
OR if you are:
e trying to conceive
e inyour first or second trimester of pregnancy
e are nursing

INTERACTIONS WITH THIS MEDICATION

BEFORE you use ALEVE® talk to your doctor or pharmacist
if are taking any other drug especially:

e Anticoagulants (to decrease blood clotting)
e  Antihypertensive drugs for your heart (including ACE
inhibitors and beta-blockers)
Diuretics (“water pills”)
Cyclosporine
Glucocorticoids
Lithium
Methotrexate
low dose ASA for doctor supervised daily preventative
therapy (e.g. ASPIRIN® 81mg)
e NSAIDs or other pain medications (e.g. ibuprofen,
acetaminophen)
Taking ALEVE® with a meal may slightly delay its absorption.

PROPER USE OF THIS MEDICATION

Usual dose:

Adults (12-65 years): 1 caplet/tablet every 8 - 12 hours. Adults
over 65 years 1 caplet/tablet every 12 hours. Do not take more
than 2 caplets/tablets in a 24 hour period. Drink a full glass of
water with each dose. Do not use in children under 12 years.
Consult a doctor if fever lasts more than 3 days or pain lasts
longer than 5 days or if your symptoms change.

Overdose:

In case of drug overdose, contact a healthcare practitioner (or
doctor), hospital emergency department or regional poison control
centre, even if there are no symptoms.
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SIDE EFFECTS AND WHAT TO DO ABOUT THEM

Like all medicines, ALEVE® may occasionally produce unwanted
side effects. Stop use and contact a doctor or pharmacist if you
experience: heartburn, nausea, vomiting, ringing or buzzing in the
ears, bloating, diarrhea or constipation.

This is not a complete list of side effects. For any unexpected
effects while taking ALEVE®, contact your doctor or pharmacist.

SERIOUS SIDE EFFECTS AND WHAT TO DO ABOUT

THEM

Stop use and get emergency medical attention IMMEDIATELY if
you experience: difficulty breathing, facial swelling, hives, rash or
itching.

Stop use and contact a doctor or pharmacist if you experience:
black stools, severe abdominal pain, any change in vision or fluid
retention.

If you become drowsy, dizzy or lightheaded do not drive or
operate machinery and contact your doctor or pharmacist.

HOW TO STORE IT

® CAUTION: This package contains enough drug to seriously
harm a child. Keep out of children’s reach.

Store at 15-30°C (59-86°F).

REPORTING SUSPECTED SIDE EFFECTS
You can help improve the safe use of health products for
Canadians by reporting serious and unexpected side effects to
Health Canada. Your report may help to identify new side
effects and change the product safety information.
3 ways to report:
e  Online at MedEffect (http://hc-sc.gc.ca/dhp-
mps/medeff/index-eng.php);
e By calling 1-866-234-2345(toll-free);
e By completing a Consumer Side Effect Reporting Form
and sending it by:
- Faxto 1-866-678-6789 (toll-free), or
- Mail to: Canada Vigilance Program
Health Canada, Postal Locator 0701E
Ottawa, ON K1A 0K9

Postage paid labels and the Consumer Side Effect
Reporting Form are available at MedEffect (http://hc-
sc.gc.ca/dhp-mps/medeff/index-eng.php).

NOTE: Contact your health professional if you need
information about how to manage your side effects. The
Canada Vigilance Program does not provide medical advice.

MORE INFORMATION

This document plus the full product monograph, prepared for
health professionals can be found at:
http://www.bayer.ca.

This leaflet was prepared by Bayer Inc.
Last revised: January 8" 2015

®ALEVE and Strength To Last Up To 12 Hours are trademarks
of Bayer Consumer Care AG, used under licence. Bayer Inc.,
Toronto, Ontario MOW 1G6.

®Bayer, Bayer Cross and ASPIRIN are registered trademarks of
Bayer AG, used under licence.

www.aleve.ca

© 2015, Bayer Inc.
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PART I1I: CONSUMER INFORMATION

ALEVE® Liquid Gels
(Naproxen Sodium Capsules, 220 mg)

This leaflet is part 111 of a three-part ""Product Monograph™
published when ALEVE® Liquid Gels was approved for sale
in Canada and is designed specifically for Consumers. This is a
summary and will not tell you everything about ALEVE®
Liquid Gels. Contact your doctor or pharmacist if you have
any questions about the drug.

ABOUT THIS MEDICATION

What the medication is used for:

Trust ALEVE® Liquid Gels for providing fast and effective relief
of pain such as arthritis pain and pain of inflammation.
ALEVE®LIQUID GELS relieves arthritic conditions such as
stiffness, pain experienced day or night due to arthritis or stiffness
of rheumatic conditions. ALEVE® Liquid Gels also relieves joint
and body pain, muscular ache, muscle sprains and strains,
backache, minor aches, headaches, migraine pain, menstrual
cramps, pain of minor surgery, toothaches, pain of dental
extractions, pain associated with the common cold and reduces
fever. Clinical studies show long lasting relief for up to 12 hours.

What it does:

ALEVE® Liquid Gels is a pain reliever and fever reducer.
ALEVE® Liquid Gels works both at the site of pain and in your
central nervous system. ALEVE® Liquid Gels starts to work fast
and treats pain where it starts.

When it should not be used:
Do not take ALEVE® Liquid Gels if you:
e are allergic to naproxen, naproxen sodium, or any
ingredient in the formulation
e are allergic to acetylsalicylic acid (ASA), other salicylates
or other non-steroidal anti-inflammatory drugs (NSAIDs)
e have an active peptic ulcer, a history of recurrent
ulceration, or active gastrointestinal bleeding
have inflammatory bowel disease
have liver disease (active or severe)
have kidney disease (severe or worsening)
are in your third trimester of pregnancy

What the medicinal ingredient is:
Naproxen sodium 220 mg

What the important non-medicinal ingredients are:

FD&C Blue No. 1, gelatin, glycerin, hypromellose, lactic acid,
mannitol, polyethylene glycol, povidone, propylene glycol,
sorbitan, sorbitol, titanium dioxide, water

What dosage forms it comes in:
Capsule: 220 mg

WARNINGS AND PRECAUTIONS

BEFORE you use ALEVE® Liquid Gels talk to your doctor
or pharmacist if you have or have had:
e asthma or a similar respiratory illness
e nasal polyps
e itchy skin and hives
e history of gastrointestinal disease
e high blood pressure
e ablood clotting disorder
e heart disease/failure
e any other serious disease
OR if you are:
e trying to conceive
e inyour first or second trimester of pregnancy
e are nursing

INTERACTIONS WITH THIS MEDICATION

BEFORE you use ALEVE® Liquid Gels talk to your doctor
or pharmacist if are taking any other drug especially:

e Anticoagulants (to decrease blood clotting)
e  Antihypertensive drugs for your heart (including ACE
inhibitors and beta-blockers)
Diuretics (“water pills”)
Cyclosporine
Glucocorticoids
Lithium
Methotrexate
low dose ASA for doctor supervised daily preventative
therapy (e.g. ASPIRIN® 81mg)
e NSAIDs or other pain medications (e.g. ibuprofen,
acetaminophen)
Taking ALEVE® Liquid Gels with a meal will delay its
absorption.

PROPER USE OF THIS MEDICATION

Usual dose:

Adults (12-65 years): 1 capsule every 8 - 12 hours. Adults over
65 years 1 capsule every 12 hours. Do not take more than 2
capsules in a 24 hour period. Drink a full glass of water with each
dose. Do not use in children under 12 years. Consult a doctor if
fever lasts more than 3 days or pain lasts longer than 5 days or if
your symptoms change.

Overdose:

In case of drug overdose, contact a healthcare practitioner (or
doctor), hospital emergency department or regional poison control
centre, even if there are no symptoms.
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SIDE EFFECTS AND WHAT TO DO ABOUT THEM

Like all medicines, ALEVE® Liquid Gels may occasionally
produce unwanted side effects. Stop use and contact a doctor or
pharmacist if you experience: heartburn, nausea, vomiting, ringing
or buzzing in the ears, bloating, diarrhea or constipation.

This is not a complete list of side effects. For any unexpected
effects while taking ALEVE® Liquid Gels, contact your doctor or
pharmacist.

SERIOUS SIDE EFFECTS AND WHAT TO DO ABOUT
THEM

Stop use and get emergency medical attention IMMEDIATELY if
you experience: difficulty breathing, facial swelling, hives, rash or
itching.

Stop use and contact a doctor or pharmacist if you experience:
black stools, severe abdominal pain, any change in vision or fluid
retention.

If you become drowsy, dizzy or lightheaded do not drive or
operate machinery and contact your doctor or pharmacist.

HOW TO STORE IT

® CAUTION: This package contains enough drug to seriously
harm a child. Keep out of children’s reach.

Store at 20-25°C

REPORTING SUSPECTED SIDE EFFECTS
You can help improve the safe use of health products for
Canadians by reporting serious and unexpected side effects to
Health Canada. Your report may help to identify new side
effects and change the product safety information:
3 ways to report:
e  Online at MedEffect (http://hc-sc.gc.ca/dhp-
mps/medeff/index-eng.php);
By calling 1-866-234-2345 (toll-free), or
By completing a Consumer Side Effect Reporting Form
and sending it by:
- Faxto 1-866-678-6789 (toll-free), or
- Mail to: Canada Vigilance Program
Health Canada, Postal Locator 0701E
Ottawa, ON K1A 0K9

e Postage paid labelsand the Consumer Side Effect
Reporting Form are available at MedEffect (http://hc-
sc/gc/ca/dhp-mps/medeff/index-eng.php)

NOTE: Contact your health professional if you need
information about how to manage your side effects. The
Canada Vigilance Program does not provide material advice.

MORE INFORMATION

This document plus the full product monograph, prepared for
health professionals can be found at:

http://www.bayer.ca.

This leaflet was prepared by Bayer Inc.

Last revised: January 8", 2015

®ALEVE and Strength To Last Up To 12 Hours are trademarks
of Bayer Consumer Care AG, used under licence. Bayer Inc.,
Consumer Care Toronto, Ontario M9W 1G6.

®Bayer, Bayer Cross and ASPIRIN are registered trademarks of
Bayer AG, used under licence.

www.ALEVE.ca

© 2015, Bayer Inc.
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PART I1I: CONSUMER INFORMATION

ALEVE® Back and Body Pain
(Naproxen Sodium Capsules, 220 mg)

This leaflet is part 111 of a three-part "Product Monograph™
published when ALEVE® Back and Body Pain was approved
for sale in Canada and is designed specifically for Consumers.
This is a summary and will not tell you everything about
ALEVE® Back and Body Pain. Contact your doctor or
pharmacist if you have any questions about the drug.

ABOUT THIS MEDICATION

What the medication is used for:

Trust ALEVE® Back and Body Pain for providing fast and
effective relief of pain such as body pain, muscular ache, muscle
sprains and strains, backache, minor aches, headaches, and
migraine pain.

ALEVE® Back and Body Pain also relieves arthritis pain and pain
of inflammation, arthritic conditions such as stiffness, pain
experienced day or night due to arthritis or stiffness of rheumatic
conditions, joint pain, menstrual cramps, pain of minor surgery,
toothaches, pain of dental extractions, pain associated with the
common cold and reduces fever. Clinical studies show long lasting
relief for up to 12 hours.

What it does:

ALEVE® Back and Body Pain is a pain reliever and fever reducer.
ALEVE® Back and Body Pain works both at the site of pain and
in your central nervous system. ALEVE® Back and Body Pain
starts to work fast and treats pain where it starts.

When it should not be used:
Do not take ALEVE® Back and Body Pain if you:
e are allergic to naproxen, naproxen sodium, or any
ingredient in the formulation
e are allergic to acetylsalicylic acid (ASA), other salicylates
or other non-steroidal anti-inflammatory drugs (NSAIDs)
e have an active peptic ulcer, a history of recurrent
ulceration, or active gastrointestinal bleeding
have inflammatory bowel disease
have liver disease (active or severe)
have kidney disease (severe or worsening)
are in your third trimester of pregnancy

What the medicinal ingredient is:
Naproxen sodium 220 mg

What the important non-medicinal ingredients are:

FD&C Blue No. 1, gelatin, glycerin, hypromellose, lactic acid,
mannitol, polyethylene glycol, povidone, propylene glycol,
sorbitan, sorbitol, titanium dioxide, water

What dosage forms it comes in:
Capsule: 220 mg

WARNINGS AND PRECAUTIONS

BEFORE you use ALEVE® Back and Body Pain talk to your
doctor or pharmacist if you have or have had:
e asthma or a similar respiratory illness
e nasal polyps
e itchy skin and hives
e history of gastrointestinal disease
e high blood pressure
e ablood clotting disorder
[ ]
[ ]
f

heart disease/failure
any other serious disease
OR if you are:
e trying to conceive
e inyour first or second trimester of pregnancy
e are nursing

INTERACTIONS WITH THIS MEDICATION

BEFORE you use ALEVE® Back and Body Pain talk to your
doctor or pharmacist if are taking any other drug especially:

e Anticoagulants (to decrease blood clotting)
e Antihypertensive drugs for your heart (including ACE
inhibitors and beta-blockers)
Diuretics (“water pills”)
Cyclosporine
Glucocorticoids
Lithium
Methotrexate
low dose ASA for doctor supervised daily preventative
therapy (e.g. ASPIRIN® 81mg)
e NSAIDs or other pain medications (e.g. ibuprofen,
acetaminophen)
Taking ALEVE® Back and Body Pain with a meal will delay its
absorption.

PROPER USE OF THIS MEDICATION

Usual dose:

Adults (12-65 years): 1 capsule every 8 - 12 hours. Adults over
65 years 1 capsule every 12 hours. Do not take more than 2
capsules in a 24 hour period. Drink a full glass of water with each
dose. Do not use in children under 12 years. Consult a doctor if
fever lasts more than 3 days or pain lasts longer than 5 days or if
your symptoms change.

Overdose:
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In case of drug overdose, contact a healthcare practitioner (or
doctor), hospital emergency department or regional poison control
centre, even if there are no symptoms.

SIDE EFFECTS AND WHAT TO DO ABOUT THEM

Like all medicines, ALEVE® Back and Body Pain may
occasionally produce unwanted side effects. Stop use and contact a
doctor or pharmacist if you experience: heartburn, nausea,
vomiting, ringing or buzzing in the ears, bloating, diarrhea or
constipation.

This is not a complete list of side effects. For any unexpected
effects while taking ALEVE® Back and Body Pain, contact your
doctor or pharmacist.

SERIOUS SIDE EFFECTS AND WHAT TO DO ABOUT

THEM

Stop use and get emergency medical attention IMMEDIATELY if
you experience: difficulty breathing, facial swelling, hives, rash or
itching.

Stop use and contact a doctor or pharmacist if you experience:
black stools, severe abdominal pain, any change in vision or fluid
retention.

If you become drowsy, dizzy or lightheaded do not drive or
operate machinery and contact your doctor or pharmacist.

HOW TO STORE IT

® CAUTION: This package contains enough drug to seriously
harm a child. Keep out of children’s reach.

Store at 20-25°C

REPORTING SUSPECTED SIDE EFFECTS
You can help improve the safe use of health products for
Canadians by reporting serious and unexpected side effects to
Health Canada. Your report may help to identify new side
effects and change the product safety information:
3 ways to report:
e  Online at MedEffect (http://hc-sc.gc.ca/dhp-
mps/medeff/index-eng.php);
By calling 1-866-234-2345 (toll-free), or
By completing a Consumer Side Effect Reporting Form
and sending it by:
- Faxto 1-866-678-6789 (toll-free), or
- Mail to: Canada Vigilance Program
Health Canada, Postal Locator 0701E
Ottawa, ON K1A 0K9

e Postage paid labelsand the Consumer Side Effect
Reporting Form are available at MedEffect (http://hc-
sc/gc/ca/dhp-mps/medeff/index-eng.php)

NOTE: Contact your health professional if you need
information about how to manage your side effects. The
Canada Vigilance Program does not provide material advice.

MORE INFORMATION

This document plus the full product monograph, prepared for
health professionals can be found at:

http://www.bayer.ca.

This leaflet was prepared by Bayer Inc.

Last revised: January 8", 2015

®ALEVE and Strength To Last Up To 12 Hours are trademarks
of Bayer Consumer Care AG, used under licence. Bayer Inc.,
Consumer Care Toronto, Ontario MOW 1G6.

®Bayer, Bayer Cross and ASPIRIN are registered trademarks of
Bayer AG, used under licence.

www.ALEVE.ca

© 2015, Bayer Inc.
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EXECUTIVE SUMMARY

This submission to the New Zealand Medicines Classification Committee seeks
rescheduling of naproxen sodium 275 mg oral solid dose forms from the current
classification of Pharmacy Medicine to General Sales Medicine. Solid dose
forms containing 275 mg of naproxen sodium effectively deliver 250 mg naproxen
as the sodium salt.

The indications proposed for naproxen sodium 275 mg solid dose forms as
General Sales Medicines are effective in the temporary relief of pain and/or
inflammation associated with:
e headache
migraine headache
tension headache
muscular pain
period pain
dental pain
back pain
arthritic pain
pain associated with sprains and strains
aches and pains associated with cold and flu
joint pain
tendonitis
Reduces fever.

The proposed dosage is take 2 tablets, followed by one tablet every 6 — 8 hours
as required. The total daily dosage should not exceed 5 tablets. Note that
further dosing is on an “as required” basis, maintaining the OTC principle of only
taking as much medicine as needed. The concept of a loading dose followed by
a single tablet treatment is established for NSAID-type analgesics in New
Zealand, and this proposal introduces nothing new to the market in this regard.

The classification sought for naproxen is (changes from current are in blue):-

Naproxen, except when specified elsewhere in this Prescription
schedule
Naproxen, in solid dose form containing 250 mg or less Pharmacy Only

per dose form in packs of more than 25 but not
more than 30 tablets or capsules, or if the daily
dose exceeds 1.25 grams or if not sold in the
manufacturer’s original pack
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Naproxen, in solid dose form for oral use containing General Sale

250 mg or less per dose form with a
recommended daily dose of not more than

1.25 grams and when sold in the manufacturer’s
original pack containing not more than 25 tablets
or capsules

The intention is to create a general sales category of naproxen solid dose forms
up to 250 mg that is equivalent to the current general sales category for ibuprofen
tablets or capsules. The Medicines Classification Committee has indicated that
a 5 day supply is appropriate for an OTC analgesic and the proposed pack size is
consistent with this view.

A similar proposal will be submitted in Australia.

There has been a trend in New Zealand over the last decade or so towards
lighter regulation for OTC NSAIDs that has included less restrictive
classifications, broadening allowed indications, increasing OTC strengths and
increasing allowed pack sizes. This proposal is a natural progression of that
trend.

Being mindful of the imminent arrival of ANZTPA and taking into account the
warnings required for ibuprofen in New Zealand and the warnings likely to be
required in Australia in the near future (RASML 6), the following warnings are
proposed for naproxen as a general sales pain medicine in New Zealand
(changes from the current ibuprofen requirements are highlighted):-

Do not use in children under 6 years old except on doctor's advice.
Do not use this product if you are aged 65 years or over except on
doctor's advice.

Do not use if you have a stomach ulcer.

Do not use if you have heart failure.

Do not use if you have kidney problems or impaired renal function.
Do not use if you have asthma except on doctor's advice.

[Do not use if you are allergic to aspirin or ibuprofen except on
doctor's advice]. Warning to be deleted

Do not use if you are allergic to naproxen or other anti-
inflammatory medicines.

If you get an allergic reaction, stop taking and see your doctor.

Do not use for more than a few days at a time except on doctor's
advice.’

Do not exceed the recommended dose. Excessive use can be
harmful.

Do not use this product with other medicines containing naproxen,
aspirin or other anti-inflammatory medicines or with other

3-
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medicines you are taking regularly except on doctor's advice.

Do not use at all during the last 3 months of pregnancy.

Do not use [this product/insert name of the product] during the first
6 months of pregnancy, except on doctor's advice.

The fundamental premise of this proposal to reschedule naproxen is that
naproxen sodium 275 mg in a solid dose form is sufficiently similar to ibuprofen
200 mg in terms of efficacy and safety that the same classification should apply
to both substances.

Naproxen sodium 220 mg has been available in the United States of America, as
a general sales medicine, since 1994 under the trade name Aleve.

Naproxen sodium solid dose forms up to 275 mg would offer the consumer more
choice of analgesics at the general sales level. The pain category is hugely
diverse, treating many complaints and yet consumers have limited genuine
choice of analgesic. Naproxen sodium would offer consumers a new analgesic
compound with unique features and benefits:-

longer-lasting pain relief

less tablets per day

fast acting

toxicity comparable to placebo at OTC doses

Additionally, for current consumers of naproxen sodium 275 mg availability at
general sales level is very likely to deliver considerable cost savings.

Naproxen has a longer half-life than ibuprofen and so is expected to offer
consumers longer-lasting pain relief. This longer-lasting claim has previously
been approved for Aleve. This effect is reflected in the recommended dosing
schedules for the compounds — while ibuprofen 200 mg is recommended to be
taken every 4 — 6 hours, naproxen sodium is recommended to be taken every 6 —
12 hours. With this longer duration of action, use of naproxen for mild-to-
moderate analgesia may lead to the patient requiring fewer tablets per day or per
medication episode.

Naproxen sodium is fast-acting, having been shown to start working within 15
minutes.

Occurrences of moderate and severe adverse events with naproxen sodium in an
OTC setting were comparable to placebo with no statistically significant
differences recorded. The safety profile of the medicine for a < 10 day dosing
period was evaluated as “relatively good” is compatible with general sales
availability. Low rates of adverse event occurrences (0.003% per patient

4 -
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exposure) support the Bayer company assessment that “the benefit-risk balance
for naproxen sodium remains favourable”.

In November 1999 the Medicines Classification Committee considered that there
was no significant difference in safety between naproxen and ibuprofen with OTC
use and the classifications of ibuprofen 200 mg and naproxen 250 mg as
Pharmacy Medicines were aligned. The classifications have since diverged, with
ibuprofen becoming a General Sales Medicine, but this is attributed to the
reclassification of ibuprofen having been actively pursued rather than the MCC
moving away from its 1999 conclusion.

Studies in many different types of pain have all demonstrated that naproxen
sodium is at least as good as, if not more efficacious than, ibuprofen. Ibuprofen
is considered the “gold standard” against which other NSAIDs should be judged.
There is no detectable difference in the rate of adverse events for OTC dosages
of ibuprofen and naproxen, and the risk/benefit profiles of these two medicines in
the over-the-counter setting are essentially the same. This being the case,
rescheduling of naproxen 250 mg to the same classification as ibuprofen 200 mg
is justified.

In terms of efficacy, there are few differences between naproxen and diclofenac,
and it is accepted that both are suitable for the treatment of mild-to-moderate
pain. However, diclofenac potentially exposes the patient to additional
cardiovascular risk at any dosage above the maximum allowed over-the-counter
dosage, and may cause more liver-related adverse events. It appears warranted
that this medicine would have a more restrictive classification that naproxen
sodium, as is proposed by this submission.

Naproxen provides equivalent-to-superior pain relief compared to paracetamol,
and the pain relief provided is of longer duration. Adverse events are also
relatively similar for naproxen and paracetamol, more particularly for OTC-type
complaints requiring lower doses. Conversely, gastrointestinal adverse effects
are more commonly reported for naproxen with complaints such as osteoarthritis
that often require higher doses.

In summary, naproxen sodium at doses of 220 mg and higher has been
demonstrated as efficacious for various pain states, and a number of Health
Authorities around the world have concluded that naproxen sodium 220 mg or
275 mg is a safe and effective analgesic/antipyretic for OTC use. The rate and
severity of adverse events associated with OTC naproxen are similar to those
associated with placebo, and the available data indicates that this medicine
compares favourably with other analgesics available over-the-counter.
Specifically, the discussion above has demonstrated that naproxen sodium at
OTC strengths compares favourably with both ibuprofen and paracetamol.
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Reclassification of naproxen sodium 275 mg to General Sales Medicine is
justified on the basis that it appears very unlikely to expose the consumer to
additional risks compared to the analgesics currently available while offering
significant benefits such as extended duration of efficacy, rapid onset of action,
less frequent dosing, greater choice, more convenience and possible cost
reductions.

- 1%0-
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PART A

This submission to the New Zealand Medicines Classification Committee seeks
rescheduling of naproxen sodium 275 mg oral solid dose forms from the current
classification of Pharmacy Medicine to General Sales Medicine.

Solid dose forms containing 275 mg of naproxen sodium effectively deliver 250
mg naproxen as the sodium salt.

Al. Name of the Medicine

The International Non-Proprietary Name of the active ingredient to be reclassified
is naproxen sodium. The systematic (IUPAC) name for naproxen is (+)-(S)-2-(6-
methoxynaphthalen-2-yl) propanoic acid.

The proprietary or brand name is Naprogesic®.

- 151-
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A2. Name of the Company

This submission is made by:-
Bayer New Zealand Limited
Consumer Care Business Group
P. O. Box 2825
Auckland
Ph: (09) 443-3093

Contact: Ms. Daniela Westphal
Senior Brand Manager - Naprogesic

A3. Dose Forms, Strengths and Pack Sizes

The following existing registered product is proposed for reclassification:-

Naprogesic, naproxen sodium 275 mg film-coated tablets,
packs of 12 and 24

However, at an international level, Bayer has other brand names, other strengths
of naproxen sodium tablets and other pack sizes that may be encompassed by
this proposal in future. For example, naproxen sodium 220 mg tablets (Aleve®)
has previously been registered in New Zealand.

A4. Indications

A4.1 Proposed Indications

Naproxen sodium up to 275 mgq is proposed as a general sales medicine for all
mild-to-moderate (i.e. OTC) categories of pain management. Aleve tablets

- 18-
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(naproxen sodium 220 mg) were approved by Medsafe on 8 July 1999 as an
over-the-counter medicine (ultimately Pharmacy Only Medicine) with the
indications “For the short-term management of headache, toothache, muscular
ache, backache, minor pain of arthritis, dysmenorrhoea, minor aches and pain
associated with the common cold and reduction of fever.”

Other non-steroidal anti-inflammatory agents that have general sales status in
New Zealand currently are ibuprofen 200 mg and aspirin. It is appropriate to
consider the indications applied to these medicines in the general sales setting —
these are (taken from the current labelling for Nurofen caplets purchased 8
January 2013[2]):-

....... effective in the temporary relief of pain and/or inflammation
associated with:

e headache
migraine headache
tension headache
muscular pain
period pain
dental pain
sinus pain
back pain
arthritic pain

e cold and flu symptoms
Reduces fever.

Aspirin is approved for the additional indications of pain associated with sprains
and strains, joint pain and tendonitis also have approval for general sales - refer
approved labelling for Aspro tablets [3].

Naproxen sodium is approved as a prescription medicine for the following uses
(taken from the Synflex data sheet dated 3 October 2007 [1]):-

....... indicated for the treatment of:

e acute musculoskeletal disorders (such as sprains and
strains, direct trauma, lumbo-sacral pain, cervical
spondylitis, fibrositis, bursitis and tendonitis);
dysmenorrhoea, uterine pain following 1.U.D. insertion;
dental pain;
migraine headaches, prophylaxis and acute treatment;
rheumatoid arthritis, osteoarthritis, ankylosing spondylitis
and acute gout;

e juvenile arthritis
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Thus, the potential indications have been developed by combining the approved
indications for naproxen sodium and those established for general sales.

The indications proposed for naproxen sodium 275 mg solid dose forms as
General Sales Medicines are:-

....... effective in the temporary relief of pain and/or inflammation
associated with:

headache

migraine headache

tension headache

muscular pain

period pain

dental pain

back pain

arthritic pain

pain associated with sprains and strains
aches and pains associated with cold and flu
joint pain

tendonitis

Reduces fever.

A4.2 Proposed Dosage

The current Naprogesic dosage recommendation for dysmenorrhoea, as stated
on pack, is:-

At the first sign of period pain or menstrual bleeding (whichever
occurs first), take 2 tablets with food, followed by one tablet
every 6 — 8 hours as required. The total daily dosage should
not exceed 5 tablets.

This is essentially the same dosage currently recommended in the Synflex data
sheet for all other indications considered appropriate for the proposed general
sales medicine [1]:-

Adults

Acute musculoskeletal disorders

The recommended dosage is 550mg at once, then 275mg three or four times
daily as needed; most patients will require only seven days treatment but some
patients may require up to fourteen days treatment.

_{Ba.
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Dysmenorrhoea

The recommended dosage is 550mg initially followed by 275mg three or four
times daily as needed.

Acute treatment of migraine

The recommended dosage is 825mg (three 275mg tablets) at the first symptom
of an impending attack. An additional 275-550mg can be taken throughout the
day, if necessary, but not within 30 minutes of administration of the initial dose.
The total dose of 1375mg per day should not be exceeded.

Rheumatoid arthritis, osteoarthritis and ankylosing spondylitis
Maintenance dose is usually 550mg per day taken in two doses at 12-hour
intervals i.e. 275mg usually given with the morning meal and 275mg about 12
hours later. Dosage adjustment within the range 550-1100mg/day maintaining
12-hourly administration may be employed.

For the patient who requires 825mg per day and whose night-time pain and/or
morning stiffness are most troublesome, 550mg should be taken before retiring
and 275mg upon awakening. For the patient whose day-time pain and reduced
mobility are most troublesome, 550mg should be taken upon awakening and
275mg upon retiring.

While ultimately dosage will have to be evaluated and approved by Medsafe, the
current dosage recommendations for dysmenorrhoea appear suitable to
be applied to most indications proposed for the general sales medicine.

The key statement within the dosage recommendation is that further dosing is on
an “as required” basis, maintaining the OTC principle of only taking as much
medicine as needed.

Note that this dosage recommendation includes a loading dose of 2 tablets,
followed by a single tablet at 6 — 8 hour intervals up to a maximum of 5 tablets
per day. This dosage recommendation is very similar to that currently
recommended for ibuprofen 200 mg tablets (2 tablets initially, followed by one
tablet every 4 — 6 hours up to a maximum of 6 tablets [2]). There has been
discussion within the pharmaceutical/medicinal community in the past that
consumers perceive they should always take 2 tablets for OTC analgesics.
However, as ibuprofen has been available in New Zealand as a General Sales
Medicine since 2004, it is apparent that the concept of a loading dose followed by
a single tablet treatment is well established for NSAID-type analgesics in New
Zealand at the moment, and this proposal for naproxen sodium introduces
nothing new to the market in this regard.
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A5. Classification

A5.1 Current Classification

The current classification of naproxen, taken from the Medsafe Web site on 8
January 2013, is:-

Naproxen, except when specified elsewhere in this Prescription
schedule

Naproxen, in solid dose form containing 250 mg or less Pharmacy Only
per dose form in packs of not more than 30 tablets
or capsules

This Pharmacy Only Medicine classification was recommended by the Medicines
Classification Committee at its November 1999 meeting, and subsequently
enacted by Gazette notice. Thus, the medicine has been sold as a Pharmacy
Medicine in New Zealand for 13 years without providing cause for concern,
suggesting that consumers can use this medicine effectively and safely with
minimal supervision from a healthcare professional.

The fundamental premise of this proposal to reschedule naproxen is that
naproxen 250 mg is sufficiently similar to ibuprofen 200 mg in terms of efficacy
and safety that the same classifications can be applied to both substances.
Thus, comparison of the current classifications of ibuprofen and naproxen is
instructive:-

The current classification of ibuprofen, taken from the Medsafe Web site on 8
January 2013, is:-

Ibuprofen, except when specified elsewhere in this Prescription
schedule

Ibuprofen, for oral use in tablets or capsules containing up  Restricted
to 400 mg per dose form and in packs containing
not more than 50 dose units and that have received
the consent of the Minister or the Director-General to
their distribution as restricted medicines and that are
sold in the manufacturer’s original pack labeled for
use by adults and children over 12 years of age
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Ibuprofen, for oral use in liquid form with a recommended Pharmacy Only
daily dose of not more than 1.2 grams for the relief
of pain and reduction of fever or inflammation when
sold in the manufacturer’s original pack containing
not more than 8 grams;
for oral use in solid dose form containing not more
than 200 mg per dose form and with a recommended
daily dose of not more than 1.2 grams when sold in
the manufacturer’s original pack containing not more
than 100 dose units, except in divided solid dosage
forms for oral use containing 200 mg or less per dose
form with a recommended daily dose of not more than
1.2 grams and when sold in the manufacturer’s
original pack containing not more than 25 dose units

Ibuprofen, for external use; General Sale
in divided solid dosage forms for oral use containing
200 mg or less per dose form with a recommended
daily dose of not more than 1.2 grams and when
sold in the manufacturer’s original pack containing
not more than 25 dose units

Ibuprofen 200 mg oral presentations were considered by the Medicines
Classification Committee at its November 2003 meeting. The committee
recommended rejection of the proposal, but the Minister’s delegate did not
accept this recommendation on the basis of an independent review [24], and the
change was subsequently enacted by Gazette notice. A challenge to this
classification, proposing that the Pharmacy Medicine classification be reinstated,
was considered at the June 2006 MCC meeting but not accepted. Thus,
ibuprofen 200 mg tablets and capsules have been sold as general sales
medicines in New Zealand for 9 years without providing sufficient cause for
concern to reconsider this classification. It is apparent that New Zealand
consumers can use ibuprofen 200 mg effectively and safely with no supervision
from a healthcare professional.

Given that the current classifications specify that ibuprofen must be sold in the
manufacturer’s original pack, it is clear that the classification is intended to
encompass criteria for the medicine as stipulated by Medsafe. The labelling
requirements for both naproxen and ibuprofen are relevant.

As of 8 January 2013, there are no requirements on the Medsafe Labelling
Statements Database specifically for naproxen or for non-steroidal anti-
inflammatory agents. However, Medsafe have the following requirements to be
included in data sheets for oral non-steroidal anti-inflammatory agents that have
a Prescription or Restricted classification:-

_ (7.
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Contraindicated in patients with gastrointestinal ulceration,
haemorrhagic diathesis, asthma.

Relatively contraindicated in liver dysfunction.

Dosage should be minimised in the elderly and in patients
with renal impairment.

The labelling requirements for solid dose forms of ibuprofen, taken from the
Labelling Statements Database on the Medsafe Web site on 8 January 2013,
are:

When sold as | Do not use in children under 6 years old except on doctor's advice.
a General Do not use [this product/insert name of product] if you are aged 65 years
Sale Medicine | or over except on doctor's advice. (This statement is not required on
in a solid oral | products containing ibuprofen indicated exclusively for the treatment of
dose form dysmenorrhoea)
Do not use if you have a stomach ulcer.
Do not use if you have asthma except on doctor's advice.
Do not use if you are allergic to aspirin or ibuprofen except on doctor's
advice.
Do not use if you are allergic to [other] anti-inflammatory medicines.
Do not exceed the maximum stated dose.
Do not use for more than a few days at a time except on doctor's advice.
Do not use with other medicines you are taking regularly except on
doctor's advice.
Consult a healthcare professional before use if you have kidney problems
or impaired renal function.
Do not use at all during the last 3 months of pregnancy.
Do not use [this product/insert name of the product] during the first 6
months of pregnancy, except on doctor's advice.

When sold as | Do not use if you have a stomach ulcer.
a Pharmacy- | Do not use if you have asthma except on doctor's advice.
only Medicine | Do not use if you are allergic to aspirin or ibuprofen except on doctor's
in a solid oral | advice.
dose form Do not use if you are allergic to [other] anti-inflammatory medicines.
Do not exceed the maximum stated dose.
Do not use for more than a few days at a time except on doctor's advice.
Do not use with other medicines you are taking regularly except on
doctor's advice.
Consult a healthcare professional before use if you have kidney problems
or impaired renal function.
Do not use at all during the last 3 months of pregnancy.
Do not use [this product/insert name of the product] during the first 6
months of pregnancy, except on doctor's advice.
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When sold as | Do not use in children under 12 years old.

a Restricted Do not use if you have a stomach ulcer.

Medicine ina | Do not use if you have asthma except on doctor's advice.

solid oral dose | Do not use if you are allergic to aspirin or ibuprofen except on doctor's

form

advice.

Do not use if you are allergic to [other] anti-inflammatory medicines.

Do not exceed the maximum stated dose.

Do not use for more than a few days at a time except on doctor's advice.
Do not use with other medicines you are taking regularly except on
doctor's advice.

Consult a healthcare professional before use if you have kidney problems
or impaired renal function.

Do not use at all during the last 3 months of pregnancy.

Do not use [this product/insert name of the product] during the first 6
months of pregnancy, except on doctor's advice.

Essentially, the OTC labelling requirements for ibuprofen encompass all the data
sheet warnings required for non-steroidal anti-inflammatory agents and expand
upon them, as would be expected for a less stringently classified medicine.
Furthermore, additional restrictions on the patient population have been added to
allow for the General Sale classification for ibuprofen, in that the very young and
the elderly have been excluded. Labelling requirement proposals for naproxen
are discussed in Sections A7 and A8.

The current classification for aspirin is:-

Aspirin, for injection; when combined with caffeine, Prescription
paracetamol or salicylamide

Aspirin, in slow release forms; in enteric coated forms Pharmacy Only
containing more than 300 mg per dose form; except
when specified elsewhere in this schedule

Aspirin, except when specified in the First Schedule to the  General Sales
Medicines Regulations 1984

Aspirin is recognised as a unigue non-steroidal anti-inflammatory, and its
classification as something of a historical artefact. Nonetheless, the general
sales classification of aspirin has been challenged a number of times, and
despite these challenges the medicine today has a general sales category that
contains neither a daily dose restriction nor a pack size restriction. Despite the
lack of restrictions and absence of healthcare professional supervision,
consumers appear to use the product safely and effectively — there were 158
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reports implicating aspirin, including 5 deaths, to the SMARS database in the last
10 years (1/1/2003 — 31/12/2012).

A5.2 Proposed Classification

The classification sought for naproxen is (changes are in blue):-

Naproxen, except when specified elsewhere in this Prescription
schedule

Naproxen, in solid dose form containing 250 mg or less Pharmacy Only
per dose form in packs of more than 25 but not
more than 30 tablets or capsules, or if the daily
dose exceeds 1.25 grams or if not sold in the
manufacturer’s original pack

Naproxen, in solid dose form for oral use containing General Sale
250 mg or less per dose form with a
recommended daily dose of not more than
1.25 grams and when sold in the manufacturer’s
original pack containing not more than 25 tablets
or capsules

The intention of the proposed change is to create a general sales category of
naproxen solid dose forms up to 250 mg that is equivalent to the current general
sales category for ibuprofen tablets or capsules. At its meeting in April 2010, the
Medicines Classification Committee agreed that 5 day’s supply is sufficient for
short-term use and does not promote chronic usage. As such, 5 day supply is
considered appropriate for an OTC analgesic. The proposed pack size is
consistent with this view.

A similar proposal will be submitted in Australia.

A5.3 Classification Status in Other Countries

Analgesic preparations, including ibuprofen, naproxen and other non-steroidal
anti-inflammatory medicines, are available globally as both prescription and OTC
medicines. The classification is usually determined by strength and pack size.
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The following table presents the legal classification of naproxen, and in some
instances ibuprofen, oral presentations in selected countries.

Status of Naproxen and Ibuprofen Oral Presentations in Selected Countries

Country Current Classification Year of Switch
from Prescription

Australia Schedule 2 (Pharmacy Medicine)

NAPROXEN in divided preparations containing 250 1990
mg or less of naproxen per dosage unit in
packs of 30 or less dosage units.

IBUPROFEN in preparations for oral use when
labelled with a recommended daily dose of
1200 mg or less of ibuprofen:

(b)in divided preparations, each containing 200 mg
or less of ibuprofen, in packs of not more than
100 dosage units except when:

(i) as the only therapeutically active constituent
other than an effervescent agent;

(i) packed in blister or strip packaging or in a
container with a child-resistant closure;

(iii) in a primary pack containing not more than
25 dosage units;

(iv) not labelled for the treatment of children 6
years of age or less; and

(v) compliant with the requirements of the
Required Advisory Statements for Medicine
Labels.

Schedule 3 (Pharmacist Only Medicine)
IBUPROFEN in divided preparations, each
containing 400 mg or less of ibuprofen in a
primary pack containing not more than 50
dosage units when labelled:
(a)with a recommended daily dose of 1200 mg or
less of ibuprofen; and
(b)not for the treatment of children under 12
years of age,
except when included in or expressly excluded
from Schedule 2.

Schedule 4 (Prescription Medicine)
NAPROXEN except when included in Schedule 2.

IBUPROFEN except:
b) when included in or expressly excluded
from Schedule 2 or 3; or
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USA

OTC - Naproxen as internal analgesic / antipyretic
with an adult dosage of 200mg / 8-12 hours (oral).

OTC - Ibuprofen Adult dosage is 200mg every 4-6
hours. Migraine indication added in 2000.

1994

1984

Canada

OTC - Naproxen sodium 220 mg
- lbuprofen

1999
1989

Austria

OTC — Naproxen for internal use up to 200mg per
dose and 600mg per day. For children under 12
years on medical prescription only.

1996

Belgium

OTC — Naproxen 220mg is OTC for adults and
children over 12 years of age. Maximum daily dose
= 660mg.

Unknown

France

Not relevant — no products registered.

Germany

OTC — naproxen for light to moderate pain and
fever. In 2002, single dose increased to 250mg;
maximum daily dose to 750mg; maximum pack size
to 7500mg.

OTC — Ibuprofen, from July 1998, the allowed
maximum dose was raised to 400mg (instead of
200mg) and the maximum daily dose to 1200mg
(instead of 800mg). As from 1 July 2005, ibuprofen
became available without a prescription for the
treatment of migraine headaches with and without
aura

2001

1989

Holland

OTC - 220 mg naproxen-sodium was switched to
non-prescription status in 1997. In 2007, the 550
mg version was switched from Rx to OTC. Large
packs since 2010 only available in pharmacies.

1997

Ireland

Prescription - naproxen

Norway

OTC - Naproxen oral 20 tablets x 250mg to be
used to treat menstrual pain.

1996

Singapore

OTC - Naproxen sodium tablets 220mg

2003

Spain

OTC - naproxen 200mg (consumer advertising
allowed). Maximum daily dose 600mg. For adults
and children over 16 only.

1996

Sweden

OTC - naproxen

Unknown

Switzerland

OTC — Naproxen topical and oral forms, tablets
200 mg, daily dose 600 mg

1999

UK

OTC — Naproxen 250mg switched to non-
prescription (Pharmacy-only) status for the
treatment of primary dysmenorrhoea in women
aged between 15 and 50 years. Maximum strength

2007
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250mg, maximum dose 500mg, maximum daily
dose 750mg, maximum pack size 9 tablets,
maximum duration of treatment 3 days

OTC — Ibuprofen, maximum dose 400mg. 1983

Prolonged release preparations: maximum dose
600mg. Maximum daily dose 1200mg. In 1995,
200mg ibuprofen became GSL in pack size of 12 or
under, in 1999 it was increased to pack size of 16.

Table adapted from AESGP/WSMI publications http://www.aesgp.be status 9 January 2013 and
data on file.

These figures demonstrate that during the 1990’s there was a world-wide trend
towards reduced restriction of oral naproxen, and that by the year 2000 most
large European and Scandinavian countries, Canada, USA, Australia and New
Zealand all had naproxen available as an over-the-counter medicine.

In most instances this trend embraced classifications where the customer can
self-select and purchase the product without the necessary intervention of a
healthcare professional. However, there has been little change in the last 12
years, apart from the United Kingdom and Singapore. With the additional safety
information and consumer-led experience gained during this time, Bayer believes
it is now appropriate to consider further down-scheduling of the naproxen in New
Zealand.

In New Zealand, where there are more classification categories available, there

has been a general trend in the last decade towards progressive down-
scheduling of NSAID'’s, as illustrated by the following table:-

Timeline for Reclassification of NSAID’s in New Zealand

Date of MCC Medicine Recommendation (accepted by the
Meeting Considered Minister’s delegate unless further
commented on)

November 1999 | Naproxen 250 mg | From Restricted to Pharmacy Medicine
with a pack size restriction of 30 dose
units for all OTC indications

November 2002 | Diclofenac From Restricted to Pharmacy Medicine
potassium 12.5 mg | with a pack size restriction of 20 dose
units
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May 2003 Ibuprofen topical Pharmacy to General Sales Medicine

November 2003 | Ibuprofen 200 mg | Proposal for Pharmacy to General
Sales Medicine with a pack size
restriction of 25 dose units — MCC
recommended no change, but it was
accepted by the Minister’s delegate

June 2006 Ibuprofen 400mg Prescription to Pharmacist Only
Medicine

June 2006 Ibuprofen 200 mg | Proposal for General Sales Medicine to
Pharmacy Medicine — MCC
recommended no change, which was
upheld.

February 2007 Diclofenac Maximum daily dose for Pharmacy

potassium Medicine set at 75 mg

February 2007 Ibuprofen 200mg Pharmacy Medicine — maximum daily
dose set at 120 mg and maximum pack
size at 100 dose units

November 2009 | Diclofenac Proposal to increase Pharmacy

potassium 12.5 mg | Medicine maximum pack size from 20 to

40 dose units — MCC recommended no
change, which was upheld

April 2010 Diclofenac Increase Pharmacy Medicine maximum

potassium 12.5 mg

pack size from 20 to 30 dose units

Table adapted from http://www.medsafe.govt.nz status 9 January 2013

Clearly there has been a trend in New Zealand over the last decade or so
towards lighter regulation for OTC NSAID’s that has included less restrictive
classifications, broadening allowed indications, increasing OTC strengths and
increasing allowed pack sizes. A similar trend has also been observed for

Australia [25].
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A6. Extent of Usage

A6.1 Usage in New Zealand

Naprogesic, the OTC version of naproxen sodium 275 mg originally registered by
Roche Products (New Zealand) Limited, was approved in New Zealand in July
1986 for the treatment of dysmenorrhoea, with final approvals as a Restricted
Medicine probably occurring in 1988. Sales of the product in New Zealand for
the last four years were:-

Volume —

units 2009 2010 2011 2012
12 tabs 13,588 13,225 11,299 8,689
24 tabs 11,067 11,252 10,617 9,743
Total no. tabs (000s) 428.6 428.7 390.4 338.1

No naproxen presentations have been registered as OTC medicines in New
Zealand and only three naproxen sodium products have been registered - Aleve
220 mg tablets, Naprogesic 275 mg tablets and Sonaflam 275 mg tablets
(reference www.medsafe.govt.nz). Sonaflam sales are presented in Section A9,
and the combined sales of these two products represent total usage of naproxen
sodium as an OTC medicine.

The SMARS database in New Zealand makes no differentiation between
strengths of naproxen, or prescription vs. OTC medication, making an estimate of
the number of adverse events attributable to the sales above impossible.
However, during this time Bayer New Zealand has not received any notifications
of adverse events occurring for the product.

Sales in Australia over this time were:-

Volume —

units 2009 2010 2011 2012
12 tabs 160,302 156,144 145,904 126,432
24 tabs 312,750 322,110 319,010 312,130
Total no. tabs (000s) 9,429.6 9,604.3 9,326.0 9,008.3

Over these four years and over 35 million tablets sold, Bayer Australia Limited
received a total of 18 reports of adverse events. Even allowing for under-
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reporting, this is a very low rate of adverse events and points to the very good
safety profile of naproxen at low dosages.

A6.2 Usage World-Wide

Bayer’s world-wide sales volumes of naproxen sodium formulations for intervals
of the last three years were [4,5]:

Interval SALES VOLUMES

Dose Forms (tablet,
capsule, suppository, etc.)

11-Jan-2009 to 10-Jan-2010 2,900,039,247
11-Jan-2010 to 10-Jan-2011 3,578,169,426
2-Aug-2011 to 01-Aug-2012 4,086,166,225

Sales volumes are increasing rapidly, primarily due to the sales growth of Aleve
in the United States of America. Over these same periods, 500 medically
confirmed ADR reports and 16,554 non-medically confirmed ADR reports were
received. ADR reports have increased considerably in the last reporting period
due to the company decision to start capturing reports in social media. This
represents an ADR reporting rate per dose form of approximately 0.0016%

Although hampered by considerable variations in use, such as duration and/or
frequency, total number of treatment courses has been estimated as [4,5]:-

Interval PATIENT EXPOSURES

Dose Forms (tablet,
capsule, suppository, etc.)

11-Jan-2009 to 10-Jan-2010 168,772,277

11-Jan-2010 to 10-Jan-2011 177,348,712
(oral dose forms only)

2-Aug-2011 to 01-Aug-2012 203,532,800

(oral dose forms only)
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The ADR reporting rate per patient exposure is approximately 0.003%. These
low rates of adverse event occurrences support the Bayer company assessment
that “the benefit-risk balance for naproxen sodium remains favourable” [5].

A7. Labelling

The currently approved label in New Zealand and Australia for Naprogesic is:
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While meeting current New Zealand and Australian medicines labelling
requirements, this label is not considered adequate for general sales usage. A
totally new label, possibly incorporating a new design, is envisaged. The label
would incorporate performance-based labelling design and include all the
warning statements and other features discussed in Section A8. As with other
analgesic medicines currently available for General Sales in New Zealand, a
pack insert is not intended to be supplied with the medicine — thus, it is accepted
that the label of the product needs to communicate clearly and fully to the
consumer. Any label developed would be tested for legibility and
comprehension, and adjusted as necessary, before being finalised.

One possible design for the label would be the current Aleve label design, as
shown below with firstly the current design from the United States and then the
label that was approved in New Zealand:-

ALL DAY STRONG®
AIEWE,

naproxen sodium tablets, 220 mg (NSAID)
Pain reliever/fever reducer

STRENGTH T01AST 12 HOURS R &
CAPLETS

CAPSE SAVED BIRTS
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WITH K TO 1 HOUR BOSING

== | PHARMACIST-ONLY MEDICINE 10

easy to swallow
tablets

NAPROXEN SODIUN 220mg

ALEVE

WITH 8 TO 12 HOUR DOSING

| Fast acting, long lasting pain relief

Non active ingredients : Povidone,
Microcristalline Cellulose, Talc, Magnesium
Stearate, Purified Water, Coating Suspension
{containing colorants €.171 and £.132).

Manufactured by Syntex Ltd (Hamiiton Ph. Ltd)
KM 11, Humacao, 00791 - Puerto Rico

Furthermore, Consumer Medicine Information will be developed for the product
and posted on the Medsafe Web site, so that full information is available to the
public. This Consumer Medicine Information would be based on the current
Bayer Company Core Data Sheet [6], and include all warnings discussed in
Section A8. A draft of the proposed Consumer Medicine Information is provided

in Appendix 1.
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A8. Proposed Warnings

As mentioned in Section A5.1 there are currently no required warning statements
for naproxen or non-steroidal anti-inflammatory agents in the Medsafe Labelling
Statements Database.

When considering appropriate warnings for naproxen as a general sales
medicine, two primary sources have been referenced. Firstly, there are the
required warnings for ibuprofen in the Medsafe Labelling Statements Database.
The required warnings for ibuprofen in New Zealand are:-

Ibuprofen

When sold as
a General
Sale Medicine
in a solid oral
dose form

When sold as
a Pharmacy-

only Medicine
in a solid oral
dose form

Do not use in children under 6 years old except on doctor's advice.

Do not use [this product/insert name of product] if you are aged 65 years
or over except on doctor's advice. (This statement is not required on
products containing ibuprofen indicated exclusively for the treatment of
dysmenorrhoea)

Do not use if you have a stomach ulcer.

Do not use if you have asthma except on doctor's advice.

Do not use if you are allergic to aspirin or ibuprofen except on doctor's
advice.

Do not use if you are allergic to [other] anti-inflammatory medicines.

Do not exceed the maximum stated dose.

Do not use for more than a few days at a time except on doctor's advice.
Do not use with other medicines you are taking regularly except on
doctor's advice.

Consult a healthcare professional before use if you have kidney problems
or impaired renal function.

Do not use at all during the last 3 months of pregnancy.

Do not use [this product/insert name of the product] during the first 6
months of pregnancy, except on doctor's advice.

Do not use if you have a stomach ulcer.

Do not use if you have asthma except on doctor's advice.

Do not use if you are allergic to aspirin or ibuprofen except on doctor's
advice.

Do not use if you are allergic to [other] anti-inflammatory medicines.

Do not exceed the maximum stated dose.

Do not use for more than a few days at a time except on doctor's advice.
Do not use with other medicines you are taking regularly except on
doctor's advice.

Consult a healthcare professional before use if you have kidney problems
or impaired renal function.
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Do not use at all during the last 3 months of pregnancy.
Do not use [this product/insert name of the product] during the first 6
months of pregnancy, except on doctor's advice.

Do not use in children under 12 years old.

Do not use if you have a stomach ulcer.

Do not use if you have asthma except on doctor's advice.

Do not use if you are allergic to aspirin or ibuprofen except on doctor's
advice.

Do not use if you are allergic to [other] anti-inflammatory medicines.

Do not exceed the maximum stated dose.

Do not use for more than a few days at a time except on doctor's advice.
Do not use with other medicines you are taking regularly except on
doctor's advice.

Consult a healthcare professional before use if you have kidney problems
or impaired renal function.

Do not use at all during the last 3 months of pregnancy.

Do not use [this product/insert name of the product] during the first 6
months of pregnancy, except on doctor's advice.

Secondly, RASML 4 determines the current labelling warning statements for
products in Australia. The current requirements are:-

Substance Conditions Warnings
Required
Naproxen When: 126, 127, 149,
(Entry 1 of 2) a. included in a Schedule to the SUSDP; and 130, 159, 160
b. the preparation is indicated exclusively for the treatment of
dysmenorrhoea.
Naproxen When: 126, 127, 149,
(Entry 2 of 2) a. included in a Schedule to the SUSDP; and 130, 159, 160,
b. the preparation is NOT indicated exclusively for the 176
treatment of dysmenorrhoea.

126

127

130

149

Do not use [this product/insert name of product] if you have a stomach
ulcer.

Do not use [this product/insert name of product] if you are allergic to
[insert name substance] or other anti-inflammatory medicines.

Unless a doctor has told you to, do not use [this product/insert name of
product] if you have asthma.

Unless a doctor has told you to, do not use [this product/insert name of

product] with other medicines containing [insert name of substance] or
other anti-inflammatory medicines.
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159 If you get an allergic reaction stop taking and see your doctor
immediately.

160 Do not use for more than a few days at a time unless a doctor has told
you to. Do not exceed the recommended dose. Excessive use can be
harmful.

176 Do not use [this product/insert the name of the product] during the first

6 months of pregnancy, except on doctor’s advice. Do not use at all
during the last 3 months of pregnancy.

Compare the RASML 4 requirements for ibuprofen:-

Substance | Conditions Warnings
Required
Ibuprofen For the purpose of exclusion from the Schedules to the SUSDP, | 126, 127, 151,
(Entry 1 of 4) when the preparation is for oral use and is indicated exclusively | 130, 131, 132,
for the treatment of dysmenorrhoea. 159, 160
Ibuprofen For the purpose of exclusion from the Schedules to the SUSDP, | 126, 127, 151,
(Entry 2 of 4) when the preparation is for oral use and is NOT indicated 130, 131, 132,
exclusively for the treatment of dysmenorrhoea. 159, 160, 176
Ibuprofen When: 126, 127, 149,
(Entry 3 of 4) a. included in a Schedule to the SUSDP; and 130, 159, 160
b. the preparation is NOT indicated exclusively for the treatment
of dysmenorrhoea.
Ibuprofen When: 126, 127, 149,
(Entry 4 of 4) a. included in a Schedule to the SUSDP; and 130, 159, 160,
b. the preparation is indicated exclusively for the treatment of 176

dysmenorrhoea.

Essentially the warnings are the same for ibuprofen as they are for naproxen,
except that there are two additional warnings for general sales medicines that
restrict the very young and the elderly that reflect the warnings for the general
sales category in New Zealand.

131

132
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Furthermore, a draft RASML 6 has now been consulted on and is considered
likely to come into use in the near future. The draft contained the following
requirements for naproxen:-

Substance Conditions Warnings
Required
Naproxen When:; 126, 127, 149,
(Entry 1 of 2) (a) included in a Schedule to the SUSMP; and 130, 159, 160,
(b) the preparation is indicated exclusively for the 192, 200, 201
treatment of dysmenorrhoea.
Naproxen When: 126, 127, 149,
(Entry 2 of 2) (a) included in a Schedule to the SUSMP; and 130, 159, 160,
(b) the preparation is NOT indicated exclusively for the | 176, 192, 200,
treatment of dysmenorrhoea. 201

Three additional warnings are proposed to be added, and warning 149 has been
modified. The proposed warnings are below:-

192 Ask your doctor or pharmacist before use if you are dehydrated, or have
diarrhoea or vomiting.

200 Do not use if you have impaired kidney function.
201 Do not use if you have heart failure.
149 Unless a doctor has told you to, do not use [this product/insert name of

product] with other medicines containing [insert name of substance],
aspirin or other anti-inflammatory medicines or other medicines that you
are taking regularly.

As part of the consultation, the TGA has agreed that warning 192 only applies in
paediatric doses, and that the wording should be changed to align with Medsafe
requirements.

The RASML 6 proposed changes for ibuprofen are the same as the changes
proposed for naproxen. Inclusion of warning 201 reflects the current ARGOM
requirement for ibuprofen.

The TGA started a review of the cardiovascular risks associated with NSAIDs in

February 2012 [23] that may result in additional or changed warning
recommendations. This review is not yet completed.
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Like the TGA, the FDA and EMEA have also conducted reviews of NSAIDs
recently and made warning recommendations on the basis of these reviews.
Effective from April 2010, the FDA mandated labelling changes for all OTC
NSAIDs regarding the addition of stomach bleeding warnings [4]. Requirements
included that the word NSAID must appear on the PDP (with a footnote), and that
the statements below relating to stomach bleeds must appear on the drug facts
label and the immediate container label:-

On products labelled for adult use, under the “Warnings” heading:
“Stomach bleeding warning: This product contains an
NSAID, which may cause severe stomach bleeding.
This chance is higher if you:
* are age 60 or older
* have had stomach ulcers or bleeding problems
« take a blood thinning (anticoagulant) or steroid
drug
* take other drugs containing prescription or non-
prescription NSAIDs (aspirin, ibuprofen,
naproxen, or others)
* have 3 or more alcoholic drinks every day while
using this product
« take more or for a longer time than directed

The addition of these statements in the “Ask a doctor before use:”
section:
* the stomach bleeding warning applies to you
* you have a history of stomach problems such as heartburn
* you have high blood pressure, heart disease, liver cirrhosis,
or kidney disease
* you are taking a diuretic

The revised statements in the “Stop use and ask a doctor if”
section:
* you experience any of the following signs of stomach
bleeding: [sub-bullets within this bullet]
« feel faint
» vomit blood
* have bloody or black stools
* have stomach pain that does not get better

The FDA warnings above that have been italicized are considered to be already
included in the currently required Australian or New Zealand warnings.

The EMEA has also undertaken a review of the safety of NSAIDs, and in October
2005 concluded that “No new safety concern has been identified that would
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warrant a formal Article 31 referral to the CHMP” for a number of NSAIDs
including naproxen, diclofenac and ibuprofen [7], and this view was further
upheld in November 2006 [7]. An outcome of this review was an EU-funded
independent research project (the SOS project) to further assess and compare
the risk of cardiovascular and gastrointestinal events for NSAIDs. In October
2012, the CHMP concluded that evidence from newly available published data
sources on the cardiovascular safety of NSAIDs confirmed the findings of
previous reviews [8]. For naproxen and ibuprofen the Committee considered that
current treatment advice was appropriate, and for diclofenac there appeared a
consistent but small increase in the risk of cardiovascular side effects compared
with other NSAIDs [8]. This conclusion supports the fundamental hypothesis of
this proposal — that naproxen is sufficiently similar to ibuprofen to justify
reclassification of naproxen 250 mg to General Sales Medicine.

Like New Zealand at the moment, only ibuprofen is a GSL-classified NSAID in
the United Kingdom. The required label statements for ibuprofen in the United
Kingdom, last revised in November 2007 (i.e. after the 2006 CHMP review) are

[9]:-

Read the enclosed leaflet before taking this product.

Do not take if you:

* have (or have had two or more episodes of) a stomach ulcer,
perforation or bleeding

« are allergic to ibuprofen or any other ingredient of the product,
aspirin or other related painkillers

« are taking other NSAID painkillers, or aspirin with a daily dose
above 75 mg

Speak to a pharmacist or your doctor before taking if you:
 have or have had asthma, diabetes, high cholesterol, high blood
pressure, a stroke, heart, liver, kidney or bowel problems

* are a smoker

* are pregnant

If symptoms persist or worsen, consult your doctor.

Package Leaflet wording:

Posology:

Adults, the elderly and children over 12 years: This product is
intended for short term use only. You should take the lowest dose
for the shortest time necessary to relieve your symptoms. You
should not take ‘N’ for longer than 10 days unless your doctor tells
you to. If symptoms persist or worsen consult your doctor.

Warnings:

Medicines such as [product] may be associated with a small
increased risk of heart attack ("myocardial infarction™) or stroke.
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Any risk is more likely with high doses and prolonged treatment.
Do not exceed the recommended dose or duration of treatment [x
days OTC products only]. If you have heart problems, previous
stroke or think that you might be at risk of these conditions (for
example if you have high blood pressure, diabetes or high
cholesterol or are a smoker) you should discuss your treatment
with your doctor or pharmacist.

X belongs to a group of medicines which may impair fertility in
women. This effect is reversible on stopping the medicine. It is
unlikely that X, used occasionally, will affect your chances of
becoming pregnant, however, tell your doctor before taking
this medicine if you have problems becoming pregnant

Side effects:
Medicines such as [product] may be associated with a small
increased risk of heart attack ("myocardial infarction") or stroke.

SELECTED SUGGESTED PATIENT INFORMATION LEAFLET
(PIL) WORDING REGARDING USE WITH LOW DOSE ASPIRIN,
AND GASTROINTESTINAL EFFECTS:
LOW DOSE ASPIRIN:
Do not take this medicine if you are taking aspirin at doses of
above 75mg daily. If you are on low-dose aspirin (up to 75mg
daily) speak to your doctor or pharmacist before you take
[PRODUCT].
GASTROINTESTINAL EFFECTS:
If you suffer from any of the following at any time during your
treatment STOP TAKING the medicine and seek immediate
medical help:
Pass blood in your faeces (stools/motions)
Pass black tarry stools
Vomit any blood or dark particles that look like coffee
grounds
STOP TAKING the medicine and tell your doctor if you
experience:
Indigestion or heartburn
Abdominal pain (pains in your stomach) or other abnormal
stomach symptoms

The MHRA warnings above in italics are considered to be already included in the
currently required Australian or New Zealand warnings.

Comparing the current Australian and New Zealand warnings with those for the
United States and the United Kingdom, the primary differences are:-
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1. the stomach ulcer warning is stronger in the USA and UK, including other
stomach problems such as heartburn

Liver disease is included for the USA and UK

The heart failure warning is stronger in the USA and UK, including such
things as diabetes, high cholesterol, high blood pressure and stroke.

wn

Last, but by no means least, New Zealand currently has ibuprofen included as
part of the medicines monitoring programme, due to concerns regarding the
potential safety issues of hypokalaemia and renal tubular acidosis.

In summary, a number of NSAID reviews have been or are being conducted
throughout the world with variable outcomes. While some jurisdictions consider
current warnings sufficient, others are implementing additional warnings but the
additional warnings required are not consistent. Furthermore, additional safety
data analysis such as the SOS project [14, 15, 16] does not assist in determining
if some of these warnings have more merit than others e.g. drinking alcohol vs.
smoking. Some of the required warnings seem particularly difficult to justify, such
as the USA requirement to put “NSAID” on the front panel (see USA Aleve
labelling in Section A7), making large assumptions that this abbreviation means
something to American consumers.

Being mindful of the imminent arrival of ANZTPA and taking into account the
warnings required for ibuprofen in New Zealand and the warnings likely to be
required in Australia in the near future (RASML 6), the following warnings are
proposed for naproxen as a general sales pain medicine in New Zealand
(changes from the current ibuprofen requirements are highlighted):-

Do not use in children under 6 years old except on doctor's
advice.

Do not use this product if you are aged 65 years or over
except on doctor's advice.

Do not use if you have a stomach ulcer.

Do not use if you have heart failure.

Do not use if you have kidney problems or impaired renal
function.

Do not use if you have asthma except on doctor's advice.
[Do not use if you are allergic to aspirin or ibuprofen except
on doctor's advice]. Warning to be deleted

Do not use if you are allergic to naproxen or other anti-
inflammatory medicines.

If you get an allergic reaction, stop taking and see your
doctor.

Do not use for more than a few days at a time except on
doctor's advice.’
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Do not exceed the recommended dose. Excessive use can be
harmful.

Do not use this product with other medicines containing
naproxen, aspirin or other anti-inflammatory medicines or
with other medicines you are taking regularly except on
doctor's advice.

Do not use at all during the last 3 months of pregnancy.

Do not use [this product/insert name of the product] during
the first 6 months of pregnancy, except on doctor's advice.

Naturally, should the current TGA review of NSAIDs result in additional required
warnings, it is expected that such additional warnings would also be considered
in New Zealand.

Taking these proposed warnings into account, a comparison of various OTC
analgesics is tabulated on the next page. It is clear from this table that the
warnings being proposed for naproxen sodium 275 mg as a general sales
medicine are consistent with the required warnings for other general sales
analgesics already available in New Zealand. These other medicines are used
effectively and safely by New Zealand consumers without healthcare professional
supervision. General sales naproxen sodium 275 mg would not present
consumers with new challenges, in that precautions currently unfamiliar to
analgesics would not be introduced by the reclassification of this medicine as
proposed.
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Comparison of Regulated Restrictions of Selected Solid Dose Form OTC Analgesic Characteristics

(current proposal in italics)

Naproxen Ibuprofen Diclofenac Aspirin Paracetamol
Max strength PM - 250 mg per tab/cap RM — 400 mg per tab/cap RM — more than 12.5 mg RM — SR forms, enteric PM — 500 mg per tab/cap
GSM - 250 mg per tab/cap PM — 200 mg per tab/cap up to 25 mg coated forms with more | GSM — 500 mg per tab/cap
GSM — 200 mg per tab/cap PM —-12.5 mg than 300mg
Max. allowed PM - No restrictions RM — no restrictions PM — not more than 75 mg No restrictions
daily dose GSM — 1.25 g (5 tabs/caps) PM — 1.2 g( 6 tabs/caps) (6 tabs/caps)
GSM — 1.2 g( 6 tabs/caps)
Max. allowed PM - Not more than 30 PM — not more than 100 RM — not more than 30 PM — more than 10g
pack size GSM — not more than 25 (5 GSM — not more than 25 PM - not more than 30 GSM — not more than 10g
days’ supply) (4-5 days’ supply) (5 days’ supply) (usually 20)
Age No restrictions RM — not less than 12 yrs GSM - Not less than 12
restrictions GSM — not less than 6 yrs, | GSM — not less than 6 yrs, not yrs
not more than 65 yrs more than 65 yrs
Warnings — PM — None PM/GSM Classifications None All Classifications All Classifications
labelling GSM 1. Asthma 1. Asthma 1. Overdose warning.
database 1. Asthma 2. Stomach ulcer 2. Stomach ulcer 2. Do not take with other
2. Stomach ulcer 3. Allergies 3. Allergies products containing
3. Allergies 4. Other anti-inflammatories 4. Other anti- paracetamol, unless
4. Other anti- 5. Pregnancy inflammatories advised to do so by a
inflammatories 6. Prolonged use 5. Prolonged use doctor or pharmacist.
5. Pregnancy 7. Renal function 6. Pregnancy 3. Prolonged use
6. Prolonged use 8. Max. daily dose
7. Renal function
8. Max. daily dose
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A9. Other Products

Apart from the possible Bayer naproxen sodium products that have already been
mentioned in this submission, there is only one other naproxen product
registered as an OTC medicine in New Zealand. ltis:-

Brand Name Active Ingredients Classification Pack Size
Sonaflam Naproxen sodium 275 mg film Pharmacy Only | 12’s and 24’s
coated tablets Medicine

Sonaflam has sales in New Zealand of approximately 224,000 tablets per annum,
mostly likely all over-the-counter purchases.

Thus, the proposed reclassification will affect very few products currently
available in New Zealand. However, there are more products that could access
the reclassification should the sponsors wish to do so. These include Naxen
(Douglas) and Noflam (Mylan), current registered presentations of naproxen 250
mg sold only as prescription medicines.
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PART B

Over the past several years, consumers have recognised (and become
increasingly interested in) the importance of self-care [21]. The availability of
OTC medicines plays a vital role in the ability of consumers to take responsibility
for minor ailments, and each medicine should be as freely available to
consumers (via classification) as is appropriate for the active ingredient.

Pain is one of the most common health conditions for consumers, and untreated
can have a considerable impact on the lives of sufferers, often interfering with
appetite, sleep and normal activities. Consumers rely on OTC medications when
looking for pain relief, and providing consumers with access to safe and effective
OTC analgesics is an important and integral part of self-care.

The fundamental premise of this proposal to reschedule naproxen is that
naproxen sodium 275 mg in a solid dose form is sufficiently similar to ibuprofen
200 mg in terms of efficacy and safety that the same classification should apply
to both substances.

When considering the case for reclassification, the New Zealand Regulatory
Guidelines suggest that the following topics should be considered:-

1. A statement of the benefits to both the consumer and to the public
expected from the proposed change

. Ease of self-diagnosis for the condition indicated

. Relevant comparative data for like compounds

. Local data or special considerations relating to New Zealand

. Interactions with other medicines

. Contraindications

. Possible resistance

. Adverse events - nature, frequency etc.

. Potential for abuse or misuse.

OCOoO~NOUIDWN

However, as a number of analgesics are already classified as General Sales
Medicines, many of these topics are considered already established for a
General Sales category and not in need further consideration. In particular, the
ease of self-diagnosis does not need further discussion as a range of analgesic
indications is already accepted for general sales status and it has been shown in
Section A4.1 that naproxen sodium 220 mg or 275 mg tablets have been
previously approved in New Zealand for these indications. Likewise, possible
resistance and potential for abuse or misuse, if present, would be class effects
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for non-steroidal anti-inflammatory medicines, and since there is already an
NSAID being sold at general sales level, these issues are considered resolved
for naproxen sodium.

1. Benefits from the Proposed Change

In the 9 years since ibuprofen 200 mg was reclassified to a General Sales
Medicine, consumers of New Zealand have not had a new analgesic to choose
from at the general sales level. Over time the category has continued to develop,
with successful introductions of such innovations as ibuprofen/paracetamol
combinations, paracetamol/caffeine combinations, and segmented ranges
(Nurofen Tension Headache, Nurofen Migraine Pain, Nurofen Period Pain).
These successful developments in this category demonstrate that the consumer
is receptive to (and by extrapolation, has a need for) products that can offer
unigue advantages over those currently available. However, despite these
developments, choice for the consumer at the general sales level is still restricted
to essentially three analgesics — aspirin, paracetamol and ibuprofen.

In comparison, naproxen sodium 220 mg has been available in the United States
of America, as a general sales medicine, since 1994 under the trade name Aleve.
It is now widely used in the USA, and American consumers report high levels of
satisfaction with the OTC options they have available for pain management [21].

Naproxen sodium solid dose forms up to 275 mg would offer the consumer more
choice of analgesics at the general sales level. Analgesics are one of the
biggest, if not the biggest, medicinal category available for general sales and yet
this category is restricted to just three compounds — compare this with the
cough/cold category where many compounds are available, and a range of well-
differentiated products has developed. In terms of disease, the pain category is
hugely diverse, treating many complaints and yet consumers have limited
genuine choice of analgesic. Such a large market segment should be able to
offer the consumer more options to choose from.

The segmented Nurofen range offers consumers a facade of choice, but in fact
offers the same product again and again. How much better for consumers in the
general sales arena to be offered a genuinely new product — a new analgesic
compound with unique features and benefits?

Naproxen sodium 275 mg offers a number of benefits compared to the currently

available products, offering consumers greater opportunity to purchase their
painkiller on the basis of features they might desire of a product. Naproxen
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sodium 275 mg offers the following unique features for a general sales
analgesic:-

- longer-lasting pain relief

- less tablets per day

- fast acting

- toxicity comparable to placebo at OTC doses (lower relative
cardiovascular risk than ibuprofen - see Section B2)

Additionally, for current consumers of naproxen sodium 275 mg availability at
general sales level is very likely to deliver considerable cost savings, and offers
the convenience of purchasing the product through many more outlets. The
risk/benefit profile for these consumers (lack of pharmacy environment
supervision vs. potential cost savings) is favourable due to the favourable safety
profile of naproxen at OTC dosages (see section B1.4).

Naproxen sodium 275 mg represents a worthwhile alternative for consumers, a
safe and effective addition to existing general sales analgesics.

1.1 Longer-Lasting Pain Relief

Naproxen has a longer half-life than ibuprofen [10, 11] and so is expected to offer
consumers longer-lasting pain relief. This longer-lasting claim has previously
been approved for Aleve in New Zealand (see Aleve labels, section A7).

Naproxen sodium’s plasma half-life is approximately 13 hours, whereas the half -
lives of aspirin, paracetamol and ibuprofen are 3.2 hours or less [21]. This effect
is reflected in the recommended dosing schedules for the compounds — while
ibuprofen 200 mg is recommended every 4 hours (Signature range) or every 4 —
6 hours (Nurofen caplets) with a maximum of 6 tablets per day, naproxen sodium
is recommended to be taken every 6 — 8 hours (Naprogesic) or 8 — 12 hours
(Aleve) with a maximum of 5 and 3 tablets respectively. These NSAID
analgesics both represent a considerable advantage of paracetamol 500 mg in
this respect (2 tablets every 4 — 6 hours with a maximum of 8 tablet per day).

At its April 2010 meeting the Medicines Classification Committee considered a
proposal to increase the maximum pack size for pharmacy only sale of diclofenac
12.5 mg in solid oral dosage forms. In its submission Novartis presented
consumer research that showed consumers use of OTC analgesic medication
was the same regardless of the pack size that might be available to them. This
implies that consumers use analgesic medication to attend to their pain, and no
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more. With its longer-lasting pain relief, consumers are likely to use less
naproxen as it will be longer until they re-experience pain (if at all) and take the
next dose.

Even in extreme pain medicated with opioid analgesics, it is well known that
patient’s tend to take less medication if they are in control of the medicine
administration and can take the next dose when they feel it is needed. Hence,
the use of patient-controlled pain pumps for this type of medication generally
leads to less, or more appropriate, opioid usage.

1.2 Less Tablets

With its longer duration of action, use of naproxen for mild-to-moderate analgesia
may lead to the patient requiring fewer tablets per day or per medication episode.

While for many people the number of tablets required is not an issue, for those
who experience difficulty taking tablets or capsules the number and frequency
required can cause considerable discomfort.

Ibuprofen 200 mg dosage is recommended as 2 tablets initially followed by 1 — 2
tablets every 4 — 6 hours with a maximum of 6 tablets per day while naproxen
sodium is 2 tablets initially followed by 1 tablet to be taken every 6 — 8 hours
(Naprogesic) or 1 tablet every 8 — 12 hours (Aleve) with a maximum of 5 and 3
tablets respectively. These NSAID analgesics both represent a considerable
advantage of paracetamol 500 mg in this respect (2 tablets every 4 — 6 hours
with a maximum of 8 tablets per day). Also, with the lesser amount of active
ingredient required, ibuprofen and naproxen tablets tend to be smaller than those
containing paracetamol, and this can also be of assistance to people who find
taking tablets difficult.

Generally, at over-the-counter doses adverse events are not expected for NSAID
analgesics. However, adverse events for this class of medicines are directly
related to the intensity of treatment (strength of dose, total dose and duration) [7],
and so any potential to lower this intensity of treatment must be viewed positively
as having the potential to reduce side effects.

1.3 Fast Acting

As can be seen from the labelling provided in Section A7, Aleve tablets have
previously had a claim of fast-acting approved in New Zealand. Naprogesic has
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also had the claim approved in New Zealand (CMN approved 16 October 1995),
although it is not currently on the label, as it has been shown that naproxen
sodium begins to work within 15 minutes [11].

A pharmacokinetic study comparing naproxen 200 mg with naproxen sodium 275
mg showed similar Cmax concentrations, but the latter peaked on average 50
minutes earlier and had a 40 minute blood level 2.5 times great than that of the
former [10].

1.4 Toxicity Comparable to Placebo

Bansal et al. evaluated the safety of OTC naproxen sodium through a meta-
analysis of 46 clinical studies [21, 26]. Headache, nausea, somnolence,
dizziness, vomiting and dyspepsia were among the most commonly reported
adverse events. Rates of headache and vomiting were significantly higher
amongst those patients receiving placebo and only the rate of somnolence was
significantly higher amongst the naproxen-treated group. There was no statistical
difference between placebo and naproxen for gastrointestinal adverse events.
Overall occurrences of moderate and severe adverse events with naproxen were
comparable to placebo with no statistically significant differences recorded. The
safety profile of the medicine for a < 10 day dosing period was evaluated as
relatively good. This meta-analysis is considered reflective of the true
occurrence of adverse events associated with OTC naproxen sodium when taken
as directed, and demonstrates a safety profile for the medicine that is compatible
with general sales availability.

When considering reclassification proposals for an NSAID medicine in the past,
the Medicines Classification Committee expressed the view that longer term
usage may lead to a greater incidence of adverse events. As demonstrated
above, OTC dosages of naproxen for up to 10 days incur adverse event rates
similar to placebo. The proposed pack size (25 tablets) further limits treatment to
5 days at the maximum recommended dosage, thereby providing additional
protection for the consumer against adverse events.

1.5 Interactions with Other Medicines

Naproxen does exhibit some interactions with other medicines. The most serious
of these is a potential enhancing effect and anti-coagulants increasing the risk of
bleeding, and an increased risk of gastrointestinal bleeding due to interaction with
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anti-platelet agents, selective serotonin reuptake inhibitors (SSRIs) and
corticosteroids [1, 6]. Naturally, combination use with other NSAIDs or aspirin is
not recommended as this increases the possibility of gastrointestinal side effects.

However, all of these interactions are well-known to be NSAID class effects.
Naproxen has no unusual medical interactions not shown by other NSAIDs. As
such, the classification of ibuprofen 200 mg as General Sales in New Zealand
acknowledges that these interactions can be managed by consumers, and the
situation remains the same for naproxen 250 mg.

The proposed label warnings advise consumers not to use naproxen sodium 275
mg if they are taking any other medicines, and in particular if they are taking any
other NSAIDs or aspirin, unless a doctor tells them to and offer good protection
against potential medicine interactions.

2. Relevant Comparative Data for Like Compounds

2.1 Ibuprofen

In November 1999 the Medicines Classification Committee considered a
submission for Roche Products (New Zealand) Limited, the sponsor at the time of
OTC naproxen sodium registered as Naprogesic (275 mg) or Aleve (220 mg), to
reclassify Aleve from Restricted Medicine to Pharmacy Medicine for a range of
OTC analgesic indications. It was the fourth submission since 1996, the other
three having been unsuccessful. The minutes from this meeting state:

“The Chairman said he thought the company should be
commended on producing an interesting and innovative study in
order to show that OTC naproxen was not more toxic than
ibuprofen............. ibuprofen had been used as a benchmark
for OTC safety. Robust data had now been gathered to show
that there was no significant difference in safety between
naproxen and ibuprofen with OTC use.”

The Committee subsequently recommended that naproxen be classified as a
pharmacy-only medicine when in packs containing 250 mg or less per dose form
and not more than 30 tablets or capsules. At the time, this change aligned the
classifications of ibuprofen 200 mg and naproxen 250 mg as Pharmacy
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Medicines, and it is clear that the Committee considered these two compounds at
these strengths to be sufficiently equivalent to justify having the same
classifications.

Since that time, the classification of ibuprofen 200 mg has been further relaxed to
General Sales Medicine for packs of not more than 25 tablets or capsules.
However, this subsequent divergence in classifications is attributed to the fact
that the further down-scheduling of ibuprofen has been actively and successfully
pursued, whereas naproxen has not been further considered by the Medicines
Classification Committee since 1999 as it has not received further submissions.

The MCC considered a proposal to reclassify ibuprofen 200 mg to General Sales
in November 2003, a change that had recently been accepted in Australia. It
recommended against making this change due to concerns about use in the
elderly (particularly gastrointestinal effects), renal effects and interactions with
other medicines (particularly warfarin). However, the Minister’'s Delegate did not
accept the Committee’s recommendation and the medicine was subsequently
reclassified as proposed by Gazette notice. The recommendation was not
accepted on the basis of a report by Dr. G. R. Boyd to the Deputy Director-
General, Public Health [24] which stated “While not without an adverse event
profile, [ibuprofen] is generally recognised as the gold-standard against which the
safety of other NSAIMs and the newer cox-2 inhibitor medicines are judged”.

In June 2006 the Committee considered a serious challenge to this classification
of ibuprofen in the form of a submission from the Pharmaceutical Society of New
Zealand. However, they agreed there would need to be convincing safety data
pertinent to short-term, intermittent, OTC use to justify removal of the general
sales status of ibuprofen 200 mg and recommended that the status quo be
maintained. Clearly the general sales availability of ibuprofen 200 mg had not
provided sufficient cause for concern within the elapsed three years, and appears
to have continued to do so until the present day as the general sales
classification has not been further challenged.

2.1.1 Efficacy

There is little doubt that naproxen [10] and ibuprofen are both efficacious
medicines in the treatment of mild-to-moderate pain and for the reduction of
fever, since both have been evaluated and approved by Medsafe for OTC-type
indications. There appears to be relatively little difference in efficacy between
naproxen and ibuprofen — a 2006 review of effectiveness of analgesics for
osteoarthritis (including OTC dosages) found little difference in efficacy for all
non-selective NSAIDs [12].
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However, naproxen sodium may provide superior efficacy. In a comparison of
non-prescription analgesic efficacy in osteoarthritis of the knee [13], naproxen
sodium was found to provide superior efficacy to ibuprofen when evaluated for
night-time pain. This effect was attributed to naproxen sodium’s longer duration
of action, and was noted as having important implications for quality of life. The
authors noted that naproxen sodium had also been demonstrated as having
superior efficacy to ibuprofen for post-operative dental pain and dysmenorrhoea,
suggesting these results are applicable generally.

In another study [10] for dental pain there were no significant differences in
efficacy between naproxen sodium 220 mg and ibuprofen 200mg, or between
naproxen sodium 440 mg and ibuprofen 400mg (although in this case the
numerical values were in favour of naproxen sodium and significantly more
patients in the ibuprofen group needed rescue medication at the 12 hour time
point).

Other studies in headache, musculoskeletal pain, arthritis pain and
dysmenorrhoea have all demonstrated that naproxen sodium is at least as good
as, if not more efficacious than, ibuprofen [10].

2.1.2 Risks

NSAIDs present a number of potential risks to users — gastrointestinal,
cardiovascular, hepatic, renal and allergic reactions. All of these risks are
recognised as being NSAID class effects [14,15,16] — the general sales status of
ibuprofen 200 mg in New Zealand acknowledges that these risks can be
managed at this level of classification, leaving only the question as to whether or
not naproxen sodium represents an increased risk to consumers over ibuprofen.

The SOS Project recently undertook a meta-analysis of epidemiological studies
for NSAIDs and upper gastrointestinal problems [14], risk of acute myocardial
infarction [15] and stroke risk [16, 17]. The studies did not differentiate between
prescription and non-prescription dosages. For gastrointestinal risk the authors
found that ibuprofen presented a low relative risk to consumers, whereas
naproxen presented an intermediate relative risk — however, they also noted that
the use of high daily doses of individual NSAIDs doubled or tripled the risk of
upper Gl complications compared to low or medium doses, bringing into question
the relevance of these results for OTC-type dosages. For acute myocardial
infarction risk, naproxen presented the lowest pooled relative risk of all NSAIDs
studied, while ibuprofen presented the third lowest relative risk. The authors
noted that a higher risk was associated with higher doses, except for naproxen
and ibuprofen. For stroke, results were mixed and the authors suggested the risk
of ischemic stroke across individual NSAIDs was variable.
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However, studies that do not differentiate on the basis of dose are recognised as
flawed when considering low-dose OTC use. It is recognised that those
medicines commonly used at maximum recommended doses, such as diclofenac
and naproxen, are more like to be associated with gastrointestinal adverse
events than those predominantly used a low doses such as ibuprofen [7].
Generally no clear differences in the gastrointestinal safety of non-selective
NSAIDs are found [12], or if naproxen appears to have a slightly higher risk that
ibuprofen, the evidence for drawing such a conclusion is weak [7]. Studies
consistently demonstrate that there is a firm association between gastrointestinal
side effects and increasing dose and/or the concomitant use of more than one
NSAID or aspirin [7]. The proposed label warnings strongly address both of
these issues.

Ray et al. [18] studied cardiovascular safety to patients with existing serious
coronary heart disease. They found that cardiovascular safety was best for
naproxen and that relative to naproxen users, users of ibuprofen had a 25%
increased risk of myocardial infarction, stroke or death from any cause. They
noted that their findings were consistent with previous studies that were not
restricted to people with serious heart disease. This writer acknowledges that
these studies involved mostly prescription dosages of NSAIDs, and that overall
risks are likely to be much lower for all of the medicines at OTC dosages —
nonetheless, the trends are consistently demonstrated and so likely to apply to
OTC usage at some (reduced) level. A recent review [8] of available new
evidence found that naproxen (compared to ibuprofen and diclofenac) was
consistently the only NSAID associated with the lowest thrombotic risk. The
proposed warnings for naproxen related to cardiovascular risk (Do not use if you
have heart failure, Do not use if you are aged 65 years and over except on
doctor’s advice) are considered appropriate and sufficient, given naproxen’s
excellent record on this issue compared to other NSAIDs.

Safety data for naproxen sodium 220 mg from 94 clinical trials has been
summarized [10]. The most frequent side effects (headache, gastrointestinal or
CNS complaints) occurred to the same degree for placebo, naproxen sodium and
ibuprofen. The author concluded that “The risk/benefit assessment of naproxen
sodium 200 mg is at least as positive as that for ibuprofen” and the need for re-
medication is reduced.

De Armond et al. conducted a meta-analysis on 48 clinical studies [21] to
evaluate the safety of OTC naproxen sodium compared to ibuprofen,
paracetamol and placebo. They found that 83% naproxen- or placebo-treated
patients report no adverse effects, and there were no statistically significant
differences in adverse event rates across all three treatments.

Ibuprofen is considered the “gold standard” against which other NSAIDs should
be judged. All of the evidence for OTC dosages of ibuprofen and naproxen is
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that there is no detectable difference in the rate of adverse events, and the
risk/benefit profiles of these two medicines are essentially the same. This being
the case, rescheduling of naproxen 250 mg to the same classification as
ibuprofen 200 mg is justified.

2.2 Diclofenac

Diclofenac has been included in this discussion because, outside general sales
medicines, it is probably the most used and well known OTC analgesic in New
Zealand, although the topical presentation under the brand name Voltaren would
be the best known of these. Furthermore, relaxation of the classification of
diclofenac potassium has been actively pursued in New Zealand over the last
decade, during which the 12.5 mg oral dose presentation has been reclassified to
Pharmacy Medicine, and the pack size for this classification increased to 30 dose
units.

2.2.1 Efficacy

There is less comparative evidence between the efficacy of naproxen sodium
and diclofenac available than between naproxen and ibuprofen. However, there
seems to be general agreement that there are few differences between the two
medicines [11, 12], and it is accepted that both are suitable for the treatment of
mild-to-moderate pain.

2.2.2 Risks

Recent developments in the study of NSAID risks have uncovered significant
differences between naproxen and diclofenac. The SOS Project studies [14, 15,
16, 17] classed diclofenac as equivalent to naproxen for relative risk from upper
gastrointestinal complications, but of a much higher relative risk for acute
myocardial infarction (although this is acknowledged as being dose-related).
They also found that diclofenac is the only non-selective NSAID that could be
associated with an increased risk of ischemic stroke.

Ray et al. [18] found that for patients recently hospitalised for serious coronary
heart disease, relative to nonusers of NSAIDs, short-term use of diclofenac (< 90
days) increased the risk of further heart disease (RR = 1.86) whereas short-term
use of naproxen did not (RR = 0.88). Relative to naproxen, current users of
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diclofenac had an increased risk of serious coronary heart disease (1.44, P =
0.076) and serious cardiovascular disease/death (1.52, P = 0.0002). While this
study was conducted on a vulnerable population, the results strongly suggest that
overall the cardiovascular safety profile of diclofenac is not as favourable as that
of naproxen.

Likewise, Olsen et al. [19] studied the cardiovascular risk of NSAIDs according to
time passed after a first-time myocardial infarction. They found that naproxen
was the NSAID with the lowest relative risk (compared with ibuprofen, diclofenac,
and a grouping of “other NSAIDs”), and noted that their results were consistent
with the view the naproxen has the safest cardiovascular risk profile. A recent
review of available new information [8] concluded that the results for diclofenac
indicated an increased cardiovascular risk which was generally higher than that
for other non-selective NSAIDs, and similar to those reported for some of the
coxibs. Furthermore, doses above 75 mg diclofenac per day are associated with
progressively higher thrombotic risks [8]. The current Pharmacy Medicine
classification for diclofenac allows dosages up to 75 mg/day, while the current
Pharmacist Only Medicine classification does not specify a maximum daily
dosage.

When comparing a range of analgesics for symptom relief from osteoarthritis,
and while acknowledging that clinically significant hepatotoxicity was rare, the
AHRQ found that only diclofenac was associated with a significantly higher rate
of liver-related treatment discontinuation compared to placebo [12].

Diclofenac potentially exposes the patient to additional cardiovascular risk at any
dosage above the maximum allowed over-the-counter dosage, and may cause
more liver-related adverse events. It appears warranted that this medicine would
have a more restrictive classification that naproxen sodium, as is proposed by
this submission.

2.3 Paracetamol

2.3.1 Efficacy

Kiersch et al. [22] studied the analgesic efficacy of naproxen sodium,
paracetamol and placebo for pain associated with dental extraction. Dental
extraction is a suitable model for examining duration of pain relief as it provides a
predictable and persistent level of pain. They found that time to re-medication
was significantly longer with naproxen sodium (median 9.9 hours) than with either
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paracetamol (median 3.3 hours) or placebo (median 2.0 hours). Naproxen
sodium was also superior to paracetamol for peak pain intensity difference,
summed pain intensity differences, total pain relief, peak pain relief and time to
reduction of pain by 50%. Other studies [10] have found similar results.

In a headache study [10] naproxen sodium and paracetamol were both found to
be superior to placebo for all endpoints and did not differ significantly from each
other. For arthritic pain, naproxen sodium was found to be significantly better
than paracetamol with respect to resting pain symptom improvement [10].

For osteoarthritis, paracetamol was found slightly inferior to NSAIDs for pain and
function across four systematic reviews [12].

2.3.2 Risks

De Armond et al. conducted a meta-analysis of 48 clinical studies [21] to evaluate
the safety of OTC naproxen sodium compared to ibuprofen, paracetamol and
placebo. In the 9 studies that directly compared placebo, naproxen or naproxen
sodium and paracetamol, the only statistically significant difference observed for
adverse events was for vomiting, occurring more frequently in the paracetamol
group (4.5%) that for naproxen (2.2%) or placebo(2.5%).

Bayer has summarized safety data from 94 clinical trials performed up to 2010
[10], and found that the most frequent side effects (headache, gastrointestinal or
CNS complaint) occurred to the same degree for naproxen sodium and
paracetamol.

A comparative review of treatments for osteoarthritis [12] found that paracetamol
has fewer gastrointestinal side effects or serious complications than NSAIDs, but
cardiovascular risk was increased with heavy use of paracetamol, similar to that
with heavy use of NSAID’s. Lastly, like NSAIDs, paracetamol may be associated
with increases in blood pressure and renal dysfunction.

Between 1995 and 2000 no fatal overdoses involving naproxen/naproxen sodium
were reported by the American Association of Poison Control Centers — the
greatest number of fatal OTC analgesic overdoses (672) during this period
occurred with paracetamol [21]. Given the relatively recent availability of
naproxen as an OTC medication at that time, it is acknowledged that these
numbers may to some extent be reflective of absolute usage — however,
consumers of the time were well-experienced with paracetamol and relatively
naive of naproxen, suggesting that consumers do not necessarily have more
problems with a medicine new to the OTC market.
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In summary, naproxen provides equivalent-to-superior pain relief compared to
paracetamol, and the pain relief provided is of longer duration. Adverse events
are also relatively similar for naproxen and paracetamol, more particularly for
OTC-type complaints requiring lower doses. Conversely, gastrointestinal
adverse effects are more commonly reported for naproxen with complaints such
as osteoarthritis that often require higher doses.

2.4 Summary

The safety and efficacy of naproxen sodium in an OTC setting has been
evaluated in over 100 studies [21]. Doses of 220 mg and higher have been
demonstrated to be efficacious for various pain states, and a number of Health
Authorities around the world have concluded that naproxen sodium 220 mg or
275 mg is a safe and effective analgesic/antipyretic for OTC use. The rate and
severity of adverse events associated with OTC naproxen are similar to those
associated with placebo, and the available data indicates that this medicine
compares favourably with other analgesics available over-the-counter.
Specifically, the discussion above has demonstrated that naproxen sodium at
OTC strengths compares favourably with both ibuprofen and paracetamol.
Reclassification of naproxen sodium 275 mg to General Sales Medicine is
justified on the basis that it appears very unlikely to expose the consumer to
additional risks compared to the analgesics currently available while offering
significant benefits such as extended duration of efficacy, rapid onset of action,
less frequent dosing, more convenience and possible cost reductions.
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APPENDICES

Appendix 1

Proposed Consumer Medicine Information for naproxen sodium 275 mg as a
general sales medicine.
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