/81 Ty ®%F Smg, [E]5E 10mg,
[ZRE9I 5 &M

AEMICEHINBERICERLIEINRVRNEORE
FI—HFA HAEHIZHYFET,
LEREHREZFEEERALUAOEFBMIZFIAT LS L
FTEFELEA.

I—HY &t




NY oy hEES mg, [FISE 10 mg 1.5 R IUTFE ROk & OBRZE O

1.5 ERXIRROBEBRUMRBORER
1.51 ERXIIEROFERZ
1.5.1.1 [ZL®HIZ

ZF_X7Z > —)LF kU L (Rabeprazole Sodium; RPZ) 1%, =—H A FEXSHIZBWTARK -
B SNTbAEWTHY, HOBEHIIZEIT 2 By W ORKEREICILE T 5 H K -ATPase
(Fa b ART) ZET L EICKY, WMAREBRSWIHERZBEST 72 hoRy
THEAl (PP THDH (K 1.5.1-1),

O—CH,3

HsC 0
N /_zj R USHR R
(-
N o}
® 1.5.1-1 RPZ D&

RPZ 1%, EWNTIE, 1997 4 10 AIZA&AGE &4, 73U v MEE 10 mg, [AISE 20 mg & L CHIEE,
+ T HREE, WATIEE, Wit R E S, Zollinger-Ellison JEMEREDRIRE « 2hiHL & B L7z,
FOW%, e R L LT, ~NYanrsg—. ol OREOMB) (—RREEDE ; 2007 £ 1
A, TIRBREFRYE ;2007 4E 8 H, H MALT U VU 8[E, Hpgsthii/ Mg vEEEEE, S E /I
R NHEEHITRERE ; 201046 H, ~Va s Z— .. o UEEER ;2013442 H) KO
FEOS AMEEBEEWE (2010 4 6 H) 2NBIAR S, HE - HELE LT, B - FRE
IR RE R OHMERRRIE (2003 2 7 A) KOV FU AR A e B X —IC L BHIRET
Ry I it E BERICKTT 5 1 H 2 FEE (2010 42 12 A) 2MBIER Iz, FMEICE
WCh, BRI 1998 42T, KIETIX 1999 FITKRBEZ TG L, Z4vE Tl 103 » BT
WER, 69 »EHTHEFTHD (2013 4 11 ABIE),

1.51.2 BERE7REY VICKSLEEHILERBESEORRRUEMNEE
1.51.21 BEEF7AEY VIZLZ LEHLEHEGSOIIK

THALPETEIERE O — KRERNE, ~Vans¥—-val (H pylori) BYEBEAET ALY
EEHDIEATaA RERFRIERK (NSAIDs) ORHTH D, H pylori FREEE O PR H<CH A
BRIRUGEIZME D H pylori G DOIK T O7=8, H. pylori \ZiEKT B HELIEEBR TR 2 2D L
TV EFPREND—HT, BHAET AV U /NSAIDs & R LS X e A 2 7~ L C
BY, S%IIZOMENERERIGICBWNTLY —@EEL R LEEZIOLND,

Brio, 7AE Y O, YOMREL - MRBURIE L U CHEA SN CWER, £ o/ i
ERNC XY, [RHETH M AEORE, BHim A 7 8 7 & OBhfR i fe M7= Bk U TRl 2h
BEETHZENHESN ", WHENEDT-, 10 Le, Gt BkEHE-T, fF
ISR ZA L, EPICBT D4R (2005 455 off EEUTH 520 T A GEED P cb0iEs,
COXIREHET A Y O ORI, KAET AU CORIWER TH 2 L&k
fRfEE (B B EE) 0 2R LEOMBELE LTy o —X7 v 7 &, @R TR
DFEE IR ol TAEY XD HEEGEEORART & LT, DEME~OEREEE, 2)

1 A



SV T MEES mg, [FEE 10 mg 1.5 BEIEAOFEBRECEHEORE

vruFdFxwAh—F¥ (CoX) AEEZN LENRNE T o A X 77 oD oEANME (GRPEE)
DREL COBREZSNTHWAE®,

ERAET ALY oORBEE, ERAECHESTHEEERBEEESRE LT, ERET
2T CHRAE O 1%~2%I2 BB RIS 7% #10%~20% IE{EIEEEL 10 R 40%~
60%T TR AMERZEMN T BIET AL WESNTWA, £/, MBLERERSZOSHEDKEIEE
T& LT, H opylori " | 1B9E - MBS GHEORDE, MEHMmOBEE, NSADs XitRER
B COX-2 [HEHEDHHM, mld Bl 70 Ll L), FUGEZEOHR, SEELHEEROSHR
EREfEsnTws Y, EREOEFRE T, ER0BLERL TREARICEL r—2AbLH
n, —BHITALERET ALY o/ MUEEEMGIER OOz, ki EkT 55856
Ll P, EE, AETIE, 2ol REnRBRARRERE Lo TRETIRESHLF—AR
BHBEISNRTWA B, —F7T, BHE7AEY Y »OoREDb FiE, DML FOFERIZD
ERHEBNBHY M, HEEREEECEET SO THo THLEERARITER2VERIT
»5,

by, EERBT7TRAYI VLA FEEREBOBEELZHRE L D, ERHET AY U ORIEA
ThHHELERBEEE (B LBEbERn) 2 P52 0BELEEETHS,

15122 EASTAEY VLS EHHEERREGESICHT 2 Mok

EHET ALY VX AHEEEREEEORAICZEBOEFEESEEREEH 22 L TEHY,
BEOEREZFRABEIEREL NS °, 8iMpER (7 v ) T, TAED iE, H§HpH 2
AR R T CORMOEREEEZFE T A L PMEIh T0na ¥, BRICBNTE,
BHETACY v BRECTHRETHBHHBEEEOEREIEN pI & HEE (HW pH 2BV e, H
KiEEESERE, TN pH BEEE, HHREEENERE) A LB@MEShTWws ¥, L
o, BRET AL VL HEERESEEOR R ICE, BowmiEoREREHC
B0, mTLEARFESWINEER LA TS PP oW T, BMcARCEHOT T &
MIETE L, IEENLORE L L TIN5,

AEICBT L 7o Ay T o TEELHEERBICL A L, EBART ALY o fk S Mtk
BIEOHAERZATABEICHLT, #2772 —1 20mg 1 B 1 [E) Y277/ =1
20mg (1 B 1[E) % 6~12 % HBR G LZEOHEBIMEIL 0%~0.9%TH Y, PPl D&M
FEIFEIHBERRERTWA 7Y F A0z ET o RERD, 2008 FICREORERSE
%2 %2 (AHA ; RELDEH S, ACCE ; RELEME) LEESFEFES (ACG) BERT, &
AET7 AV D o2&/ WEED L NSAIDs OFRICET AT HF AN~ bar o+ 2%
BEL Y, HEEEE) A7 0GVWERHEOBEERLOFGIC LT, PPI Z#H+ 52 &8
HEIE X7,

MbHEBE T AAEOT T 200 T, BEREOSERBETHABEORER%
BT 5EAZRGEE L2 ZRTFHCET 2 EEat kBB oE R REs TS, T
FF— 30 mg (1 B 1ED 77 ERICESTREFRLZ AL 12 » A1 ; 16%
vs 14.8%, P=0.008) *, S+ FF /=1 20mg (1 H1E) T HZEKEHM THLZ 7 E
FL (1E40 mg & 1 H 2R ([THAT, RIEERAARCHH L7z 48 7 ; 0% vs 12.3%,
P =00031) *, £/, BEHEREO—KTHICIONTE, TV A7 -1 P RURT7rE2FY
U BRTIERCEBICERS LOWMERH S, 2L, @ 0BREOREREET HEH
BEESZEEA S TEST, —KTPHIcT 5 PPI HFHOBRIZONTIE, SHRERIBH
LB TH 5,

ERTIE HEBETA T4 0EA LEFMicETA2MEIERED [EBM (K< BiBED
WHA FTA2 ] 8 2R Q007 ) ¥ LHEBERHFESRED [HEHEBEESETIA FT4
(2009 ) P BRFEANTHNA, AiECE ERET ALY v BRET COFRIEIZE PP
EHWA . ZL— KB LOREBHY, BEFE HERETAY Y Vick s EHEEHLO

2 T PR



AU s FEES mg, [FIEE 10 mg 1.5 BEXIZIERLOSEEREVEEORE

BEMGIBL L I ZRE M AT PPL OREFFEIHITHA, | L OBEEHP REN TS, iz,
GV TIY = (1H1E1Smg) &=y A777—/ (1 H1[E 2 mg) OENESREE
an, BES HERAET AU U IRERCET2BREXIT2RIBREOBRMG ] O MfkE
BERANAR SN TWA (FAFR 2010 7 H, 20124 6 AICAR) ., WiOREBRBERL, &
12 % AT 1T 5IBIERFEEN PPL BE T 2%~4%, IEBEETH 20%~30%TH0, AAA
3 LTH PP O TR E CHHBEOBER Y 27 PAEBICERT S Z LS EH s i Y

1.5.2 BIROER
KB 3L, RPZ (2 MEREY 2 YERIZE T 5 BRE S T RIBREO BB
OF LVEIEE « SR ATGT 5 20 ORGREREE - HATEARBETH L,

MRBORERAE 1.52-1 07 L7,

fn'E

B AR SS 3 DN LS B UG R
ik

e MR
il

E M FRIR
¥ H

FERR AR R

i
A& BT AR
(FAE) EEEIIAT AER

BRI Rl

" 040 R B
FRlR 3 (FA pH T =4 —)

308 A
(CEEREERR)

309 FER
(EHE5REB)

% 2/34H

1521 BROBER
AT 215 BRI . I [ (= 2]

.El zHES | 7 FE L RrEmBE, Emc Ly 2ol$|ﬁ|agtf T,
HEET — 5 Sy - DROBRES 23 RBEEICET 5S4 % OB RICL VEEL

Uf._ _ B
1 ]
723, RPZ BWT, AETIIADEEICEHE ST AEITPORBERE L2, AFEFRELT

WAE S AV (2013 4 11 BELE),

1.5.21 SEIORBBFICAVDIT—HvH5—D
OHHE
AEOBHT 23 BB T, RPZ OMEE 5 mg & 10 mg KRELEI LMD, Frw
RPZ Smg fEX A% L7z (3.2P #H),

3 A RS



SV T MEES mg, [FEE 10 mg 1.5 BEIEAOFEBRECEHEORE

7235, RPZ 5 mg §id, BERGRO/N) =y b E 10 mg St LA ET AL | KigEo p&

HATHY, [EEFRE2AIROEREEAOEHFEAREMERAEBE T 71 (PR 24 F 2
H20F, EAEFEHERE 022 F105) ITENELFEE2ER L, BHFESORSE 2R L
Q)FERRFRFE B

WMAFEMHTAREL LT, Ty FERWETAYD BBEICHT A RPZ OER A BFH
Ll
G EE PR

BT —H Ry =% 1.52-1 W R LT, BLTFD 3 2OEFERER - FHMmER S L THRE
s

FAGEATH D RPZ 5 mg SEOHE N FHIBE C4BBNpH E=% 1 V), 4
EEE &P 54T T 4728, MUARPZ 5 mg/H, 10 mg/H, 20 mg/A, 40 mg/H OEHFAIEHE
OBERMEZBFT 5720, ERREERREE (040 3B % FEME L7,

RPZ OIEAET A 5B T 2B IREX I+ ZRIBREOHF RS F 5 i
T A5, BEHEE 23 H_EEREEE 308 #HE) 2, BEURSMABRHT A0, BE
Fos HEMBEERE (300 # ) ZFEL 7.

Q

= 1521 AERBAEICHBITSERET—2 /1 \yr—
&SR i
P HEL St P O whEHE EEIE WERES
2 rat 3 B
IR AL BUHEEOES 5 o (BE ) iﬁ
&5 HRR 7
B e A RPZ5mgl 8 1A
PG
peksi s | MR A B 8 M opH E= | 24 4 53411
(010 252) 4F 48 oAA4 | RPZ40mgl B 1 H )
e — 3 mO®ms
W HEEE A L 5 ERE
ey | ERRT Ay g | EHEEER RPZ10mg1 H 1 1= R
[ FEAm & £ R B EE i miEST RPZ5mgl B 1A -
5 2/3 R R M o, | AT EER FL ./ 50mgl B 3[E i = 472 53511
! +ompEEosE | TUT . 7 B0 RHE
BRBEB) | mo CEEREERR | Bofs e
- - F Vs R 24 18 4]
. - F R AR
#2355 i R : 8 Eamar | 3284 53521
: BREAHETE A A~ EOEs
(309 FHE2) e F—7 R 28~52 AR
wHEEE A L
%308 RBOBENE CH_ESREE, 308 RBOEERIFTRERL LIS, #EREEBTERIIBVL T, RBIKE

ERELFLAOIERERE LT, WESOCERIETLEVWI L& L,
BEBRMLIORRIIBNT _HEREMT LEE, BBaoERELE,

1522 REICETIEHBOEN
1.5.2.21 BRBREUVEEBRHNE

RPZ 5 mg S#EQHER OB EL, EEEA 7 — A THEELEARR 3 0y FOBEEE O
B, TEMRBOMEERC [HEELOBAEERCABFEORTEIZONT) (P 1345 A 1
H EEERFESSR T ZHEIERFELE,

fef, 308 BRI TT TV U ETHoR

4 T PR



AU s FEES mg, [FIEE 10 mg 1.5 BEXIZIERLOSEEREVEEORE

15.2.2.2 REM

RPZ 5 mg SEOEZEMNERSE (BHIGRERS, MR OSESHE) 2 22 B T1 P74
OBECOWT) GERK 15 4 6 H 3 B [EIEFERT 0603001 5) KUY THiEE R O LA o5
HEMERBTA FFA4) (FEROFES A28 EEF4028) cRS=xEmL-,

RO ELEREE (FEE%EE 100 §£, PTP 8145 100 g O PTP 814 140 £8) (2BWT, M
HEAEE (40°C/T5%RI) 4 Fhi L72f5%, 6 HABORFICSWTHERREOEIZZED 5h
T, 2CTORBERICRBWTHEICHES L, £, EWETEAR B GABOREL, £2Co

HEBE B IC BT HHECES L, ENBED b ERmgo 2O -
BT, BEHRNTE F L, .

I ] e G
L7z, ZO#ENG, RPZSmg EOH DB A ERETFTI6ER &% FE Lz,

7k, BHIRERE (25°c/eo%rH, 36 HAM) SIS 5-

15.223 /YTy rESmMg &/U Ty MME10mg DENENRFYE GBHEBR)

RPZ 5mg 81330 = v ME10mg OFEEWRAITHY, TEENRA 58 0 BREA O£
SIS A P74 (PR 249 2 A 29 H EaEEI 0220 F 10 &) (2ES3<0LK
AT ARECEYT 5,

RPZ 5mgfE& S = v ME 10 mg (IZERA) ofEFHZEEORSMEIL, 271 FHFEHFRC
B G ASEOBMEOEIORT B0, [HEBRZ 58N BREA 0 £ HFaRS A 7
A RZA2) 2y, (1) HERFHARE 1 ® (pH 1.2) /S FAME 50 pm, (2) B
Mecllvaine 2 (pH 6.0) /S K/L#E 50 rpm, (3) ARIEHFEBRSE 2 (pH 68) KAk
50 rpm, (4) 77 Mcllvaine F2#i% (pH 6.0) 2% F/L#EE 100 rpm & TF (5) 0.01 mol/. U B2
AKFZHF B U AL 0005 mol/l. 7 = A FAVTIHEL U722 EE (pH 6.0) 7% KJLEE 50 rpm,
DEL 4TRSS STl L7m, FORE, RPZ 5 mg BEX U T biE 10 mg O HZEETE%
ThHIEVEREINT.

1.5.2.3 FEAEEBROEN
1.5.2.3.1 EHE
M7 AEY CERBIZT5/ER (P110566 3AER)

Fw bEAWAETAYD YEBEE T ACKBWT, RPZ (01,03, 1 BO'3 mgke) T+ "f
BrRsic L HEREMICEBEEEORA 2 L, EDy Eid 012 mgkg Thofz, 7
AT = (01,03, 1 B3 mgke) O FTRBREEECNCH, FEOFREEED
HFHAMGER RS LI, EDs (i 0.20 mghkg THhoiz,

1.5.24 EBEREBROER
1.5.24.1 EREREERR (040 HR)

HA AR A BME (F b7 o— 2 P450 2C19 [CYP2C19] OBIEFHIZE-5< homoEM,
heteroEM, PM 45 8 Al 24 #4il,  Helicobacter pylori [H. pvlori] E2tE) # %8 L LT, RPZ 5,
10, 20, 40mg % 1 H 1B 5 HERERENRE LEBEOEDFI DR R CEMEES 4 Al 4 #
0 AFA— AR THREFHT D ERRFERRE (040 BB 2FEW L7,

RPZ % 5 HREERNHE LZBEOREE 1 HAROS HB @M RPZ BENSET LA
VT 4T MEATIC LD EEhE T A —F R EH L, PM D Cu T AUCiZ B E
WBWTEM SHELTEREEZTL, PMO t, 2 EM EHELTERE L, BRERBL Cuu kT
AUCuplZ DWW THREMIZKBH LR, CYP2C19 BETEICZE-S< EM KN PM OVl
WU RPZ @D Coax BTF AUC i 5~40 mg OFEMH THEA M EIC A L7 Lz, EM &

5 A RS



AU s FEES mg, [FIEE 10 mg 1.5 BEXIZIERLOSEEREVEEORE

U PM OWTHIZEBWTS, REFE 1 HB &FREE 5 H A omFEHiREHERE R OSEpEhRE <7
A—=HFHPLTEY, HERSICLASTEIZED N7,

BB T W T, PR PATEMT A0 24 BB pH T=% U 7 &iTo72, Ml
ERFFEE (24 B ChHEDBSEWN pH 3537 FH 1~6 LR 2BM08E 27 hFho
pH Holding time (%) & LTEH L7z, BHICHWNpH % 4 LLEICHRT A2 &0k, (1) BHEsEE
ERICRBAY e bR 7 HEA] (proton pump inhibitor: PPT) O E AR R E UEREZ RO
fAi% (pH4 Holding time : %) & L TROGAAESh TWAZ L, (2) 7TAED S EEET KRS
EERFIETEBRZ LD, EBEENFEAZA-F L LTERTFLE,

RPZ #H 5 OMREEE S H Bi2RiT 5 24 B¥fE pH4 Holding time (%) %, EM, PM 7L
BT LS4 pHY Holding time (%) @ ERPZRH &N, ¥ O EFOBREL 5~40 mg O#h
T HERFC EH LA,

1.5.24.2 ERKE 2B H_EERLEER (308 HE)

EMET AT > (81 mg/H XL 100 mg/H) OEMBESLET, 1 oFREXI T _iRE
BEOHMEIRLET L BEEL S, 70/ 8 G0mg A7/ 1 R 3 EES) 2B E
LT, RPZSmg $EHBWE 10mg $8% 1 A 1[0 24 @MES LB RE I+ _HIBEED
FERMEIZ R R R 24 it 5 £Eak 3tE, \|ELL, WTEEM, —EgkHbaiie E
e L7, BERENE4ATRHD 55, 4524] (RPZ 10 mg BE 151 4], RPZ 5 mg BE 150 {8, 7L
J B 151 ) ANEERRHEZESICE- S FTAS (FhRHFE FAS) & LT, 471 il (RPZ
10mg #1574, RPZ 5 mg B 156 5, 77 L/ B 158 i) % LatE@irogEqH L LA
Lz

FEFMEAE TCHARSE 4 AR CRBTAEBENET+ - HEBBEOREFTFRE

(Kaplan-Meier 5% /= fEE(H) 13, RPZ 10mg BT 1.4%, RPZS5mg BET28%, 771/
BHT217%THY, RPZ10mgBERIUFRPZ 5 mg B3 L biZT /L ./ Y BLIERLTHEEICEN
FEREOBERBMESREEZLE PRt P < 0001 ; Logrank ¥E), £z, ~F— R,
RPZ 10mg BT 0.05, RPZSmg# T 011 TH Y, RPZ10mg R T RPZ Smg #iZ7 1/ 8
CHATRIBEORRE Y A7 22021 95%K T 89%ER L7=, BIKFFMER T 5 LipiEbs
i (5 X3+ fmiEoHmtERE) ORERESR (Kaplan-Meier % RV =HEEE) i3, RPZ
10 mg #7 0.0%, RPZ 5 mg BT 0.0%, 7 7L J BT 46%THY, RPZ 10 mg §EX T RPZ
Smg BIZE LT AL UBELEBR L TAECENE FEBEEERL OB EMRIDRA R L

(W30 P = 0.001 ; Log-rank #7E) . BHIEEE R U+ _FRIEHEESE (Lanza score 1) @
B (FL5AiEOLE) 1, RPZ 10 mg BTHFNEN 11.9%, 2.0%, RPZ 5 mg BT 14.0%,
20%, TV BT 4.1%, 159%THY, RPZ 10 mg R PRPZ 5 mg BEE & biz7F 710/
CEELHE L CHBEEN - GREEER O TR EE DB IENE AR L (0
A% P <0.001 ; Fisher @ EfEMF), #RMEBEROIBIESET, RPZ 10 mg # 7T 0.0%, RPZ Smg
HT20%, 771/ HT86%THY, RPZ 10 mg R URPZ Smgfid b bicryr 71/ V8
EHE L THBECENT TREREROBENRDREL2 R L (0 FH P < 0001,
P=0.018 ; Fisher OIEFEMEE), LIEMER O 9 BOE SR, B, BedoBbkx &5
BT D HER) (X, RPZ 10 mg BETENLH 26%, 13%, 0.7%, RPZ 5 mg BET 2.7%, 2.0%,
0.7%, 771/ 8T 106%, 8.6%, 126%THY, RPZ 10 mg BEMTFRPZ 5 mg §EiT & 6107
T CEEE KR L CHERICER BRI SR A R U (LEER i h P = 0009, B
HI2AL  FILEILP=0.006, P=0.018, M@= ; Wit b P<0.001 ; Fisher O IEFERE)

E 24 BB ECOFEEFSEREHEEIL, RPZ 10 mg BT 58.0% (91/157 ffl), RPZ 5 mg BT
54.5% (85/156 fAl), 7 /1 /7 »BET 59.5% (94/158 ), EIfERZEEEIL, RPZ 10 mg BT 8.9%

(14/157 {8}, RPZ S5 mg BET 45% (F156M), 771/ BT 101% (16/158 f5]) THY, 38
BIZB o RBWEED bR o, £, BlirE (70 MUl b)) PREHEAE 2D

6 A RS



AU s FEES mg, [FIEE 10 mg 1.5 BEXIZIERLOSEEREVEEORE

v (12D, RPZ 10 mg R URPZ 5 mg BOFEEEVRIEHORBBAEF S 2D LT
inoln, LI, FRBICHEOEEESELED N,

6 %EPUDEEEW &i; Hohinof, BEEAAEREZEOY L, 2 AL EICERLEFEERIL
T S RO DRG] QF) THY, RPZ10mg BER T RPZ 5 mg BT B EESOEKEER
IERS BN oT, EEABIEMNIZRPZ 10me B T2MEBEEL) 1HOL THhor,

1.5.24.3 EREEE 23 HHEHRSEHE (309 HER)

308 HERIZBIT A 24 BEZOAREREICT, SBEXI T EEREOHFRIHERI L
BE A&, RPZSmeg $EHAWT 10mg $E% 1 H 1 | 28~52 ML Lo R it s
WEtd 5 Zhuak LM, ME{EHl, WITHEMRAER A Ehi L/, 308 #B T RPZ 5mg B, RPZ
l10mg BEZEI D it s 2BEL, FAERBICBWTLREURERICEH Y (i 5hi (RPZ EHIfA
AR Bk 76 ARRE), 308 RBTT L/ CEICE YT eh s BEE, AREBTIE
RPZ 5 mg 8EH HWVME RPZ 10 mg BEOWT AT 11 0BG TERELICEIL oz (RPZ
PR 58E RS2 HAES).

308 BBRTIL 472 BB ER ST, 420 BISEERA ST Lis, 420 Al 5 5, 308 HERTOEE
B & 309 BB ~DIERITH 2R < 328 IS 309 HERiC B E i, Mfrdg®El s LT,
308 BRI IT 309 BERIC VT, RPZ BEID fHF iz 406 Blod 9 B, 405 il (RPZ 10 mg &
204 {5, RPZ 5mg Bf 201 ) »Z e SEMA L L THH Lz, £/, RPZ EHfikERE
314055, 301 fl (RPZ 10 mg MM 58 151 #il, RPZ 5 mg FEHidkER S8 150 4)
Z-rp guH|FE FAS—RPZ BRI IR G L LT, RPZHHEBEH 2 HO 55, 914 (RPZ 10 mg
Frfe B0 47 6, RPZ 5 mg #Hrflix 58 44 (5l) A HPf[E FAS—RPZ #Fr#f 5 S L THEAHL
fi

FEESEFRMEIL, RPZ 10 mg FET 83.8% (171/204 5)), RPZ 5 mg BET 77.1% (155/201 {4,
BIER #BEIT, RPZ 10 mg BET 13.7% (28/204 fA), RPZ 5 mg BT 8.0% (16/201 ffl) Th -
77 RPZ 5 mg BT T RPZ 10 mg EOAEERRRESFVOIL, SFEIRSEOFIEREE
DRBEOFEDCER L TWa EEZ bz, BEEEE o (BHEE %L AEERIT
RPZ 10 mg # THBUHBRAK 27.9% (57/204 B), HEE U TRIE 78% (16/204 F), i 6.4%
(13/204 fA), 195 5.9% (12/204 fil), RPZ 5 mg BECHBIHEAL 31.8% (64/201 i), H{E K A
%F%7U%Umm1m)'H*swamumﬁn,iméﬁmsw%uwmlm)T%okoﬁ
B 2%, ETH- ZRIERIZ, RPZ 10 mg BETERO VB 2.5% (5204 i) OATHh-o
Tro Fim, mleE (0Ll L) RESHIBSR RS IZHEY, RPZ 10 mg #E& T RPZ 5 mg #ED
BEEECEEROBEERS A Lidhh o, &6, FIEBRIIBEORFEES LA
BRI,

RPZ 5 mg BED 1 (0.5%) 2PEEBEZICL VT L, BFEE L BRI L O LR
WAL L HEESNE, BEELAHERSEHEL, RPZ 10me BET 14.7% (30/204 ffl), RPZ 5 mg
BT 164% (33/201 f) Thovz, HERFEFESZO S B, 2 flLL LZRBE LZFEERIL,
RPZ 10mg #7 [HE] 4 ), RPZ Smg # 7 RIEE) G FD, TAWE] RO E#EhikE ik
2] (&2 Thoi-, EELEEMIIRPZ 10 mg #0 TAMERSER) KU TFIEHMm (&1
fAl) Thol, BWHREOERETILIIE - AEESRBEEIL, RPZ 10mg # 7 8.8% (18/204 1),
RPZ 5 mg BT 8.0% (16/201 ) Th o7z, HRAEREREE (TSH, F-T;, F-T,) ROMENT A
FU BEICBWT, BEMICHIEL 25FRIIZED oo,

&5 76 MEICBTAFRENIF ZRIBREORBEHRE (Kaplan Meier 12 V7= HEE {E)
1%, RPZ 10 mg R ERET 2.2%, RPZ 5 mg EHIGREHE T3 7% CHh-7-, &5 241

(BB AR LR E 1L RPZ 10 mg BHIRHGEREBE T 2 (fl, RPZ 5 mg RHIMSER G T
A A THoFoloa L, &5 24 RAEBLUEICRIES B L-gEEE, RPZ 10 mg EMifkG RS
HEURPZ 5 mg BEMiftEREHETERFN 1 FITHY, BE 52 AHBURBICRES BB LA

7 ——H¥ 1 RS



AU s FEED me, [FIEE 10 mg 1.5 BEXIZIEROEREVEEORE

BEITRO N o, —F, RPZ 10mg FllE KU RPZ Sme FEFER T, BB
HfAimL T (&5 52 BEC), FRENITSHEBEESRE LAHERTITEO oh b -
7. ¥/, bEmbErm (F X+ REoHRmERE) 23E L-5E L, RPZ FHIfE
FREREURPZ HHEEEHOWTNICLRED O h o7, RIS, RPZ 10 mg XiL 5 mg &
EHIR G L0, BHEEERUVT ZIRIEHEEE (Lanza score BE) OBE(LINFIZR, @R
PE B S OFTEINHIZHR & O LGS E S OB ISl R fERe S iz,

153 £&&

PA E OISR ORERE R &N &, RPZ IZHESwMmiER > RBETA - Lok,
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BAmeE, LAY, e, T4 7 F—, NERE TEEERHEFMAE A7 7 A Vs
VVREERE, SEATEE, WEMAA, BWEMETR, TSHHEMN, §i, E 57 ALETHD,
The@EERARERBEICL AL 0T, FOEESLEL L OMEME YT LY B\ CEly, FOMIZEHE
RIERSE, WEMMEM, & mEREAE, FLMEREAE, fEED ESRE SR TV B,

D7 0 EEERRE LERAFCBNT, 7o b CEREINR GEIARE STV A,

(HHE#R)]

CYP450 OFABEZT DA : 5T AHEBRET b2 o—25 P450 ([CYP450) L v R#Sh b, BERAD
HEBIZEBLT, £H L CYP4S0 (2L DB SN A2HMOER L OBICEENIIEEREEFEARL Ol
Fo. Thebh, KR ELTAT D CERGTAT 40y (BEBREE), FHET7TEAL (BEREE), FF
LT == b (EEFHEEEMSREORS) CHAERRED LR, FH & CYP4S0 THRE =D
MOER L OHEERIZEL T, SETHBFHEA TN,

DA77y  FRLEH T2 R CFIREREUATZ 7 ) 2 AR LAETE, INR ROz -
OB EERAENT A D EAREIRTWA, INR RO o bo e EoEing, EFHRLX 512EE
TEe|E R AEEAH D,
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ERLEDEE
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VIaRARY v b NFEI S — AR L in vitre RERICBWT, BEITY S o AR OAMEILE
L, #®ICsfER 62 pmoll. THo7, TOEEZES 20 mg £EEAZ 14 AEHEE LFEED Cp® 50 8L
HictELST A, FHOIEERL, FREBRECA ATS Y — AR5 LERE TH- -,

BApH ICEFELTHRNSNAEE  AF BRSNS+ 5, B4 RS ININHER=ET 5
EHEE, BA pH (ZEFLTER AR L oMICEEERZR 23 EMA S5, BERAMIBVTES
(1 B 1E20 mg OHHAREICLY, 7 h2F Yy —A0SeFEaF SR (BA) »A30%ETFL, YIFi
T AUC, Cua BFEIEI 19%, 29% /T 52 8REI TS, LERST, BH LG OES L OHF
AiBL i, AFCEERVEENRRELEIND, FHLFEBAOHBICLY, MERF <75 — 1L RBE
I ERESICEES T ML HF o do T,

CYP2C19 ORBMEZITAEH : CYP2C1Y REBTFRANIET 2B OERBIE RN L B &2 2B
= (=6, FEETE (BT, FHiL extensive metabolizer (EM) 3 (2 khEs LT poor metabolizer (PM)
HETRWEBESBMSEREFR LA, ZORER, PM CREMEP 75— LRERIVE NI EIZES
Lo lEZXLND, FE &L CYP2C19 12X 0 S 23E L OfAAERA, EM & PM GETESR Oh 220
S I o TR AR T,

VAR, L bOBR AT Y- AT R L, TEFLIDCRUY S AD A LoD HFEAR
Biokn, AT —ARP 4 FoFdr T Ao, L oOmEpEEs e L,

PIFVADTA L LR EHESET ) P OHEBREREBEETHA,

ArFEFF—F o bR CTIRERIEA RN LSS —F (FELTERE, A P RLFH—NAGFER
PEE) ofBizE0, ARbLrFP— bRWXEREFOREHE Fo A B S0 — hOmBEPRES -
8, BRETAREFNRASH DL 4med ZEFRE, BEMAEDEREFE, L oA 7 o THIASSH S,
L, 7o R FIERE A N LR — FOEEERIET A EEN AT TR TV AN,

PR RSN BEMATEIAT I NP o RS VAGHBIZED, 2o 5 LA oEEfREy
~DEBICHLTHERNESECHBEHA A TWA Y, FHEAFRER T/ o FA LA LHRTLE
W21k, 2o RS LA RERB L ThAEVWRERL S,

(3072 BFRE~DERE)

iR : AR SRV T —B

) A2 OHEH)

RSP OB 2ENIC2 > ho— A S EBERERBIEER SR TWE Y, EMOEREEHRBORE.
B, 7w b, HEFTCHE O GERD GHfEHREIIBTAREECENEN 13E, $EQERET, FEIZLS
BHEEECETIEEIED O, BTLbE NIRRT AEDOEEL TH TE L ERBEL VD
2, MEREALMCNEL T AR IIOLFR EERTSETHD,

g —

Z v hMIEE 50 mgke/ B OEIRRTE S (LS 7 <77/ — L BED AUC i 11.8 pgrh/ml, & @ GERD &
HIEFRIIBITAREEON 138), RUUHFIES 30 mgke/ B OFHRNES (MET 7277/ —LBE
@ AUC i 73 pgehriml, b R GERD DERARICLIAIRESECH § ) L 2EFTEMFEROER, FFIC
T A AERERVIE~OEERBENFEL Lo T,

HRERE RO 7 » FiZ 400 mgkeg/ B mgm? 2 THRES 2 LERAEOH 1958 25 LFE,
HiAE R aoE BN TS S hi,

BIR/~OB]E: 777D FEHFA~OBTIIELTHFARATHD, Lisl, 7 v hzBnwTZ~
TIPS, AP EEECER ARSI L, R L 2B R 0B FET
Eipn b, BRIIHTAEROLEEEZFEL T, BIePEd 5, BEOEAEFETANEERE
FTAELLE,

IRE~DFE. :

12 mLL B OFFIRAE RN GERD 2%

EHFR AL FEEAEERAERB IR T, 12~16 B TERICEEYE GERD LS Ot +0&E G
5 HEE, PRERMYE GERD L0 o= 8F 111 #2458 10 mg/BHEL 20 mg/BHIZEESIZEV 2T ER
SRR L L, FoEEmE AL RN LA, BVERIC YWTHRA LABOERTH -,

BED 2% L TELONEEEERE, BFE (54%) RUEDL (18%) THhot, ZhooEBTHRESNE
HEEZEF2T, AIIBWTHREShFELOTHD,

1 &Ll E 11 &Ll T ou B &M GERD 855

1Ll B LT o/ GERD B IZ BT AEA M, PRER GERD L0 o 1~11 Mo sE 127 fle =t
FL LS mRtRAEESLTITHEU_ESHRERC LV EEIRE, FE60kg L1499 kg LITOBRS I
SRS =1 BESmegXiE10mg, FE1S ke I EGIBSW T~ T —-1 H 10 mg Xid 20 mg A3F 4
FRAZ Vv Aam7elidAnTREEhE, 12 @07 75 —ABEZLY, S1%DEFIIE N TAEE
FREOIBE S AREICEFE SN, R EAOCRETIRESERSNEAFIIHL, S50 2480855 kEL
FoRE R, 90%MAE T 36 HE IR AREOHRAERE S, L L, BSEEEo HoERTREIETL
NTWAW, i, 75 RBEFRTELTEL T, 36 BOERMERS W TEHFEMSR TV Y, ZOER
THESNFHEEFIIETC, FEPERERUAAT AL LERABRCRESR TV 5,
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T A & ORISR LB EAEIRE B E O Hpylor BEE

RE - Be

BN+ CHRE  RE, RATE TS — AT R ALLTIHELE20me 5, BORET S,
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FERME R EIE R, AT TSI AT R AL LTIELIE20mg %, 8, BOB5T5,
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ST ERTE S,
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60mg & 2[ENI T 120mg 2_ET A2 ELTED, BEE, BENCEREELESRABYEET L&,
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ERLEDEE
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(8] FUFER) OBARTFHEENSBFIHL TR, 7o bR FISREAI R CERE I ESNIZ, o
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(AAEEH]

FE RS TR A B B iR E A 2T, BTN pH IRFET AL S L AR & ORICHEEER
FEMEAEZ LA, BERAMIBNTER L rba b i0n s b7y bdHERIZEY, Th
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BEFE LW,
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LA, e, EREICZ YT —a QA HIE6 mg) &7 FHFEA400 mg 2 BREE LI LA, THHT
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MERETHFFFEALLORBEETZ~EThHD,

(@, #IRE~0KRE)

HER~0fRE
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EE, HEEREEETHS,
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[(EE8 A i oRERI~OEE
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use ACIPHEX
safely and effectively. See Tull prescribing information for ACIPHEX.

ACIPHEX® (rabeprazole sodium) Delayed-Release Tablets, for oral use
ACIPHEX? Sprinkle™ (rabeprazole sodium) Delayed-Release Capsules, for oral
use

Initial U.S. Approval: 1999

RECENTMAJORCHANGES —
Indications and Usage, Pediatric Patients (1.8) 03/2013
Dosage and Administration, Pediatric Patients (2.8) 032013

Wamings and Precautions, Clostridium difficile associated diarrhea (5.3) 10/2012
Wamings and Precautions, Concomitant use of ACIPHEX
with Methotrexate (5 .6) 052012

INDICATIONSANDUSAGE———————__

ACIPHEX is a proton-pump inhibitor (PPI) indicated in adults for:

¢ Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) (1.1)

Maintenance of Healing of Erosive or Ulcerative GERD (1 2)

Treatment of Symptomatic GERD (1 3)

Healing of Duodenal Ulcers (1.4)

Helicobacter pyiori Eradication to Reduce the Risk of Duodenal Ulcer Reaurrence

{15

¢ Treatment of Pathological Hypersearetory Conditions, Including Zollinger-Ellison
Syndrome (1.6)

In adolescent patients 12 years of age and older for:

¢ Shart-term treatment of Symptomatic GERD (1.7)

In pediatric patients 1 to 11 years of age for:
e Treatment of GERD (1 8)

DOSAGE AND ADMINISTRATION — ——
ACIPHEX Delayed-Release Tablets should be swallowed whole. The tablets should
not be chewed, arushed or split (2.10).

ACIPHEX Sprinkle Delayed-Release Capsules should be opened and the granule
contents sprinkled on a spoanful of soft food or liquid (eg. apple sauce). Whole dose
should be taken within 15 minutes of being sprinkled. The granules should not be
chewed or crushed. Dose should be taken 30 minutes before a meal (2 10).

1.6.3 AEIZBTH2HFENXERX CRKERUVER)

Treatment of Pathological Hyper searetory Starting dose 60 mg once
Conditions, Including Zollinger- Ellison Syndrome daily then adjust to
2.6) patient needs
Treatment of tomatic GERD in Adolescents .
12 Years of Agsggllllzl Older (2.7) Wimgencedaily
Treatment of GERD in 1 to 11 Year Olds (2.8) Lessthan 15 kg: 5 mg
once daily (with the
option to increase 1o 10
mg onice daily)
15 kg or greater: 10 mg
once daily

Healing of Erosive or Ulcerative Gastroesophageal
Reflux Disease (GERD) (2 1)

20 mg once daily

Maintenance of Healing of Erosive or Ulcerative GERD 20 mg once daily
22

Treatment of Symptomatic GERD in Adults (2.3) 20 mg once daily
Healing of Duodenal Ulcers (2.4) 20mg onee daily after
morning meal

Helicobacter pyleri Fradication to Reduce the Risk of Duodenal Ulcer
Reaurrence (2.5)

35[%&}%{1]%0 mg e All three medications should be taken
icilli twice daily with moming and evening

Amoxicillin 1000 mg o

Clarithromycin 500 mg neals for 7 days

Y DOSAGEFORMS AND STRENGTHS——
o Delayed-Release Tablets: 20 mg (3)
¢ Delayed-Release Capsules: 5 mg and 10 mg (3)

CONTRAINDICATIONS
« History of hypersensitivity to rabeprazole (4)

WARNINGS AND PRECAUTIONS———— —— -

¢ Symptomatic response to therapy with rabeprazole does not preclude the presence
of gastric malignancy (5 1)

o Use with warfarin: monitor for increases in INR. and prothombin time (5 2)

¢ PPI therapy may be associated with increased risk of Clostridium o fficife associated
diarrhea (5.3)

+ Bone fracture: Long-term and multiple daily dose PPI therapy may be associated
with an increased risk for osteoporosis-related fractures of the hip, wrist, or spine
(54)

¢ Hypomagnesemia has been reported rarely with prolonged treatment with PPIs
(55

ADVERSE REACTIONS

¢ In the adult studies (4 to 8 weeks), adverse reactions that ocaurred at a rate greater
than 2% and greater than placebo included pain, pharyngitis, flatulence,
infection and constipation (6.1).

+ In smdies of pediatric and adolescent patients (ages 1 to 16 years, and up to 36
weeks exposure) adverse reactions that occurred at a rate of =5% of patients
included abdominal pain, diarrhea and headache (6 1).

To report SUSPECTED ADVERSE REACTIONS, contact Eisai Inc. at 1-888-
274-2378 or FDA at 1-800-FDA- 1088 or www.fdagovinedwaich

DRUG INTERACTIONS

¢ Increased INR and prothrombin times have been reported with concomitant use
with warfarin. Patients need to be monitored (7 2)

¢ Rabeprazole has been shown to inhibit cyclosparine metabolism in vitro (7 3)

¢ ACIPHEX inhibits gastric acid secretion and may interfere with the absorption of
drugs where gastric pH is an important determinant of bioavailability (e.g.,
ketoconazole, iron salts and digoxm) (7.4)

+ ACIPHEX mayreduce the plasma levels of atazanavir (7.4)

+ Methotrexate: ACIPHEX may increase serum level of methotrexate (7.7)

USE IN SPECTFIC POPULATIONS———————
Studies conducted do not suppart the use of ACIPHEX or the treatment of GERD
in pediatric patients younger than 1 year of age (84).

The safety and efficacy of ACIPHEX for the other adult mdications have not been
established for pediatric patients (84).

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide

Revised: November 2013
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Healing of Erosive or Ulcerative GERD in Adults

ACIPHEX is indicated for short-term (4 to 8 weeks) treatment in the healing
and symptomatic relief of erosive or ulcerative gastroesophageal reflux
disease (GERD). For those patients who have not healed after 8 weeks of
treatment, an additional 8-week course of ACIPHEX may be considered.

1.2 DMaintenance of Healing of Erosive or Ulcerative GERD in Adults
ACIPHEX is indicated for maintaining healing and reduction in relapse rates
of heartburn symptoms in patients with erosive or ulcerative gastroesophageal
reflux disease (GERD Maintenance). Controlled studies do not extend beyond
12 months.

1.3 Treatment of Symptomatic GERD in Adults
ACIPHEX is indicated for the treatment of daytime and nighttime heartburn
and other symptoms associated with GERD in adults.

1.4 Healing of Duodenal Ulcers in Adults

ACIPHEX is indicated for short-term (up to four weeks) treatment in the
healing and symptomatic relief of duodenal ulcers. Most patients heal within
four weeks.

1.5 Helicobacter pyleri Eradication to Reduce the Risk of Duodenal
Ulcer Recurrence in Adults

ACIPHEX in combination with amoxicillin and clarithromycin as a three drug
regimen, is indicated for the treatment of patients with H. pviori infection and
duodenal ulcer disease (active or history within the past 5 years) to eradicate
H. pylori. Eradication of H pvlori has been shown to reduce the risk of
duodenal ulcer recurrence [see Clinical Studies (14.3) and Dosage and
Administration (2.5)].

In patients who fail therapy, susceptibility testing should be done. If resistance
to clarithromycin is demonstrated or susceptibility testing is not possible,
alternative antimicrobial therapy should be instituted [see Clinical
Pharmacology (12.2) and the clarithromycin package insert, Clinical
Pharmacology (12.2)].

1.6 Treatment of Pathological Hypersecretory Conditions, Including
Zollinger-Ellison Syndrome in Adults

ACIPHEX is indicated for the long-term treatment of pathological

hypersecretory conditions, including Zollinger-Ellison syndrome.

1.7 Short-term Treatment of Symptomatic GERD in Adolescent
Patients 12 Years of Age and Older

ACIPHEX is indicated for the treatment of symptomatic GERD in adolescents

12 vears of age and above for up to 8 weeks.

1.8 Treatment of GERD in Pediatric Patients 1 to 11 Years of Age
ACIPHEX is indicated for treatment of GERD in children 1 to 11 vears of age
for up to 12 weeks.

2 DOSAGE AND ADMINISTRATION

2.1 Healing of Erosive or Ulcerative GERD in Adults

The recommended adult oral dose is one ACIPHEX 20 mg Delayed-Release
tablet to be taken once daily for four to eight weeks [see Indications and
Usage (1.1)]. For those patients who have not healed after 8 weeks of
treatment, an additional 8-week course of ACIPHEX may be considered.

2.2 Maintenance of Healing of Erosive or Ulcerative GERD in Adults
The recommended adult oral dose is one ACIPHEX 20 mg Delayed-Release
tablet to be taken once daily [see Indications and Usage (1.2}].

2.3 Treatment of Symptomatic GERD in Adults

The recommended adult oral dose is one ACIPHEX 20 mg Delayed-Release
tablet to be taken once daily for 4 weeks [see Indications and Usage (1.3)]. If
symptoms do not resolve completely after 4 weeks, an additional course of
treatment may be considered. The recommended adolescent dosing is one
ACIPHEX 20 mg Delayed-Release tablet to be taken once daily for 8 weeks.

2.4 Healing of Duodenal Ulcers in Adults

The recommended adult oral dose is one ACIPHEX 20 mg Delayed-Release
tablet to be taken once daily after the morning meal for a period up to four
weeks [see ndications and Usage (1.5)]. Most patients with duodenal ulcer
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heal within four weeks. A few patients may require additional therapy to
achieve healing.

2.5 Helicobacter pylori Eradication to Reduce the Risk of Duodenal
Ulcer Recurrence in Adults

TABLE 1
THREE DRUG REGIMEN*®
ACIPHEX
Delayed-Release 20mg Twice Daily for 7 Days
Tablet
Amoxicillin 1000 mg Twice Daily for 7 Days
Clarithromycin 500 mg Twice Daily for 7 Days

All three medications should be taken twice daily with the morning and
evening meals.

* It is important that patients comply with the full 7-day regimen [see
Clinical Studies (14.5)].

2.6 Treatment of Pathological Hypersecretory Conditions, Including
Zollinger-Ellison Syndrome in Adults

The dosage of ACIPHEX in patients with pathologic hypersecretory
conditions varies with the individual patient. The recommended adult oral
starting dose is 60 mg once daily. Doses should be adjusted to individual
patient needs and should continue for as long as clinically indicated. Some
patients may require divided doses. Doses up to 100 mg QD and 60 mg BID
have been administered. Some patients with Zollinger-Ellison syndrome have
been treated continuously with ACIPHEX for up to one year.

2.7 Short-term Treatment of Symptomatic GERD in Adolescent
Patients 12 Years of Age and Older

The recommended oral dose for adolescents 12 years of age and older is one
20 mg Delayed-Release Tablet once daily for up to 8 weeks [see Use in
Specific Populations (8.4) and Clinical Studies (14.7}].

2.8 Treatment of GERD in Pediatric Patients 1 to 11 Yearsof Age
The recommended dosage of ACIPHEX Sprinkle for pediatric patients 1 to 11
vears of age by body weight is:
e  Less than 15 kg: 5 mg once daily for up to 12 weeks with the
option to increase to 10 mg if inadequate response [see Clinicai
Studies (14.7)].
. 15 kg or more: 10 mg once daily for up to 12 weeks [see Clinical
Studies (14.7)].

2.9 Elderly, Renal and Hepatic Impaired Patients

No dosage adjustment is necessary in elderly patients, in patients with renal
disease or in patients with mild to moderate hepatic impairment.
Administration of rabeprazole to patients with mild to moderate liver
impairment resulted in increased exposure and decreased elimination. Due to
the lack of clinical data on rabeprazole in patients with severe hepatic
impairment, caution should be exercised in those patients.

2.10 Administration Recommendations
TABLE 2

Administration Recommendations

Formulation Population Instructions

Delayed- Adults and Swallow tablets whole. Do not chew,

Release adolescents 12 | crush or split tablets.

Tablet years of age Tablets can be taken with or without food.
and older

Delayed- Pediatric The dose should be taken 30 minutes

Release patients 1 to before a meal.

Capsule 11 years of age | The granules should not be chewed or

crushed. Open capsule and sprinkle entire
contents on a small amount of soft food
(e.g. applesauce, fruit or vegetable based
baby food, or yogurt) or empty contents
into a small amount of liquid (e.g. infant
formula, apple juice, or pediatric
electrolyte solution). The whole dose
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should be taken within 15 minutes of
preparation.

Food or liquid should be at or below room
temperature. Do not store mixture for
future use.

3 DOSAGEFORMS AND STRENGTHS
ACIPHEX Delayed-Release Tablets are provided in strength of 20 mg.

ACIPHEX Sprinkle Delayed-Release Capsules are provided in strengths of 5
and 10 mg. The 5 mg strength is a transparent blue and opaque white No. 2
capsule. The cap of the capsule is imprinted with “1” and the body is
imprinted with “ACX 5mg”. The 10 mg strength is a transparent yellow and
opaque white No. 2 capsule. The cap of the capsule is imprinted with **7” and
the body is imprinted with “ACX 10mg”.

4  CONTRAINDICATIONS

Rabeprazole is contraindicated in patients with known hypersensitivity to
rabeprazole, substitited benzimidazoles or to any component of the
formulation.

For information about contraindications of antibacterial agents
(clarithromyein and amoxicillin) indicated in combination with ACIPHEX,
refer to the Contraindications section of their package inserts.

5 WARNINGS AND PRECAUTIONS

5.1 Presence of Gastric Malignancy

Symptomatic response to therapy with rabeprazole does not preclude the
presence of gastric malignancy.

Patients with healed GERD were treated for up to 40 months with rabeprazole
and monitored with serial gastric biopsies. Patients without H pyiori infection
(221 of 326 patients) had no clinically important pathologic changes in the
gastric mucosa. Patients with H. pylori infection at baseline (105 of 326
patients) had mild or moderate inflammation in the gastric body or mild
inflammation in the gastric antrum. Patients with mild grades of infection or
inflammation in the gastric body tended to change to moderate, whereas those
graded moderate at baseline tended to remain stable. Patients with mild grades
of infection or inflammation in the gastric antrum tended to remain stable. At
baseline 8% of patients had atrophy of glands in the gastric body and 15% had
atrophy in the gastric antrum. At endpoint, 15% of patients had atrophy of
glands in the gastric body and 11% had atrophy in the gastric antrum.
Approximately 4% of patients had intestinal metaplasia at some point during
follow-up, but no consistent changes were seen.

5.2 Concomitant Use with Warfarin

Steady state interactions of rabeprazole and warfarin have not been adequately
evaluated in patients. There have been reports of increased INR and
prothrombin time in patients receiving a proton pump inhibitor and warfarin
concomitantly. Increases in INR and prothrombin time may lead to abnormal
bleeding and even death. Patients treated with a proton pump inhibitor and
warfarin concomitantly may need to be monitored for increases in INR and
prothrombin time.

5.3 Clostridium difficile Associated Diarrhea

Published observational studies suggest that PPI therapy like ACIPHEX may
be associated with an increased risk of Clostridium difficile associated
diarthea, especially in hospitalized patients. This diagnosis should be
considered for diarrhea that does not improve [see Adverse Reactions (6.2)].

Patients should use the lowest dose and shortest duration of PPI therapy
appropriate to the condition being treated.

Clostridium difficile associated diarrhea (CDAD) has been reported with use
of nearly all antibacterial agents. For more information specific to
antibacterial agents {clarithromycin and amoxicillin) indicated for use in
combination with ACIPHEX, refer to Warnings and Precautions sections of
those package inserts.

5.4 Bone Fracture

Several published observational studies in adults suggest that PPI therapy may
be associated with an increased risk for osteoporosis-related fractures of the
hip, wrist, or spine. The risk of fracture was increased in patients who
received high-dose, defined as multiple daily doses, and long-term PPI
therapy (a year or longer). Patients should use the lowest dose and shortest
duration of PPI therapy appropriate to the condition being treated. Patients at
risk for osteoporosis-related fractures should be managed according to
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established treatment guidelines [see Dosage and Administration (2) and
Adverse Reactions (6.2)].

5.5 Hypomagnesemia

Hypomagnesemia, symptomatic and asymptomatic, has been reported rarely
in patients treated with PPIs for at least three months, in most cases after a
vear of therapy. Serious adverse events include tetany, arrhythmias, and
seizures. In most patients, treatment of hypomagnesemia required magnesium
replacement and discontinuation of the PPI.

For patients expected to be on prolonged treatment or who take PPIs with
medications such as digoxin or drugs that may cause hypomagnesemia (e.g.,
diuretics), healthcare professionals may consider monitoring magnesium
levels prior to initiation of PPI treatment and periodically [see Adverse
Reactions (6.2)].

5.6 Concomitant Use of ACIPHEX with Methotrexate

Literature suggests that concomitant use of PPIs with methotrexate (primarily
at high dose; see methotrexate prescribing information) may elevate and
prolong serum levels of methotrexate and/or its metabolite, possibly leading to
methotrexate toxicities. In high-dose methotrexate administration, a temporary
withdrawal of the PPl may be considered in some patients [see Drug
Interactions (7.7)].

6 ADVERSE REACTIONS
Worldwide, over 2900 patients have been treated with rabeprazole in Phase II-
1T clinical trials involving various dosages and durations of treatment.

Because clinical trials are conducted under varying conditions, adverse
reaction rates observed in the clinical trials of a drug cannot be directly
compared to rates in the clinical trials of another drug and may not reflect the
rates observed in practice.

6.1 Clinical Studies Experience

Adults

The data described below reflect exposure to ACIPHEX in 1064 adult patients
exposed for up to 8 weeks. The studies were primarily placebo- and active-
controlled trials in adult patients with Erosive or Ulcerative Gastroesophageal
Reflux Disease (GERD), Duodenal Ulcers and Gastric Ulcers. The population
had a mean age of 53 years (range 18-89 years) and had a ratio of
approximately 60% male: 40% female. The racial distribution was 86%
Caucasian, 8% Affican American, 2% Asian and 5% other. Most patients
received either 10 mg, 20 mg or 40 mg/day of ACIPHEX.

An analysis of adverse reactions appearing in >2% of ACIPHEX patients
(n=1064) and with a greater frequency than placebo (n=89%) in controlled
North American and European acute treatment trials, revealed the following
adverse reactions: pain (3% vs. 1%6), pharyngitis (3% vs. 2%y, flatulence (3%
vs. 1%0), infection (2% vs. 1%), and constipation (2% vs. 1%).

Three long-term maintenance studies consisted of a total of 740 adult patients;
at least 54% of adult patients were exposed to rabeprazole for 6 months and at
least 33% were exposed for 12 months. Of the 740 adult patients, 247 (33%)
and 241 (33%) patients received 10 mg and 20 mg of ACIPHEX, respectively,
while 169 (23%) patients received placebo and 83 (11%) received
omeprazole.

The safety profile of rabeprazole in the maintenance studies in adults was
consistent with what was observed in the acute stdies.

Other adverse reactions seen in controlled clinical trials, which do not meet
the above criteria (=2% of ACIPHEX treated patients and greater than
placebo) and for which there is a possibility of a causal relationship to
rabeprazole, include the following: headache, abdominal pain, diarrhea, dry
mouth, dizziness, peripheral edema, hepatic enzyme increase, hepatitis,
hepatic encephalopathy, myalgia, and arthralgia.

Combination Treatment with Amoxicillin and Clarithromyein In clinical trials
using combination therapy with rabeprazole plus amoxicillin and
clarithromycin (RAC), no adverse reactions unique to this drug combination
were observed. In the U.S. multicenter study, the most frequently reported
drug related adverse reactions for patients who received RAC therapy for 7 or
10 days were diarrhea (8% and 7%) and taste perversion (6% and 10%),
respectively.

No clinically significant laboratory abnormalities particular to the drug
combinations were observed.

For more information on adverse reactions or laboratory changes with
amoxicillin or clarithromyecin, refer to their respective package prescribing
information, Adverse Reactions section.
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Pediatric

In a multicenter, open-label study of adolescent patients 12 to 16 years of age
with a clinical diagnosis of symptomatic GERD or endoscopically proven
GERD, the adverse event profile was similar to that of adults. The adverse
reactions reported without regard to relationship to ACIPHEX that occurred in
>2% of 111 patients were headache (9.9%), diarrhea (4.5%), nausea (4 5%,
vomiting (3.6%), and abdominal pain (3.6%). The related reported adverse
reactions that occurred in =2% of patients were headache (5.4%) and nausea
(1.8%). There were no adverse reactions reported in this study that were not
previously observed in adults.

In a two-part, randomized, multicenter, double-blind, parallel-group study,
127 pediatric patients 1 to 11 years of age with endoscopically proven GERD
received either 5 mg or 10 mg (<15 kg body weight) or 10 mg or 20 mg (=15
ke body weight) rabeprazole. In this study, some patients were exposed to
rabeprazole for 36 weeks. Adverse reactions that occurred in =5% of patients
included abdominal pain (5%), diarrhea (5%), and headache (5%). There were
no adverse reactions reported in this study that were not previously observed
in trials of adolescents and adults.

6.2 Postmarketing Experience

The following adverse reactions have been identified during post approval use
of ACIPHEX. Because these reactions are reported voluntarily from a
population of uncertain size, it is not always possible to reliably estimate their
frequency or establish a causal relationship to drug exposure: sudden death;
coma, hyperammonemia;, jaundice; rhabdomyolysis; disorientation and
delirium; anaphylaxis, angioedema; bullous and other drug eruptions of the
skin; severe dermatologic reactions, including toxic epidermal necrolysis
(some fatal), Stevens-Johnson syndrome, and erythema multiforme; interstitial
pneumonia; interstitial nephritis;, TSH elevations; bone fractures;
hypomagnesemia and Clestridium difficile associated diarrhea. In addition,
agramulocytosis, hemolytic anemia, leukopenia, pancytopenia, and
thrombocytopenia have been reported. Increases in prothrombin time/INR. in
patients treated with concomitant warfarin have been reported.

7  DRUG INTERACTIONS

7.1 Drugs Metabolized by CYP450

Rabeprazole is metabolized by the cytochrome P450 (CYP450) drug
metabolizing enzyme system. Studies in healthy subjects have shown that
rabeprazole does not have clinically significant interactions with other drugs
metabolized by the CYP450 system, such as warfarin and theophylline given
as single oral doses, diazepam as a single intravenous dose, and phenytoin
given as a single intravenous dose (with supplemental oral dosing). Steady
state interactions of rabeprazole and other drugs metabolized by this enzyme
system have not been studied in patients.

7.2 Warfarin

There have been reports of increased INR and prothrombin time in patients
receiving proton pump inhibitors, including rabeprazole, and warfarin
concomitantly. Increases in INR and prothrombin time may lead to abnormal
bleeding and even death [see Warnings and Precautions (3.2)].

7.3 Cyclosporine

In vitro incubations employing human liver microsomes indicated that
rabeprazole inhibited cyclosporine metabolism with an ICs; of 62 micromolar,
a concentration that is over 50 times higher than the Gy, in healthy volunteers
following 14 days of dosing with 20 mg of rabeprazole. This degree of
inhibition is similar to that by omeprazole at equivalent concentrations.

7.4 Compounds Dependent on Gastric pH for Absorption

Rabeprazole produces sustained inhibition of gastric acid secretion. An
interaction with compounds which are dependent on gastric pH for absorption
may occur due to the magnitude of acid suppression observed with
rabeprazole. For example, in normal subjects, co-administration of
rabeprazole 20 mg QD resulted in an approximately 30% decrease in the
bioavailability of ketoconazole and increases in the AUC and C,. for digoxin
of 19% and 29%, respectively. Therefore, patients may need to be monitored
when such drugs are taken concomitantly with rabeprazole. Co-administration
of rabeprazole and antacids produced no clinically relevant changes in plasma
rabeprazole concentrations.

Concomitant use of atazanavir and proton pump inhibitors is not
recommended. Co-administration of atazanavir with proton pump inhibitors is
expected to substantially decrease atazanavir plasma concentrations and
thereby reduce its therapeutic effect.
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7.5 Drugs Metabolized by CYP2C19

In a clinical study in Japan evaluating rabeprazole in adult patients
categorized by CYP2CL9 genotype (n=6 per genotype category), gastric acid
suppression was higher in poor metabolizers as compared to extensive
metabolizers. This could be due to higher rabeprazole plasma levels in poor
metabolizers. Whether or not interactions of rabeprazole sodium with other
drugs metabolized by CYP2C19 would be different between extensive
metabolizers and poor metabolizers hasnot been studied.

7.6 Combined Administration with Clarithromycin

Combined administration consisting of rabeprazole, amoxicillin, and
clarithromyein resulted in increases in plasma concentrations of rabeprazole
and 14-hydroxyclarithromycin [see Clinical Pharmacology (12.3}].

Concomitant administration of clarithromycin with other drugs can lead to
serious adverse reactions due to drug interactions [see Wamings and
Precautions in prescribing information for clarithromycinf. Because of these
drug interactions, clarithromycin is contraindicated for co-administration with
certain  drugs [see Contraindications in  prescribing  information for
clarithromycin] [see Drug Interactions in prescribing information for
amoxicillin].

7.7 Methotrexate

Case reports, published population pharmacokinetic studies, and retrospective
analyses suggest that concomitant administration of PPIs and methotrexate
(primarily at high dose; see methotrexate prescribing information) may
clevate and prolong serum levels of methotrexate and/or its metabolite
hydroxymethotrexate. However, no formal drug interaction studies of
methotrexate with PPIs have been conducted [see Warnings and Precautions

(5.6]

7.8 Clopidogrel

Concomitant administration of rabeprazole and clopidogrel in healthy subjects
had no clinically meaningful effect on exposure to the active metabolite of
clopidogrel [see Clinical Pharmacology (12.3)]. No dose adjustment of
clopidogrel is necessary when administered with an approved dose of
ACIPHEX.

8§  USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category B

Risk Suranary

There are no adequate and well-controlled studies with ACTPHEX in pregnant
women. No evidence of teratogenicity was seen in animal reproduction
studies with rabeprazole at 13 and 8 times the human exposure at the
recommended dose for GERD, in rats and rabbits, respectively. Because
animal reproduction studies are not always predictive of human response, this
drug should be used during pregnancy only if clearly needed.

Animal Data

Embryo-fetal developmental studies have been performed in rats at
intravenous doses of rabeprazole up to 50 mg/kg/day (plasma AUC of 11.8
pgehr/mL, about 13 times the human exposure at the recommended oral dose
for GERD) and rabbits at intravenous doses up to 30 mg/kg/day (plasma AUC
of 7.3 pgehr/mL, about 8 times the human exposure at the recommended oral
dose for GERD) and have revealed no evidence of harm to the fetus due to
rabeprazole.

Administration of rabeprazole to rats in late gestation and during lactation at
an oral dose of 400 mg/kg/day {about 195-times the human oral dose based on
mg/m?) resulted in decreases in body weight gain of the pups.

8.3 Nursing Mothers

It is not known if ACIPHEX is excreted in human milk; however, rabeprazole
is present in rat milk. Because many drugs are excreted in milk, caution
should be exercised when ACIPHEX is administered to a nursing woman.

8.4 Pediatric Use

Symptomatic GERD in Adolescent Patients Greater or Equal to 12 Years of
Age

In a multicenter, randomized, open-label, parallel-group study, 111 adolescent
patients 12 to 16 years of age with a clinical diagnosis of symptomatic GERD,
or suspected or endoscopically proven GERD were randomized and treated
with either ACIPHEX 10 mg or ACIPHEX 20 mg once daily for up to 8
weeks for the evaluation of safety and efficacy. The adverse event profile in
adolescent patients was similar to that of adults. The related reported adverse
reactions that occurred in 2% of patients were headache (5.4%) and nausea

5
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(1.8%). There were no adverse reactions reported in these studies that were
not previously observed in adults.

GERD in Pediatric Patients I 1o 11 Years of Age

The use of ACIPHEX for treatment of GERD in pediatric patients 1 to 11
vears of age is supported by a randomized, multicenter, double-blind clinical
trial which evaluated two dose levels of rabeprazole in 127 pediatric patients
with endoscopic and histologic evidence of GERD prior to study treatment.
Dosing was determined by body weight: patients weighing 6.0 to 14.9 kg
received either 5 or 10 mg and those weighing 15.0 kg or more received 10 or
20 mg of ACIPHEX Sprinkle daily. After 12 weeks of rabeprazole treatment,
81% of patients demonstrated esophageal mucosal healing on endoscopic
assessment. In patients who had esophageal mucosal healing at 12 weeks and
elected to continue for 24 more weeks of rabeprazole, 90% retained
esophageal mucosal healing at 36 weeks. No prespecified formal hypothesis
testing for evaluation of efficacy was conducted. The absence of a placebo
group does not allow assessment of sustained efficacy through 36 weeks.
There were no adverse reactions reported in this study that were not
previously observed in adolescents or adults.

Symptomatic GERD in Infants 1 to 11 Months of Age
Studies conducted do not support the use of ACIPHEX Sprinkle for the
treatment of GERD in pediatric patients younger than 1 year of age.

In a randomized, multicenter, placebo-controlled withdrawal trial, infants 1 to
11 months of age with a clinical diagnosis of symptomatic GERD, or
suspected or endoscopically proven GERD, were treated up to 8 weeks in two
treatment periods. In the first treatment period (open-label), 344 infants
received 10 mg of ACTPHEX Sprinkle for up to 3 weeks. Infants with clinical
response were then eligible to enter the second treatment period, which was
double-blind and randomized. Two hundred sixty-eight infants were
randomized to receive either placebo or 5 mg or 10 mg ACIPHEX Sprinkle.

This study did not demonstrate efficacy based on assessment of frequency of
regurgitation and weight-for-age Z-score. Adverse reactions that occurred in
=5% of patients in any treatment group and with a higher rate than placebo
included pyrexia (7%) and increased serum gastrin levels (5%). There were no
adverse reactions reported in this study that were not previously observed in
adolescents and adults.

Neonates <1 Month and Preterm Infants < 44 Weeks Corrected Gestational
Age

Use of ACIPHEX Sprinkle in neonates is strongly discouraged at this time for
the treatment of GERD, based on the risk of prolonged acid suppression and
lack of demonstrated safety and effectiveness in neonates.

Based on population pharmacokinetic analysis, the median (range) for the
apparent clearance (CL/F) was 1.05 L/ (0.0543-3.44 L/h) in neonates and
4.46 L/h (0.822-12.4 L/h) in patients 1 to 11 months of age following once
daily administration of oral ACIPHEX Sprinkle.

8.5 Geriatric Use

Of the total number of subjects in clinical studies of ACIPHEX, 19% were 65
years and over, while 4% were 75 years and over. No overall differences in
safety or effectiveness were observed between these subjects and younger
subjects, and other reported clinical experience has not identified differences
in responses between the elderly and younger patients, but greater sensitivity
of some older individuals cannot be ruled out.

8.6 Gender

Duodenal uleer and erosive esophagitis healing rates in women are similar to
those in men. Adverse reactions and laboratory test abnormalities in women
occurred at rates similar to those in men.

10 OVERDOSAGE

Because strategies for the management of overdose are continually
evolving, it is advisable to contact a Poison Control Center to determine
the latest recommendations for the management of an overdose of any
drug. There has been no experience with large overdoses with rabeprazole.
Seven reports of accidental overdosage with rabeprazole have been received.
The maximum reported overdose was 80 mg. There were no clinical signs or
symptoms associated with any reported overdose. Patients with Zollinger-
Ellison syndrome have been treated with up to 120 mg rabeprazole QD. No
specific antidote for rabeprazole is known. Rabeprazole is extensively protein
bound and is not readily dialyzable. In the event of overdosage, treatment
should be symptomatic and supportive.

Single oral doses of rabeprazole at 786 mg/kg and 1024 meg/kg were lethal to
mice and rats, respectively. The single oral dose of 2000 mg/kg was not lethal
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to dogs. The major symptoms of acute toxicity were hypoactivity, labored
respiration, lateral or prone position and convulsion in mice and rats and
watery diarthea, tremor, convulsion and coma in dogs.

11 DESCRIPTION

The active ingredient in ACIPHEX (rabeprazole sodium) Delayed-Release
Tablets and in ACIPHEX Sprinkle (rabeprazole sodium) Delayed-Release
Capsules is rabeprazole sodium, which is a proton pump inhibitor. It is a
substituted benzimidazole known chemically as 2-[[[4-(3-methoxypropoxy)-
3-methyl-2-pyridinyl]-methyl]sultinyl ]- | F-benzimidazole sodium salt. It has
an empirical formula of C;sHyN:;NaOsS and a molecular weight of 381 .42.
Rabeprazole sodium is a white to slightly vellowish-white solid. It is very
soluble in water and methanol, freely soluble in ethanol, chloroform and ethyl
acetate and insoluble in ether and n-hexane. The stability of rabeprazole
sodium is a function of pH; it is rapidly degraded in acid media, and is more
stable under alkaline conditions. The structural figure is:

FIGURE 1
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ACIPHEX is available for oral administration as Delayed-Release, enteric-
coated tablets containing 20 mg of rabeprazole sodium. ACIPHEX Sprinkle is
available for oral administration as 5 mg and 10 mg rabeprazole sodium
Delayed-Release Capsules containing enteric coated granules.

Inactive ingredients of the 20 mg tablet are carnauba wax, crospovidone,
diacetylated monoglycerides, ethylcellulose, hydroxypropyl cellulose,
hypromellose phthalate, magnesium stearate, mannitol, propylene glycol,
sodium hydroxide, sodium stearyl fumarate, talc, and titanium dioxide. Iron
oxide yellow is the coloring agent for the tablet coating. Iron oxide red is the
ink pigment.

ACIPHEX Sprinkle Delayed-Release Capsules contain  granules of
rabeprazole sodium in a hard hypromellose capsule. Inactive ingredients are
colloidal silicon dioxide, diacetylated monoglycerides, ethylcellulose,
hydroxypropyl cellulose, hypromellose phthalate, magnesium oxide,
magnesium stearate, mannitol, talc, titanium dioxide, carrageenan, potassium
chloride, FD&C Blue No. 2 Aluminum Lake (in the 5 mg capsule), FD&C
Yellow, No. 6 (in the 10 mg capsule), and gray printing ink.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Rabeprazole belongs to a class of antisecretory compounds (substituted
benzimidazole proton-pump inhibitors) that do not exhibit anticholinergic or
histamine H;-receptor antagonist propertics, but suppress gastric acid
secretion by inhibiting the gastric H', K' ATPase at the secretory surface of
the gastric parictal cell. Because this enzyme is regarded as the acid (proton)
pump within the parietal cell, rabeprazole has been characterized as a gastric
proton-pump inhibitor. Rabeprazole blocks the final step of gastric acid
secretion.

In gastric parietal cells, rabeprazole is protonated, accumulates, and is
transformed to an active sulfenamide. When studied in vitro, rabeprazole is
chemically activated at pH 1.2 with a half-life of 78 seconds. It inhibits acid
transport in porcine gastric vesicles with a half-life of 90 seconds.

12.2 Pharmacodynamics

Antisecretory Activity

The antisecretory effect begins within one hour after oral administration of 20
mg ACIPHEX. The median inhibitory effect of ACIPHEX on 24 hour gastric
acidity is 88% of maximal after the first dose. ACIPHEX 20 mg inhibits basal
and peptone meal-stimulated acid secretion versus placebo by 86% and 95%,
respectively, and increases the percent of a 24-hour period that the gastric
pH=>3 from 10% to 65% (see table below). This relatively prolonged
pharmacodynamic action compared to the short pharmacokinetic half-life (1-2
hours) reflects the sustained inactivation of the H, K" ATPase.
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TABLE 3
GASTRIC ACID PARAMETERS
ACIPHEX VERSUS PLACEBO AFTER 7 DAYS OF
ONCE DAILY DOSING
Parameter é‘éj nf;gg) Placebo

Basal Acid Output 04%* 2.8
(mmol/hr)
Stimulated Acid Output 0.6* 133
(mmol/hr)
% Time Gastric pH=3 65 10

*(p=<0.01 versus placebo)

Compared to placebo, ACIPHEX, 10 mg, 20 mg, and 40 mg, administered
once daily for 7 days significantly decreased intragastric acidity with all doses
for each of four meal-related intervals and the 24-hour time period overall. In
this study, there were no statistically significant differences between doses;
however, there was a significant dose-related decrease in intragastric acidity.
The ability of rabeprazole to cause a dose-related decrease in mean
intragastric acidity is illustrated below.

TABLE 4

AUC ACIDITY (MMOL'HR/L)
ACIPHEX VERSUS PLACEBO ON DAY 7
OF ONCE DAILY DOSING (MEAN=+SD)

Treatment
10 m, 20m 40 |

_ AUC RBPg RBPg R_BPg P laEebo

“‘('ﬁl‘f:)al o=y | oy | eaey | N
08:00 — | 19.6£21.5 | 12.9£2%3* | 7T6+14.7* | 91.1£39.7
13:00 *
13:00 — | 5.6£9.7* 8.3420.8* 1.3452% 95.5+48.7
19:00
19:00 - | 01£0.1%* 0.1£0.06* | 0.0£0.02* | 11.9+12.5
22:00
22:00 — | 1292484 | 109.6467. | 769584 | 479.9+16
08:00 * 2% * 5
AUC 024 | 1555490, | 1309481 | 85.8+643 | 678.5+21
hours 6% * * 6

*(p<0.001 versus placebo)

After administration of 20 mg ACIPHEX Tablets once daily for eight days,
the mean percent of time that gastric pH>3 or gastric pH>4 after a single dose
(Day 1) and multiple doses (Day 8) was significantly greater than placebo (see
table below). The decrease in gastric acidity and the increase in gastric pH
observed with 20 mg ACIPHEX Tablets administered once daily for eight
days were compared to the same parameters for placebo, as illustrated below:

TABLE 5
GASTRIC ACID PARAMETERS

ACIPHEX ONCE DAILY DOSING VERSUS PLACEBO
ONDAY 1 AND DAY 8

ACIPHEX

20 mg QD Placebo
Parameter Day 1 Day 8 Day 1 Day 8
Mean AUC 2 | g0+ | 1769+ | 9255 | s624
Acidity
Median trough
pH (23-hr)? 3.77 351 1.27 1.38
% Time Gastric - "
pIT>3" 54.6 68.7 19.1 217
% Time Gastric " "
pH>4b 44.1 603 7.6 11.0

* No inferential statistics conducted for this parameter.
* (p<0.001 versus placebo)
" Gastric pH was measured every hour over a 24-hour period.
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Effects on Esophageal Acid Exposure

In patients with gastroesophageal reflux disease (GERD) and moderate to
severe esophageal acid exposure, ACIPHEX 20 mg and 40 mg tablets per day
decreased 24-hour esophageal acid exposure. After seven days of treatment,
the percentage of time that esophageal pH<4 decreased from baselines of
24.7% for 20 mg and 23.7% for 40 mg, to 5.1% and 2.0%, respectively.
Normalization of 24-hour intraesophageal acid exposure was correlated to
gastric pH>4 for at least 35% of the 24-hour period; this level was achieved in
90% of subjects receiving ACIPHEX 20 mg and in 100% of subjects
receiving ACIPHEX 40 mg. With ACIPHEX 20 mg and 40 mg per day,
significant effects on gastric and esophageal pH were noted after one day of
treatment, and more pronounced atter seven days of treatment.

Effects on Serum Gastrin

In patients given daily doses of ACIPHEX for up to eight weeks to treat
ulcerative or erosive esophagitis and in patients treated for up to 52 weeks to
prevent recurrence of disease the median fasting gastrin level increased in a
dose-related manner. The group median values stayed within the normal
range.

In a group of subjects treated daily with ACIPHEX 20 mg tablets for 4 weeks
a doubling of mean serum gastrin concentrations were observed.
Approximately 35% of these treated subjects developed serum gastrin
concentrations above the upper limit of normal. In a study of CYP2C19
genotyped subjects in Japan, poor metabolizers developed statistically
significantly higher serum gastrin concentrations than extensive metabolizers.

Effects on Enterochromaffin-like (ECL) Cells

Increased serum gastrin secondary to antisecretory agents stimulates
proliferation of gastric ECL cells which, over time, may result in ECL cell
hyperplasia in rats and mice and gastric carcinoids in rats, especially in
females [see Nonclinical Toxicology (13.1)].

In over 400 patients treated with ACIPHEX Tablets (10 or 20 mg/day) for up
to one year, the incidence of ECL cell hyperplasia increased with time and
dose, which is consistent with the pharmacological action of the proton-pump
inhibitor. No patient developed the adenomatoid, dysplastic or neoplastic
changes of ECL cells in the gastric mucosa. No patient developed the
carcinoid tumors observed in rats.

Endocrine Effects

Studies in humans for up to one year have not revealed clinically significant
effects on the endocrine system. In healthy male volunteers treated with
ACIPHEX for 13 days, no clinically relevant changes have been detected in
the following endocrine parameters examined: 17 p-estradiol, thyroid
stimulating hormone, tri-iodothyronine, thyroxine, thyroxine-binding protein,
parathyroid hormone, insulin, glucagon, renin, aldosterone, follicle-
stimulating hormone, [luteotrophic hormone, prolactin, somatotrophic
hormone, dehydroepiandrosterone, cortisol-binding globulin, and urinary 6p-
hydroxycortisol, serum testosterone and circadian cortisol profile.

Other Effects

In humans treated with ACIPHEX for up to one year, no systemic effects have
been observed on the central nervous, lymphoid, hematopoietic, renal, hepatic,
cardiovascular, or respiratory systems. No data are available on long-term
treatment with ACIPHEX and ocular effects.

Micraobiology
The following in vitro data are available but the clinical significance is
unknown.

Rabeprazole sodium, amoxicillin and clarithromycein as a three drug regimen
has been shown to be active against most strains of Helicobacter pyviori in
vitre and in clinical infections as described in the Clinical Studies (14) and
Indications and Usage (1) sections.

Helicobacter pylori
Susceptibility testing of H pyiori isolates was performed for amoxicillin and

clarithromycin using agar dilution methodology', and minimum inhibitory
concentrations (MICs) were determined.

Standardized susceptibility test procedures require the use of laboratory

control microorganisms to control the technical aspects of the laboratory
procedures.

Incidence of Antibiotic-Resistant Organisms Among Clinical Isolates

Pretreatment Resistance: Clarithromycin pretreatment resistance rate (MIC =
1 ug/mL) to H. pyiori was 9% (51/ 560) at baseline in all treatment groups
combined. A total of = 99% (558/560) of patients had H. pylori isolates which

7
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were considered to be susceptible (MIC < 025 pg/mL) to amoxicillin at
baseline. Two patients had baseline H. pylori isolates with an amoxicillin MIC
of 0.5 ug/mL.

For susceptibility testing information about Helicobacter pylori, see
Microbiology section in prescribing information for clavithromycin and
amoxicillin.

TABLE 6

CLARITHROMYCIN SUSCEPTIBILITY TEST RESULTS
AND CLINICAL/BACTERIOLOGIC OUTCOMES*
FOR A THREE DRUG REGIMEN
(RABEPRAZOLE 20 MG TWICE DAILY,
AMOXICILLIN 1000 MG TWICE DAILY,

AND CLARITHROMYCIN 500 MG TWICE DAILY

FOR 70OR10DAYS)
H. pvlori Positive
Clarithromyc , (Persistent)
ngf(? f in Total ‘E'CPZ 'tl;’; Post-Treatment
Ther Pretreatment |Number (Eraé;icate 4 Susceptibility Results
Y| Results TSTJIT[RT | Mo
MIC
7 Susceptible " 129 103 2 0 1 23
7 Interrréediate 0 0 0 0 0 0
7 Resistant " 16 5 2 114 4
10 Susceptible ® 133 111 3 1 2 16
10 Intermediate 0 0 0 0 0 0
]
10 Resistant ° 9 1 i 0 5 3

*Includes only patients with pretreatment and post-treatment
clarithromycin susceptibility test results.

" Susceptible (8) MIC < 0.25 pg/mL, Intermediate (I) MIC = 0.5 pg/mlL,
Resistant (R) MIC > 1 ug/mL

Patients with persistent /. pvlori infection following rabeprazole, amoxicillin,
and clarithromycin therapy will likely have clarithromycin resistant clinical
isolates. Therefore, clarithromyein susceptibility testing should be done when
possible. If resistance to clarithromycin is demonstrated or susceptibility
testing is not possible, alternative antimicrobial therapy should be instituted.

Amoxicillin ~ Susceptibility Test Results and Clinical/Bacteriological
Ontcomes In the U.S. multicenter study, a total of >99% (558/560) of patients
had H. pyiori isolates which were considered to be susceptible (MIC < 0.25
ug/mL) to amoxicillin at baseline. The other 2 patients had baseline H. pyiori
isolates with an amoxicillin MIC of 0.5 pg/mL, and both isolates were
clarithromycin-resistant at baseline; in one case the H. pyiors was eradicated.
In the 7- and 10-day treatment groups 75% (107/145) and 79% (112/142),
respectively, of the patients who had pretreatment amoxicillin susceptible
MICs (< 0.25 pg/mL) were eradicated of H. pylori. No patients developed
amoxicillin-resistant H. pylori during therapy.

12.3 Pharmacokinetics

ACIPHEX Delayed-Release Tablets and Delayed-Release granules in the
capsule formulation are enteric-coated to allow rabeprazole sodium, which is
acid labile, to pass through the stomach relatively intact.

After oral administration of 20 mg ACIPHEX tablet, peak plasma
concentrations (C,,) of rabeprazole occur over a range of 2.0 to 5.0 hours
(Tyex). The rabeprazole Cy,,; and AUC are linear over an oral dose range of 10
mg to 40 mg. There is no appreciable accumulation when doses of 10 mg to
40 mg are administered every 24 hours; the pharmacokinetics of rabeprazole
is not altered by multiple dosing.

Absorption: Absolute bioavailability for a 20 mg oral tablet of rabeprazole
(compared to intravenous administration) is approximately 52%. When
ACIPHEX Tablets are administered with a high fat meal, Ty, is variable;
which concomitant food intake may delay the absorption up to 4 hours or
longer. However, the Cuax and the extent of rabeprazole absorption (AUC) are
not significantly altered. Thus ACIPHEX Tablets may be taken without regard
to timing of meals.

After oral administration to healthy adults of 10 mg ACIPHEX granules
sprinkled on applesauce under fasting condition, median time (T, to peak
plasma concentrations (Cy,) of rabeprazole was 2.5 hours and ranged 1.0 to
6.5 hours. The plasma half-life of rabeprazole ranges from 1 to 2 hours.
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In healthy adults, a concomitant high fat meal delayed the absorption of
rabeprazole from ACIPHEX granules sprinkled on one Tablespoon of
applesauce resulting in the median Tuax of 4.5 hours and decreased the Cuax
and AUCu.g on average by 55% and 33%, respectively. ACIPHEX granules
should be taken before a meal.

When 10 mg ACIPHEX granules administered under fasting conditions to
healthy adults on one Tablespoon (15mL) of applesauce, one Tablespoon
(15mL) of yogurt, or when mixed with a small amount (5mL) of liquid infant
formula; the type of soft food did not significantly affect Tope, Crax and AUC
of rabeprazole.

Distribution: Rabeprazole is 96.3% bound to human plasma proteins.

Metabolism: Rabeprazole is extensively metabolized. A significant portion of
rabeprazole is metabolized via systemic nonenzymatic reduction to a thioether
compound. Rabeprazole is also metabolized to sulphone and desmethyl
compounds via cytochrome P450 in the liver. The thioether and sulphone are
the primary metabolites measured in human plasma. These metabolites were
not observed to have significant antisecretory activity. Ju vitro studies have
demonstrated that rabeprazole is metabolized in the liver primarily by
cytochromes P450 3A (CYP3A) to a sulphone metabolite and cytochrome
P4502C19 (CYP2C19) to desmethyl rabeprazole. CYP2C19 exhibits a known
genetic polymorphism due to its deficiency in some sub-populations (e.g. 3 to
5% of Caucasians and 17 to 20% of Asians). Rabeprazole metabolism is slow
in these sub-populations, therefore, they are referred to as poor metabolizers
of the drug.

Elimination: Following a single 20 mg oral dose of “*C-labeled rabeprazole,
approximately 90% of the drug was eliminated in the urine, primarily as
thioether carboxylic acid; its glucuronide, and mercapturic acid metabolites.
The remainder of the dose was recovered in the feces. Total recovery of
radicactivity was 99.8%. No unchanged rabeprazole was recovered in the
urine or feces.

Geriatric: In 20 healthy elderly subjects administered 20 mg rabeprazole tablet
once daily for seven days, AUC values approximately doubled and the Crux
increased by 60% compared to values in a parallel younger control group.
There was no evidence of drug accumulation after once daily administration
[see Ulse in Specific Population (5.5)].

Pediatric; The pharmacokinetics of rabeprazole was studied in pediatric
patients with GERD aged up to 16 years in four separate clinical studies.

Patients 12 to 16 Years of Age

The pharmacokinetics of rabeprazole was smdied in 12 adolescent patients
with GERD 12 to 16 years of age, in a multicenter study. Patients received
rabeprazole 20 mg tablets once daily for five or seven days. An approximate
40% increase in exposure was noted following 5 to 7 days of dosing compared
with the exposure after 1 day dosing. Pharmacokinetic parameters in
adolescent patients with GERD 12 to 16 years of age were within the range
observed in healthy adult volunteers.

Patients 1 to 11 Yearsof Age

In patients with GERD 1 to 11 vyears of age, following once daily
administration of rabeprazole granules at doses from 0.14 to 1 mgke, the
median time to peak plasma concentration ranged 2-4 hours and the half-life
was about 2.5 hour. No appreciable accumulation was noted following 5 days
of dosing compared to exposure after a single dose.

Based on population pharmacokinetic analysis, over the body weight range
from 7 to 77.3 kg, the apparent rabeprazole clearance increased from 8.0 to
135 L/, an increase of 68.8%.

The mean estimated total exposure i.e. AUC after a 10 mg dose of ACIPHEX
Sprinkle in patients with GERD 1 to 11 vears of age is comparable to a 10 mg
dose of ACIPHEX Tablets in adolescents and adults.

Patients < 1 Year Old
See section 8 4 Pediatric Use.

Gender and Race: In analyses adjusted for body mass and height, rabeprazole
pharmacokinetics showed no clinically significant differences between male
and female subjects. In studies that used different formulations of rabeprazole,
AUCy-.. values for healthy Japanese men were approximately 50-60% greater
than values derived from pooled data from healthy men in the United States.

I—H 1 HARH



ATy MgE 5 mg, FEEE 10 mg

Renal Disease: In 10 patients with stable end-stage renal disease requiring
maintenance hemodialysis (creatinine clearance <5 mL/min/1.73 m?), no
clinically significant differences were observed in the pharmacokinetics of
rabeprazole after a single 20 mg oral dose when compared to 10 healthy
volunteers [see Dosage and Administration (2.9)].

Hepatic Disease: In a single dose study of 10 patients with chronic mild to
moderate compensated cirthosis of the liver who were administered a 20 mg
dose of rabeprazole, AUCy.24 was approximately doubled, the elimination
half-life was 2- to 3-fold higher, and total body clearance was decreased to
less than half compared to values in healthy men.

In a multiple dose study of 12 patients with mild to moderate hepatic
impairment administered 20 mg rabeprazole once daily for eight days, AUCq..
and Cuex values increased approximately 20% compared to values in healthy
age- and gender-matched subjects. These increases were not statistically
significant.

No information exists on rabeprazole disposition in patients with severe
hepatic impairment. Please refer to the Dosage and Adwinistration (2.9) for
information on dosage adjustment in patients with hepatic impairment.

Combined Administration with Antimicrobials: Sixteen healthy volunteers
genotyped as extensive metabolizers with respect to CYP2C19 were given 20
mg rabeprazole sodium, 1000 mg ameoxicillin, 500 mg clarithromyein, or all 3
drugs in a four-way crossover study. Each of the four regimens was
administered twice daily for 6 days. The AUC and Cy for clarithromycin and
ameoxicillin were not different following combined administration compared
to values following single administration. However, the rabeprazole AUC and
Cruex increased by 11% and 34%, respectively, following combined
administration. The AUC and Cuwx for 14-hydroxyclarithromycin (active
metabolite of clarithromycin) also increased by 42% and 46%, respectively.
This increase in exposure to rabeprazole and 14-hydroxyelarithromyein is not
expected to produce safety concerns.

Concomitant Use with Clopidogrel: Clopidogrel is metabolized to its active
metabolite in part by CYP2C19. A study of healthy subjects including
CYP2C19 extensive and intermediate metabolizers receiving once daily
administration of clopidogrel 75 mg concomitantly with placebo or with
ACIPHEX 20 mg (n=36), for 7 days was conducted. The mean AUC of the
active metabolite of clopidogrel was reduced by approximately 12% (mean
AUC ratio was 88 %, with 90% CT of 81.7 to 95 5%) when ACIPHEX was
coadministered compared to administration of clopidogrel with placebo.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment ol Fertility

In a 88/104-week carcinogenicity study in CD-1 mice, rabeprazole at oral
doses up to 100 mg/kg/day did not produce any increased tumor occurrence.
The highest tested dose produced a systemic exposure to rabeprazole (AUC)
of 1.40 pgehr/mL which is 1.6 times the human exposure (plasma AUCq-.. =
0.88 pgehr/mL)y at the recommended dose for GERD (20 mg/day). In a 28-
week carcinogenicity study in p53™ transgenic mice, rabeprazole at oral doses
of 20, 60, and 200 mg/kg/day did not cause an increase in the incidence rates
of tumors but produced gastric mucosal hyperplasia at all doses. The systemic
exposure to rabeprazole at 200 mg/kg/day is about 17-24 times the human
exposure at the recommended dose for GERD. In a 104-week carcinogenicity
study in Sprague-Dawley rats, males were treated with oral doses of 5, 15, 30
and 60 mg/kg/day and females with 5, 15, 30, 60 and 120 mg/keg/day.
Rabeprazole produced gastric enterochromaffin-like (ECL) cell hyperplasia in
male and female rats and ECL cell carcinoid tumors in female rats at all doses
including the lowest tested dose. The lowest dose (5 mg/kg/day) produced a
systemic exposure to rabeprazole (AUC) of about 0.1 pgehr/mL which is
about 0.1 times the human exposure at the recommended dose for GERD. In
male rats, no treatment related tumors were observed at doses up to 60
mg/kg/day producing a rabeprazole plasma exposure (AUC) of about 02
pgehr/mL (0.2 times the human exposure at the recommended dose for
GERD).

Rabeprazole was positive in the Ames test, the Chinese hamster ovary cell
(CHO/HGPRT) forward gene mutation test and the mouse lymphoma cell
(L5178Y/TK+/-) forward gene mutation test. Its demethylated-metabolite was
also positive in the Ames test. Rabeprazole was negative in the in vitro
Chinese hamster lung cell chromosome aberration test, the in vivo mouse
micronucleus test, and the in vive and ex vive rat hepatocyte unscheduled
DNA synthesis (UDS) tests.

Rabeprazole at intravenous doses up to 30 mg/kg/day (plasma AUC of 8.8
pgehr/mL, about 10 times the human exposure at the recommended dose for
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GERD) was found to have no effect on fertility and reproductive performance
of male and female rats.

13.2 Animal Toxicology and/or Pharmacology

Studies in juvenile and young adult rats and dogs were performed. In juvenile
animal studies rabeprazole sodium was administered orally to rats for up to 5
weeks and to dogs for up to 13 weeks, each commencing on Day 7 post-
partum and followed by a 13-week recovery period. Rats were dosed at 5, 25
or 150 mg/kg/day and dogs were dosed at 3, 10 or 30 mg/kg/day. The data
from these studies were comparable to those reported for young adult animals.
Pharmacologically mediated changes, including increased serum gastrin levels
and stomach changes, were observed at all dose levels in both rats and dogs.
These observations were reversible over the 13-week recovery periods.
Although body weights and/or crown-rump lengths were minimally decreased
during dosing, no effects on the development parameters were noted in either
juvenile rats or dogs.

14 CLINICAL STUDIES

14.1 Healing of Erosive or Ulcerative GERD in Adults

In a U.S., multicenter, randomized, double-blind, placebo-controlled study,
103 patients were treated for up to eight weeks with placebo, 10 mg, 20 mg or
40 mg ACIPHEX QD. For this and all studies of GERD healing, only patients
with GERD symptoms and at least grade 2 esophagitis (modified Hetzel-Dent
grading scale) were eligible for entry. Endoscopic healing was defined as
grade 0 or 1. Each rabeprazole dose was significantly superior to placebo in
producing endoscopic healing after four and eight weeks of treatment. The
percentage of patients demonstrating endoscopic healing was as follows:

TABLE 7
HEALING OF EROSIVE OR ULCERATIVE

GASTROESOPHAGEAL REFLUX DISEASE (GERD)
PERCENTAGE OF PATIENTS HEALED

10mg 20mg 40mg
ACIPHEX ACIPHEX | ACIPHEX | Placebo
Week QD QD QD N=25
N=27 N=25 N=26
4 63%* 56%* 54%* 0%
8 93%* 84%* 85%* 12%

*(p=<0.001 versus placebo)

In addition, there was a statistically significant difference in favor of the
ACIPHEX 10 mg, 20 mg, and 40 mg doses compared to placebo at Weeks 4
and 8 regarding complete resolution of GERD heartburn frequency (p<0.026).
All ACIPHEX groups reported significantly greater rates of complete
resolution of GERD daytime heartburn severity compared to placebo at
Weeks 4 and 8 (p<0.036). Mean reductions from baseline in daily antacid
dose were statistically significant for all ACIPHEX groups when compared to
placebo at both Weeks 4 and 8 (p<0.007).

In a North American multicenter, randomized, double-blind, active-controlled
study of 336 patients, ACIPHEX was statistically superior to ranitidine with
respect to the percentage of patients healed at endoscopy after four and eight
weeks of treatment (see table below):

TABLE 8
HEALING OF EROSIVE OR ULCERATIVE

GASTROESOPHAGEAL REFLUX DISEASE (GERD)
PERCENTAGE OF PATIENTS HEALED

ACIPHEX 20 mg QD Ranitidine 150 mg QID
Week N=167 N=169
4 59%* 36%
8 87%* 66%

*(p<0.001 versus ranitidine)

ACIPHEX 20 mg once daily was significantly more effective than ranitidine
150 mg QID in the percentage of patients with complete resolution of
heartburn at Weeks 4 and 8 (p<0.001). ACIPHEX 20 mg once daily was also
more effective in complete resolution of daytime heartburn (p<0.025), and
nighttime heartburn (p<0.012) at both Weeks 4 and 8, with significant
differences by the end of the first week of the study.
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14.2 Long-term Maintenance of Healing of Erosive or Ulcerative GERD
in Adults

The long-term maintenance of healing in patients with erosive or ulcerative
GERD previously healed with gastric antisecretory therapy was assessed in
two U.S. multicenter, randomized, double-blind, placebo-controlled studies
of identical design of 52 weeks duration. The two studies randomized 209 and
285 patients, respectively, to receive either 10 mg or 20 mg of ACIPHEX QD
or placebo. As demonstrated in the tables below, ACIPHEX was significantly
superior to placebo in both studies with respect to the maintenance of healing
of GERD and the proportions of patients remaining free of heartburn
symptoms at 52 weeks:

TABLE 9

PERCENT OF PATIENTS IN ENDOSCCOPIC REMISSION

ACIPHEX ACIPHEX Placebo
10 mg 20 mg
Study 1 N=66 N=67 N=70
Week 4 83%* 96%0* 44%
Week 13 79%* 93%* 39%
Week 26 77%* 93%* 31%
Week 39 76%* 91%* 30%
Week 52 73%* 90%* 25%
Study 2 N=93 N=93 N=99
Week 4 89%* 94%* 40%
Week 13 86%0* 91%* 33%
Week 26 85%* 89%* 30%
Week 39 849%™ 88%* 29%
Week 52 77%* 86%* 29%
Cg,ll}’[[%HEN%D N=15% N=160 N=169
Week 4 87%* 94%* 42%
Week 13 83%* 92%* 36%
Week 26 8§2%* 91%* 31%
Week 39 81%* 89%* 30%
Week 52 75%* 8§7%* 29%
*(p<0.001 versus placebo)
TABLE 10

PERCENT OF PATIENTS WITHOUT RELAPSE IN HEARTBURN
FREQUENCY AND DAYTIME AND NIGHTTIME HEARTBURN

SEVERITY AT WEEK 52
ACIPHEX ACIPHEX
10 mg 20 mg Placebo
Heartburn
Frequency
Study 1 46/55 48/52 17/45
(84%)* (92%)* (38%)
Study 2 50472 5772 22079
{69%)* {79%)* (28%)
Daytime Heartburn
Severity
Study 1 61/64 60/62 42/61
{95%)* {(97%)* {(69%)
Study 2 73/84 82/87 67/90
(87%)' {(94%)* (74%)
Nighttime
Heartburn Severity
Study 1 57/61 60/61 37/56
(93%)* (98%)* (66%0)
Study 2 67/80 79/87 64/87
(84%) (91%)7 (74%)

* p<0.001 versus placebo
10.001<p=<0.05 versus placebo

14.3 Treatment of Symptomatic GERD in Adults

Two U.S., multicenter, double-blind, placebo controlled studies were
conducted in 316 adult patients with daytime and nighttime heartburn.
Patients reported 5 or more periods of moderate to very severe heartburn
during the placebo treatment phase the week prior to randomization. Patients
were confirmed by endoscopy to have no esophageal erosions.
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The percentage of heartburn free daytime and/or nighttime periods was greater
with ACIPHEX 20 mg compared to placebo over the 4 weeks of study in
Study RAB-USA-2 (47% vs. 23%) and Study RAB-USA-3 (52% vs. 28%)).
The mean decreases from baseline in average daytime and nighttime heartburn
scores were significantly greater for ACIPHEX 20 mg as compared to placebo
at week 4. Graphical displays depicting the daily mean daytime and nighttime
scores are provided in Figures 2 to 5.

FIGURE 2: MEAN DAYTIME HEARTBURN SCORES RAB-USA-2
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FIGURE 3: MEAN NIGHTTIME HEARTBURN SCORES RAB-USA-2
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FIGURE 4: MEAN DAYTIME HEARTBURN SCORES RAB-USA-3
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FIGURE 5: MEAN NIGHTTIME HEARTBURN SCORES RAB-USA-3
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In addition, the combined analysis of these two studies showed ACIPHEX 20
mg significantly improved other GERD-associated symptoms (regurgitation,
belching and early satiety) by week 4 compared with placebo (all p values <
0.005).

ACIPHEX 20 mg also significantly reduced daily antacid consumption versus
placebo over 4 weeks (p<0.001).
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14.4 Healing of Duodenal Ulcers in Adults

In a US., randomized, double-blind, multicenter study assessing the
effectiveness of 20 mg and 40 mg of ACIPHEX QD versus placebo for
healing endoscopically defined duodenal ulcers, 100 patients were treated for
up to four weeks. ACIPHEX was significantly superior to placebo in
producing healing of duodenal ulcers. The percentages of patients with
endoscopic healing are presented below:

TABLE 11

HEALING OF DUODENAL ULCERS
PERCENTAGE OF PATIENTS HEALED

ACIPHEX 20 mg ACIPHEX 40 mg Placebo
Week QD QD N=33
N=34 N=33
2 44% 42% 21%
4 79%* 91%* 39%

* p<0.001 versus placebo

At Weeks 2 and 4, significantly more patients in the ACIPHEX 20 and 40 mg
groups reported complete resolution of ulcer pain frequency (p<0.018),
daytime pain severity (p<0.023), and nighttime pain severity (p<0.035)
compared with placebo patients. The only exception was the ACIPHEX 40
mg group versus placebo at Week 2 for duodenal uleer pain frequency
(p=0.094). Significant differences in resolution of daytime and nighttime pain
were noted in both ACIPHEX groups relative to placebo by the end of the first
week of the study. Significant reductions in daily antacid use were also noted
in both ACIPHEX groups compared to placebo at Weeks 2 and 4 (p<i0.001).

An international randomized, double-blind, active-controlled trial was
conducted in 205 patients comparing 20 mg ACIPHEX QD with 20 mg
omeprazole QD. The study was designed to provide at least 80% power to
exclude a difference of at least 10% between ACIPHEX and omeprazole,
assuming four-week healing response rates of 93% for both groups. In patients
with endoscopically defined duodenal ulcers treated for up to four weeks,
ACIPHEX was comparable to omeprazole in producing healing of duodenal
ulcers. The percentages of patients with endoscopic healing at two and four
weeks are presented below:

TABLE 12

HEALING OF DUODENAL ULCERS
PERCENTAGE OF PATIENTS HEALED

ACIPHEX Omeprazole 95% Confidence

20 mg QD 20 mg QD Interval for

Week N=102 N=103 the Treatment
Difference

(ACIPHEX -

Omeprazole)

2 69% 61% (—6%, 22%)

4 98% 93% (3%, 15%)

ACIPHEX and omeprazole were comparable in providing complete resolution
of symptoms.

14.5 Helicebacter pylori Eradication in Patients with Peptic Ulcer Disease
or Symptomatic Non-Ulcer Disease in Adults

The U.S. multicenter study was a double-blind, parallel-group comparison of
rabeprazole, amoxicillin, and clarithromyein for 3, 7, or 10 days vs.
omeprazole, amoxicillin and clarithromycin for 10 days. Therapy consisted of
rabeprazole 20 mg twice daily, amoxicillin 1000 mg twice daily, and
claritromycin 500 mg twice daily (RAC) or omeprazole 20 mg twice daily,
amoxicillin 1000 mg twice daily, and clarithromycin 500 mg twice daily
(OAC). Patients with H. pviori infection were stratified in a 1:1 ratio for those
with peptic ulcer disease (active or a history of ulcer in the past five years)
[FUD] and those who were symptomatic but without peptic ulcer disease
[NPUDY], as determined by upper gastrointestinal endoscopy. The overall H
pylori eradication rates, defined as negative C-UBT for H. pylori = 6 weeks
from the end of the treatment are shown in the following table. The
eradication rates in the 7-day and 10-day RAC regimens were found to be
similar to 10-day OAC regimen using either the Intent-to-Treat (ITT) or Per-
Protocol (PP) populations. Eradication rates in the RAC 3-day regimen were
inferior to the other regimens.

1.6.3 fHEIZETH2HNXERX CRERUVER)

TABLE 13

HELICOBACTER PYLORI ERADICATION AT > 6 WEEKS
AFTER THE END OF TREATMENT

Treatment Group Difference
Percent (%) of (RAC - QAC)
Patients Cured [95% Confidence
{(Number of Patients) Interval]
7-day 10-day
RAC* QAC
n 81.3% 81.6% 28
Per Protocol” | (0 ¢0y | (n=179) [.52 10.7]
Intent-to- 77.3% 73.3% 4.0
Treat® (N=194) | (N=208) [-44,12.5]
10-day 10-day
RAC* OAC
N 86.0% 81.6% 4.4
Per Protocol” | 07171y | ve179) [-33,12.1]
Intent-to- 78.1% 73.3% 48
Treat® (N=196) | (N=206) [-3.6,13.2]
3-day 10-day
RAC OAC
Per Protocol® 29.9% 81.6% -516
(N=167) | (N=179) [- 60.6, - 42.6]
Intent-to- 27.3% 73.3% -46.0
Treat® (N=187) | (N=206) [-54.8,-372]

* Patients were included in the analysis if thc;y had H. pyiori infection
documented at baseline, defined as a positive "C-UBT plus rapid urease
test or culture and were not protocol violators. Patients who dropped out
of the study due to an adverse event related to the smdy drug were
included in the evaluable analysis as failures of therapy.

b Patients were included in the analysis if they had documented H. pviori
infection at baseline as defined above and took at least one dose of study
medication. All dropouts were included as failures of therapy.

* The 95% confidence intervals for the difference in eradication rates for
7-day RAC minus 10-day RAC are (- 9.3, 6.0) in the PP population and (-
9.0, 7.5) in the ITT population.

14.6 Pathological Hypersecretory Conditions, Including Zollinger- Ellison
Syndrome in Adults

Twelve patients with idiopathic gastric hypersecretion or Zollinger-Ellison
syndrome have been treated successfully with ACIPHEX at doses from 20 to
120 mg for up to 12 months. ACIPHEX produced satisfactory inhibition of
gastric acid secretion in all patients and complete resolution of signs and
symptoms of acid-peptic disease where present. ACIPHEX also prevented
recurrence of gastric hypersecretion and manifestations of acid-peptic disease
in all patients. The high doses of ACIPHEX used to treat this small cohort of
patients with gastric hypersecretion were well tolerated.

14.7 Pediatric GERD

Symptomatic GERD in Adolescents 12 to 16 Years of Age

In a multicenter, randomized, open-label, parallel-group study, 111 adolescent
patients 12 to 16 vears of age with a clinical diagnosis of symptomatic GERD
or suspected or endoscopically proven GERD were randomized and treated
with either ACIPHEX 10 mg or ACIPHEX 20 mg once daily for up to 8
weeks for the evaluation of safety and efficacy.

GERD in Pediatric Patients I to 11 Years of Age

The use of ACIPHEX Sprinkle in pediatric patients 1 to 11 years of age is
supported by a two-part, multicenter, randomized, double-blind, parallel 2
dose arms clinical trial which was conducted in 127 pediatric patients with
endoscopic and histologic evidence of GERD prior to study treatment.

Part 1 was 12 weeks in duration. Patients were randomized to one of two
rabeprazole dose levels based on body weight. Patients weighing 6.0 to
14.9 kg received either 5 or 10 mg rabeprazole, and those with body weight
=15 kg received either 10 or 20 mg of rabeprazole. Part 2 was a 24-week
double-blinded extension of Part 1 (on same dose assigned in Part 1).
Endoscopic evaluations were performed at 12 weeks (Part 1) and 36 weeks
(Part 2) to assess esophageal healing. No prespecified formal hypothesis
testing was conducted.

For Part 1, rates of endoscopic healing were calculated and are shown in Table
14.
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TABLE 14

SHORT-TERM (12-WEEK) HEALING RATES IN 1 to 11 YEAR OLD
CHILDREN {(PART 1)

Endoscopic Healing Rate
Classification at 12 weeks
of GERD
At Baseline Body Welght <15 kg Body Welght =15 kg
Smg dose | 10 mg dose 10 mg dose
Erosive® 88% 83% 71%
(7/8) (5/6) (12/17)
Non-erosive” 78% 100% 81%
(7/9) (10/10) (17/21)

* Hetzel-Dent score =2
b Hetzel-Dent score = 1

Of the 87 patients with healing in Part 1, 64 patients were enrolled into Part 2.
The absence of a placebo group does not allow assessment of sustained
efficacy through 36 weeks. Of the 52 patients with available data, healing
was observed in 47 (90%) patients at 36 weeks.

15 REFERENCES

1. National Committee for Clinical Laboratory Standards. AMethods for
Dilution Antimicrobial Susceptibility Tests for Bacteria That Grow
Aerobicafly—Fifth Edition. Approved Standard NCCLS Document M7-AS5,
Vol. 20, No. 2, NCCLS, Wayne, PA, January 2000.

16 HOW SUPPLIED/STORAGE AND HANDLING

ACIPHEX 20 mg is supplied as delayed-release light vellow enteric-coated
tablets. The name and strength, in mg, (ACIPHEX 20} is imprinted on one
side.

Bottles of 30 (NDC 62856-243-30)
Bottles of 90 (NDC 62856-243-90)
Unit Dose Blisters Package of 100 {10 x 10} (NDC 62856-243-41)

Store at 25 C (77 F); excursions permitted to 15-30 C (59-86 F) [see USP
Controlled Room Temperature]. Protect from moisture.

1.6.3 fHEIZETH2HNXERX CRERUVER)

ACIPHEX Sprinkle (5 mg) is supplied as transparent blue and opaque white
capsules containing enteric coated granules. Identification and strength (ACX
Smg) are imprinted on the body of the capsule. An arrow (7T) imprint on the
capsule cap indicates direction for opening a capsule.

Bottles of 30 (NDC 62856-240-30)

ACIPHEX Sprinkle (10 mg) is supplied as transparent yellow and opaque
white capsules containing enteric coated granules. Identification and strength
(ACX 10mg) are imprinted on the body of the capsule. An arrow (1) imprint
on the capsule cap indicates direction for opening a capsule.

Bottles of 30 (NDC 62856-241-30)

Store at 25 C (77 F); excursions permitted to 15-30 C (59-86 F) [see USP
Controlled Room Temperature]. Protect from moisture.

17  PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Medication Guide).

How to Take ACIPHEX

Patients should be cautioned that ACIPHEX Delayed-Release Tablets should
be swallowed whole. The tablets should not be chewed, crushed, or split.
ACTPHEX can be taken with or without food.

ACIPHEX Sprinkle Delayed-Release Capsules should be opened and the
granule contents sprinkled on a small amount of soft food (e.g. apple sauce,
fruit or vegetable based baby food, or yogurt) or empty contents into a small
amount of liquid (e.g. infant formula, apple juice, or pediatric clectrolyte
solution). Food or liquid should be at or below room temperature. The whole
dose should be taken within 15 minutes of being sprinkled. The granules
should not be chewed or crushed. The dose should be taken 30 minutes before
ameal. Do not store mixture for future use.

Advise patient to immediately report and seck care for diarrhea that does not
improve. This may be a sign of Clostridium difficile associated diarthea [see
Warnings and Precautions (3.3)].
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Eisai Ltd

European Knowledge Centre, Mosguito Way, Hatfield, Hertfordshire, AL10 95K
Telephone: +44 {10845 676 1400

Fao +44 (845 676 1486

WYY Mt i Bisaico Uk

M edical Information e-mail: Limedinfoigdeisai.net

ot of Hours Telephone: +44 (345 676 1400

Before you contact this company:; often several companies will market
medicines with the sarme active ingredient. Please check that this is the correct
campany before contacting them. Why?

Summary of Product Characteristics last updated on the e C: 1970472013

Pariet 10mg & 20mg

1. Name of the medicinal product

FARIET & 10mo gastro-resistant tablet
FARIET & 20mn gastro-resistant tablet

2. Qualitative and gquantitative composition
10mg rabeprazole sodium, equivalent to 9.42mg rabeprazole

20mg rabeprazole sodium, equivalent to 18.85mg rabeprazole

Forafull list of excipients, see section 6.1.

3. Phamrmaceutical form

Gastro-resistant tahlet.
10mo: Fink, film coated bicomiex tablet with 'E 241" printed on one side.

20ma: Yellow, film coated hicorwex tablet with 'E 243" printed on one side.

4. Clinical particulars

4.1 Therapeutic indications
FARIET tablets are indicated for the treatment of:
= Active duodenal ulcer
= Active benign gastric ulcer
» Syrmptormatic erosive ar ulcerative gastro-oesophageal reflur disease (GORD.
» Gastmo-COesophageal Reflux Disease Long-term Management (G ORD Maintenance)
= Symptormatic treatment of moderate to very severe gastrooesophaneal reflux disease (symptomatic GOREY

= Zollinger-Ellizon Syndrome

= |n combination with appropriate antibacterial therapeutic regimens for the eradication of Helicohacter pylori in patients with
peptic ulcer disease. See section 4.2
4.2 Posology and method of administration

Adultsfelderly:

Activie Duocenal Uicer and Active Benigh Gastric Ulicer: The recommended oral dose far both active duodenal ulcer and active
henign gastric ulcer is 20mg to be taken once dail in the morning.

S o ke
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Most patients with active duodenal ulcer heal within four weeks. However a few patients may require an additional four weeks of
therapy to achieve healing. Most patients with active benign gastric ulcer heal within six weeks. However again a few patients
may require an additional six weeks of therapy to achieve healing.

Erosive or Ulcerative Gastro-Oesophageal Reflux Disease (GORD): The recommended oral dose for this condition is 20mg to be
taken once daily for four to eight weeks.

Gastro-Oesophageal Reflux Disease Long-term Management (GORD Maintenance). For long-term management, a maintenance
dose of FARIET 20mg or 10mg once daily can be used depending upon patient response.

Sympitomatic treatment of moderale to very severe gastro-oesophageal reflux disease (symptomatic GORD): 10mg once daily in
patients without oesophagitis. If symptom control has not been achieved during four weeks, the patient should be further
investigated. Once symptoms have resolved, subsequent symptom control can be achieved using an on-demand regimen taking
10mg once daily when needed.

Zollinger-Ellison Syndrome: The recommended adult starting dose is 60 mg once a day. The dose may be titrated upwards to
120mg/day based on individual patient needs. Single daily doses up to 100mg/day may be given. 120mg dose may require
divided doses, 60mg twice daily. Treatment should continue for as long as clinically indicated.

Eradication of H. pylori: Patients with H. pylori infection should be treated with eradication therapy. The following combination
given for 7 days is recommended.

PARIET 20mg twice daily + clarithromycin 500mg twice daily and amoxicillin 1g twice daily.

For indications requiring once daily treatment PARIET tablets should be taken in the morning, before eating; and although
neither the time of day nor food intake was shown to have any effect on rabeprazole sodium activity, this regimen will facilitate
treatment compliance.

Patients should be cautioned that the PARIET tablets should not be chewed or crushed, but should be swallowed whole.

Renal and hepatic impairment: No dosage adjustment is necessary for patients with renal or hepatic impairment.

See section 4.4 Special Warnings and Precautions for Use of PARIET in the treatment of patients with severe hepatic
impairment.

Children:

PARIET is not recommended for use in children, as there is no experience of its use in this group.

4.3 Contraindications

PARIET is contra-indicated in patients with known hypersensitivity to rabeprazole sodium, or to any excipient used in the
formulation. PARIET is contra-indicated in pregnancy and during breast feeding

4.4 Special warnings and precautions for use

Symptomatic response to therapy with rabeprazole sodium does not preclude the presence of gastric or oesophageal
malignancy, therefore the possibility of malignancy should be excluded prior to commencing treatment with FARIET.

Patients on long-term treatment (particularly those treated for more than a year) should be kept under regular surveillance.
A risk of cross-hypersensitivity reactions with other proton pump inhibitor or substituted benzimidazoles cannot be excluded.
Patients should be cautioned that PARIET tablets should not be chewed or crushed, but should be swallowed whole.
PARIET is not recommended for use in children, as there is no experience of its use in this group.

There have been post marketing reports of blood dyscrasias (thrombocytopenia and neutropenia). In the majority of cases where
an alternative aetiology cannot be identified, the events were uncomplicated and resolved on discontinuation of rabeprazole.

Hepatic enzyme abnormalities have been seen in clinical trials and have also been reported since market authorisation. In the
majority of cases where an alternative aetiology cannot be identified, the events were uncomplicated and resolved on
discontinuation of rabeprazole.

No evidence of significant drug related safety problems was seen in a study of patients with mild to moderate hepatic impairment
versus normal age and sex matched controls. However because there are no clinical data on the use of PARIET in the treatment
of patients with severe hepatic dysfunction the prescriber is advised o exercise caution when treatment with PARIET is first
initiated in such patients.

Co-administration of atazanavir with PARIET is not recommended (see section 4.5).

Treatment with proton pump inhibitors, including PARIET, may possibly increase the risk of gastrointestinal infections such as
Salmonella, Campylobacter and Clostridium difficile (see section 5.1).
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Proton pump inhibitors, especially if used in high doses and over long durations (=1 year), may modestly increase the risk of hip,
wrist and spine fracture, predominantly in the elderly or in presence of other recognised risk factors. Observational studies
suggest that proton pump inhibitors may increase the overall risk of fracture by 10-40%. Some of this increase may be due to
other risk factors. Patients at risk of osteoporosis should receive care according to current clinical guidelines and they should
have an adequate intake of vitamin D and calcium.

Severe hypomagnesaemia has been reported in patients treated with proton pump inhibitors like PARIET for at least three
months, and in most cases for a year. Serious manifestations of hypomagnesaemia such as fatigue, tetany, delirium,
convulsions, dizziness and ventricular arrhythmia can occur but they may begin insidiously and be overlooked. In most affected
patients, hypomagnesaemia improved after magnesium replacement and discontinuation of the proton pump inhibitor.

For patients expected to be on prolonged treatment or who take proton pump inhibitors with digoxin or drugs that may cause
hypomagnesaemia (e.g., diuretics), health care professionals should consider measuring magnesium levels before starting
proton pump inhibitor treatment and periodically during treatment.

4.5 Interaction with other medicinal products and other forms of interaction

Rabeprazole sodium produces a profound and long lasting inhibition of gastric acid secretion. An interaction with compounds
whose absorption is pH dependent may occur. Co-administration of rabeprazole sodium with ketoconazole or itraconazole may
result in a significant decrease in antifungal plasma levels. Therefore individual patients may need to be monitored to determine
if a dosage adjustment is necessary when ketoconazole or itraconazole are taken concomitantly with PARIET.

In clinical trials, antacids were used concomitantly with the administration of PARIET and, in a specific drug-drug interaction
study, no interaction with liquid antacids was observed.

Co-administration of atazanavir 300mg/ritonavir 10mg with omeprazole (40 mg once daily) or atazanavir 400mg with
lansoprazole (60mg once daily) to healthy volunteers resulted in a substantial reduction in atazanavir exposure. The absorption
of atazanavir is pH dependent. Although not studied, similar results are expected with other proton pump inhibitors. Therefore
PPls, including rabeprazole, should not be co-administered with atazanavir (see Section 4.4).

4.6 Pregnancy and lactation

Pregnancy:

There are no data on the safety of rabeprazole in human pregnancy. Reproduction studies performed in rats and rabbits have
revealed no evidence of impaired fertility or harm to the foetus due to rabeprazole sodium, although low foeto-placental transfer
occurs in rats. PARIET is contraindicated during pregnancy.

Lactation:

It is not known whether rabeprazole sodium is excreted in human breast milk. No studies in lactating women have been
performed. Rabeprazole sodium is however excreted in rat mammary secretions. Therefore PARIET should not be used during
breast feeding.

4.7 Effects on ability to drive and use machines

Based on the pharmacodynamic properties and the adverse events profile, it is unlikely that PARIET would cause an impairment
of driving performance or compromise the ability to use machinery. If however, alerthess is impaired due to somnolence, itis
recommended that driving and operating complex machinery be avoided.

4.8 Undesirable effects

The most commonly reported adverse drug reactions, during controlled clinical trials with rabeprazole were headache, diarrhoea,
abdominal pain, asthenia, flatulence, rash and dry mouth. The majority of adverse events experienced during clinical studies
were mild or moderate in severity, and transient in nature.

The following adverse events have been reported from clinical trial and post-marketed experience.

Frequencies are defined as: common { =1/100, <1/10), uncommon { = 1/1,000, <1/100), rare ( >1/10,000, <1/1000) and very rare
( <1/10,000).

System Organ Class |Common Uncommon Rare Very Rare Not Known

Infections and Infection
infestations
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Blood and the Neutropenia
lymphatic system
disorders Leucopenia
Thrombocytopenia
Leucocytosis
Immune system Hypersensitivity '
disorders
Metabolism and Anorexia Hyponatremia
nutrition disorders
Hypomagnesaemia4
Psychiatric Insomnia Nervousness Depression Confusion
disorders
Nervous system Headache Somnolence
disorders
Dizziness
Eye disorders Visual disturbance
Vascular disorders Peripheral oedema
Respiratory, Cough Bronchitis
thoracic and
mediastinal Pharyngitis Sinusitis
disorders
Rhinitis
Gastrointestinal Diarrhoea Dyspepsia Gastritis
disorders
Vomiting Dry mouth Stomatitis
Nausea Eructation Taste disturbance
Abdominal pain
Constipation
Flatulence
Hepato-biliary Hepatitis
disorders
Jaundice
Hepatic
encephalopathy’
Skin and Rash Pruritus Erythema
subcutaneous tissue _ multiforme,
disorders Erythema? Sweating toxic epidermal
necrolysis
Bullous reactions’ (TEN), Stevens
-Johnson
syndrome
(5J5)
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Musculoskeletal, Non-specific Myalgia
connective tissue pain
and bone disorders Leg cramps
Back pain

Arthralgia

Fracture of the

hip, wrist or

spine *
Renal and urinary Urinary tract Interstitial nephritis
disorders infection
Reproductive Gynaecomastia
system and breast
disorders
General disorders Asthenia Chest pain
and administration
site conditions Influenza like Chills

illness

Pyrexia
Investigations Increased Weight increased

hepatic

enzymes®

" Includes facial swelling, hypotension and dyspnoea

2 Erythema, bullous reactions and hypersensitivity reactions have usually resolved after discontinuation of therapy.

® Rare reports of hepatic encephalopathy have been received in patients with underlying cirrhosis. In treatment of patients with
severe hepatic dysfunction the prescriber is advised to exercise caution when treatment with PARIET is first initiated in such

patients (see section 4.4)

* See Special warnings and precautions for use (4.4)

4.9 Overdose

Experience to date with deliberate or accidental overdose is limited. The maximum established exposure has not exceeded
60mg twice daily, or 160mg once daily. Effects are generally minimal, representative of the known adverse event profile and
reversible without further medical intervention. No specific antidote is known. Rabeprazole sodium is extensively protein bound
and is, therefore, not dialysable. As in any case of overdose, treatment should be symptomatic and general supportive measures
should be utilised.

§. Pharmacclogical properties

5.1 Pharmacodynamic properties

FPharmacotherapeutic group: Alimentary tract and metabolism, Drugs for peptic ulcer and gastro-oesophageal reflux disease
(GORD), proton pump inhibitors,

ATC code: AO2B CO4

Mechanism of Action: Rabeprazole sodium belongs to the class of anti-secretory compounds, the substituted benzimidazoles,
that do not exhibit anticholinergic or H;z histamine antagonist properties, but suppress gastric acid secretion by the specific
inhibition of the H'/K'-ATPase enzyme (the acid or proton pump) The effect is dose-related and leads to inhibition of both basal
and stimulated acid secretion irrespective of the stimulus. Animal studies indicate that after administration, rabeprazole sodium
rapidly disappears from both the plasma and gastric mucosa. As a weak base, rabeprazole is rapidly absorbed following all
doses and is concentrated in the acid environment of the parietal cells. Rabeprazole is converted to the active sulphenamide
form through protonation and it subsequently reacts with the available cysteines on the proton pump.

Anti-secretory Activity: After oral administration of a 20mg dose of rabeprazole sodium the onset of the anti-secretory effect

occurs within one hour, with the maximum effect occurring within two to four hours. Inhibition of basal and food stimulated acid
secretion 23 hours after the first dose of rabeprazole sodium are 69% and 82% respectively and the duration of inhibition lasts
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up to 48 hours. The inhibitory effect of rabeprazole sodium on acid secretion increases slightly with repeated once-daily dosing,
achieving steady state inhibition after three days. When the drug is discontinued, secretory activity normalises over 2 to 3 days.

Decreased gastric acidity due to any means, including proton pump inhibitors such as rabeprazole, increases counts of bacteria
normally present in the gastrointestinal tract. Treatment with proton pump inhibitors may possibly increase the risk of
gastrointestinal infections such as Salmonella, Campylobacter and Clostridium difficile.

Serum Gastrin Effects: In clinical studies patients were treated once daily with 10 or 20mg rabeprazole sodium, for up to 43
months duration. Serum gastrin levels increased during the first 2 to 8§ weeks reflecting the inhibitory effects on acid secretion
and remained stable while treatment was continued. Gastrin values returned to pre-treatment levels, usually within 1 to 2 weeks
after discontinuation of therapy.

Human gastric biopsy specimens from the antrum and the fundus from over 500 patients receiving rabeprazole or comparator
treatment for up to 8 weeks have not detected changes in ECL cell histology, degree of gastritis, incidence of atrophic gastritis,
intestinal metaplasia or distribution of H. pyfori infection. In over 250 patients followed for 36 months of continuous therapy, no
significant change in findings present at baseline was observed.

Other Effects: Systemic effects of rabeprazole sodium in the CNS, cardiovascular and respiratory systems have not been found
to date. Rabeprazole sodium, given in oral doses of 20mg for 2 weeks, had no effect on thyroid function, carbohydrate
metabolism, or circulating levels of parathyroid hormone, cortisol, oestrogen, testosterone, prolactin, cholecystokinin, secretin,
glucagon, follicle stimulating hormone (FSH), luteinising hormone (LH), renin, aldosterone or somatotrophic hormone.

Studies in healthy subjects have shown that rabeprazole sodium does not have clinically significant interactions with amoxicillin.
Rabeprazole does not adversely influence plasma concentrations of amoxicillin or clarithromycin when co-administered for the
purpose of eradicating upper gastrointestinal H. pylori infection.

5.2 Pharmacokinetic properties

Absorption: FARIET is an enteric-coated (gastro-resistant) tablet formulation of rabeprazole sodium. This presentation is
necessary because rabeprazole is acid-labile. Absorption of rabeprazole therefore begins only after the tablet leaves the
stomach. Absorption is rapid, with peak plasma levels of rabeprazole occurring approximately 3.5 hours after a 20mg dose. Peak
plasma concentrations (Cyz:) of rabeprazole and AUC are linear over the dose range of 10mg to 40mg. Absolute bioavailability
of an oral 20mg dose (compared to intravenous administration) is about 52% due in large part to pre-systemic metabolism.
Additionally the bioavailability does not appear to increase with repeat administration. In healthy subjects the plasma half-life is
approximately one hour (range 0.7 to 1.5 hours), and the total body clearance is estimated to be 283 £ 98 ml/min. There was no
clinically relevant interaction with food. Neither food nor the time of day of administration of the treatment affect the absorption of
rabeprazole sodium.

Distribution: Rabeprazole is approximately 97% bound to human plasma proteins.

Metabolism and excretion: Rabeprazole sodium, as is the case with other members of the proton pump inhibitor {(PPI) class of
compounds, is metabolised through the cytochrome P450 {(CYP450) hepatic drug metabolising system. /n vitro studies with
human liver microsomes indicated that rabeprazole sodium is metabolised by isoenzymes of CYP450 (CYP2C19 and CYP3A4).
In these studies, at expected human plasma concentrations rabeprazole neither induces nor inhibits CYP3A4; and although /n
vitro studies may not always be predictive of /n vivo status these findings indicate that no interaction is expected between
rabeprazole and cyclosporin. In humans the thioether (M1) and carboxylic acid (M6) are the main plasma metabolites with the
sulphone (M2), desmethyl-thioether (M4) and mercapturic acid conjugate (M5) minor metabolites observed at lower levels. Only
the desmethyl metabolite (M3) has a small amount of anti-secretory activity, but it is not present in plasma.

Following a single 20mg ™C labelled oral dose of rabeprazole sodium, no unchanged drug was excreted in the urine.
Approximately 20% of the dose was eliminated in urine mainly as the two metabolites: a mercapturic acid conjugate (M5) and a
carboxylic acid (M6), plus two unknown metabolites. The remainder of the dose was recovered in faeces.

Gender: Adjusted for body mass and height, there are no significant gender differences in pharmacokinetic parameters following
a single 20mg dose of rabeprazole.

Renal dysfunction: In patients with stable, end-stage, renal failure requiring maintenance haemodialysis (creatinine clearance
s5ml/min/1.73m?), the disposition of rabeprazole was very similar to that in healthy volunteers. The AUC and the Crmax in these
patients was about 35% lower than the corresponding parameters in healthy volunteers. The mean half-life of rabeprazole was
0.82 hours in healthy volunteers, 0.95 hours in patients during haemodialysis and 3.6 hours post dialysis. The clearance of the
drug in patients with renal disease requiring maintenance haemodialysis was approximately twice that in healthy volunteers.

Hepatlic dysfunction: Following a single 20mg dose of rabeprazole to patients with chronic mild to moderate hepatic impairment
the AUC doubled and there was a 2-3 fold increase in half-life of rabeprazole compared to the healthy volunteers. However,
following a 20mg dose daily for 7 days the AUC had increased fo only 1.5-fold and the Gy to only 1.2-fold. The half-life of
rabeprazole in patients with hepatic impairment was 12.3 hours compared to 2.1 hours in healthy volunteers. The
pharmacodynamic response (gastric pH control) in the two groups was clinically comparable.

Elderly: Elimination of rabeprazole was somewhat decreased in the elderly. Following 7 days of daily dosing with 20mg of
rabeprazole sodium, the AUC approximately doubled, the Crex increased by 60% and tV% increased by approximately 30% as
compared to young healthy volunteers. However there was no evidence of rabeprazole accumulation.

CYF2C18 Polymorphism: Following a 20mg daily dose of rabeprazole for 7 days, CYP2C 19 slow metabolisers, had AUC and tV%
which were approximately 1.2 and 1.6 times the corresponding parameters in extensive metabolisers whilst Cz¢ had increased
by only 40%.
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5.3 Preclinical safety data

Non-clinical effects were observed only at exposures sufficiently in excess of the maximum human exposure that make concerns
for human safety negligible in respect of animal data.

Studies on mutagenicity gave equivocal results. Tests in mouse lymphoma cell line were positive, but in vivo micronucleus and in
vivo and /n vitro DNA repair tests were negative. Carcinogenicity studies revealed no special hazard for humans.

6. Pharmaceutical particulars

6.1 List of excipients

Core tablet: Mannitol, magnesium oxide, low-substituted hyprolose, hyprolose, magnesium stearate
Undercoating: ethylcellulose, magnesium oxide

Enteric coating: hypromellose phthalate, diacetylated monoglycerides, talc, titanium dioxide (E171), red iron oxide (E172) —
10mg only, yellow iron oxide (E172) — 20mg only, carnauba wax

Printing ink — Pariet 10mg: White Shellac, black iron oxide (E172), Dehydrated Ethyl Alcohol, 1-Butanol.

Printing ink — FPariet 20mg: White Shellac, Red Iron Oxide (E172), Carnauba wax, Glycerine fatty acid ester, Dehydrated Ethyl
Alcohol, 1-Butanol.

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

3 years.

6.4 Special precautions for storage

Do not store above 25°C. Do not refrigerate

6.5 Nature and contents of container

Blister strips (aluminium/aluminium)
Pack sizes: 1,5, 7, 14, 15, 25, 28, 30, 50, 56, 75, 98, 112, or 120 tablets

Not all pack sizes may be markefed.

6.6 Special precautions for disposal and other handling

No special requirements.

7. Marketing autherisation holder

Eisai Limited, European Knowledge Centre, Mosquito Way, Hatfield, Hertfordshire, AL10 95N, United Kingdom

8. Marketing authorisation number(s)

Pariet 10mg: PL 10555/0010 (10mg tablets)

Pariet 20mg: PL10555/0008 (20mg tablets)

9. Date of first authorisation/renewal of the authoerisation

8 May 1998/May 2008
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10. Date of revision of the text

21 March 2013

11. Legal category

POM — Medicinal product subject to medical prescription
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