R2EXOOLHhTEIL 10 Mg
R2¥I9LHTEI 20 mg
B89 5Kk

FEHICRB SN HRICHRIEFIRVNBOERRFI TR bSEFIHBARUICRE
TAHLOTHY ., YFHFEREBEFALNOEFBMICHAT LI LIETEERA,

TR SERDBEASH




Fe

AstraZeneca
‘ £1%5 HESETHRERECHTXEICET H1ER
— R Y AT — N SR T LK

1.4 $FEFRR
REIHLSH TR

AEEHIEH SN BRIRDIEFNIT A F I EXIBRASHICRB L ET, BEOFEROK
HRSABHORRZMICETT 2 Z LIFELNTVETS,



1.4 #FRRE
—Wh =Y ATT N TR T AR

1. FrEF KR

KFZBIT DEFFHRIIT, LT LB TH S,




AstraZeneca ¥

E18 BHERETHERRUHMACEIZETL15R
— B = ATG Y e SR AT

1.5 BEXXEIERROZEBRURAROREE
2EOHLEHTEL

AERHIEE S NI FRITR L HERIZT R F 7 Ex 0 BRASHITRB L 7, BioFmox
HRLSAEBORNE MRS D2 LIFBELENTHET,
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EP/Y

1.1
1.2

31

3.2

3.21
322
323
324
325

B ERX

B 1
B 2

B

B e ettt et et eratetea————etaateera—.————.attanaaaaseatesaeeearraas 1
B R LR P T E R oot e e r e ee e e e s e ee e e e s et e ee e 2
FEp A AR 2y A0 LTt = - SRS 3
B I L B R D B oot eee e e re e e veteveeesetae e en e enteeateeanenanananas 3
£ b R b =18 3 I =SS TR 3
.S S S Y 7 S R/ DL ITAT= R 1y AT SRR 4
B B DA e ee e et ee et e e e et et e s s e s eeee e 6
I S T B R DB oo e e e e e et er s e 6
AR IR I 1T B B DR oo ee e e ee e rer e er e naran s 6
B BRABEE oottt o2 et r ettt eeneeeeeeseereseres e ar s ereneaenn 6
BB AR oottt ettt ettt en e ee et s e e e e e ernenee 7
BRIl et ettt e e e e e e e e e e et e eate et ereae et ereraseaesenereeresren e eneeeeneern 11
E (3] o o SRR 11
B R e T R ..ottt ettt et e e et et et e eere e tr e rteeeereeteseaeatesanerens 12
s - N Yy N VSRRSO 14
BB TR oottt e et e e e et e e et e et e te s ete e e e e 15
DB TH BB BB DBEBE ..ot ee et e e e e e ee e eeee e ee e ereseresseeaeenans 7

B FEDIBIEET ..o e ee et e e ettt e et e e e e er s s st 9
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BAUEMAE-EX
FECHEAT DMER O AELUTIORN,

BEEER UVHEPIAEE | BEDERHA

AUC Area under the plasma concentration-time curve from time zero to infinity : B[] O
7> & FERRAF ] & T i 47 i BE -IRr ) il A T

AUC, Area under the plasma concentration-time curve from time zero to time of last
quantifiable concentration : B 0 7> 5 R AR E FTRERE AU E T MR PR E-BF
] il R T AR

CYP Cytochrome P450 : & b 77 &2 — A P450

Coax Maximum plasma concentration : & = L5 FIEE

D961H Esomeprazole : T X 75— )L

EM Extensive metaboliser

FAS Full analysis set : B K OHENT B4

homo EM Homozygote extensive metaboliser

H. pylori Helicobacter pylori : ~J anyZ— .- al

[ ]
]

H199/19 AATTS—=NDRE

H,RA H, recepter antagonist : H, % & &iEH 3K

NSAID Non-steroidal anti-imflammatory drug : 3EX 7 1 A FHEIEA EREA

OPZ Omeprazole : AT 5/ —/L

PD Pharmacodynamics : 38715

PM Poor metaboliser

PPI Proton pump inhibitor : 7'z LR FHERK

QOL Quality of life : A£FEDH

RE Reflux esophagitis : WiFiIERER

homo EM. hetero
EM, PM

D961H DRENC Mo 5 FEEEF + 7 1 — b P450 DY 7 #1477 CYP2C19 12
L. CYP2C19*2 & CYP2C19*3 DE R % FEF (genotyping) L., MERNED
NN LDOEFAR (CYP2C19*1/*1) &7 LTz, RKBEROFARRTE
ER L LTHTHHEE (CYP2C19*1/%1) % homo Extensive Metaboliser (homo
EM) . CYP2C19*2 3BV \iZ CYP2C19%3 & BFAERIA~FT nigi ke LTHET S
@ik (CYP2C19*1*2, *1/*3) % hetero Extensive Metaboliser (hetero EM) .
CYP2C19*2 & CYP2C19*3 #HREEEEHHNE~TESELLTHETS
{8 (CYP2C19*2/*2, *3/*3, *2/*3) % Poor Metaboliser (PM) & 43487 5,

TahrRS

H'/K -ATPase
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1 BRX (IR OEERUVHKEDREE

1.1 RIEXIIFRDREE

TV RXASF S — (DI6IH) 1X. AstraZeneca R&D Molndal (R =—F ) BRERLE. 5&
IETHDIAAT 7Y =N (OPZ) O—FDNERMEME (S B) 258D u bRy FRE
3K (PPD) TH B, DIIH IZ OPZ L FAHIZF b7 m—L (CYP) P450 HLFTETH B CYP2CI9 &
O CYP3A4 IZ X 2R EZIT B3, DISIH ORFHICIIT B CYP2C19 DFEEIL OPZ LY &/h
IV, E£72, OPZ L RIAED DYIH ##HE L1H4A. CYP2C19 @ EM IZBWTIE, DYSIH D4
ELBIBZIRMS/NE <, DISIH OMiEh S DELEIT R & (H199/19) &% OPZ #REL-L 2k
DHBWILHOBRBEENEL, XV BVWEBRSWIHERASHEEINS, —F., CYP2C19 ®
PM {ZBWTik, RBEICIX CYP3A4 BEICEEET 5728, DIIH OREEIL OPZ DBRER LY
HARWA, 72 EBROWIEERBEG SN S, U EOEMBNREZA R S EASE D,
D961H # 5. CiZBEFF D OPZ & T CYP2C19 BT & % EyEhie Kk U FE 226 R OB KR
BEND/NEL, OPZ L RIEH A VI FNL EOBRDENHEINS,

1.2  FHEICE-SEHEHER

AFTIE 1990 FERIZ Hy ZARKERE (HRA) X0 AL SERowmHER 2HE 3% PPI
BEERFERIND L), HWLHEBEESHIMMEAER RE) 06 L THHREDRSGFTE
578, LOENEBEERGRNREND X 520, £7-. RE OHEFEEICBWTY PPI ©
BARSDESFTMINAR SN, Eble~Yanysd—- - vul (H plon) YL ECHERE
EDOBEERBAONERY, BIBE., TTHEBEE. B MALT U U NE, 8480/ MR
BEH ., RHIBBICKHT AAESMIEEEBICRBITAANY a2 — .- ¥u Y DREOMEIE LT
ARRENT,

TDEIITPPLIZE > TCHEBREERBOEYEIEIIRNEZIE L, BEDRLRENIZCEE-
7oo LZUIEE TR, BRATFEOBKIERS H. pylori BLEROIETIZ XL 2 BBMAOWEOHEM R LIk
. RE RIFVOLAEBREFMELZSHEREMTEDBREBROMMMBHRESND L diITiy!,
BHID quality of life (QOL) Dk, EiRt RE OIRELR EXSBOBEE LTHEITLRATWS,
EHIZ, BIETIIFERT o4 FHEMEEERR (NASID) o#Edizri « T % RiET 5 BEHR
% THY NASD EREHCEBEEOMEL 7 0 —X7 v &R T3,

OPZ IXAFIZBITHH® PPI & LT, 1991 iz FBE. +HEBEE. WAIBE.
Zollinger-Ellison fEBEE, FHMERERXEDME - DR L LTEBEIhE, OPZ ORFHZIT
CYP2C19 & CYP3A4 BRELKBL->TEBY, FAEZEELESE. CYP2CI9 OELEFEIN
PM &, homo EM {Ztt~ OPZ DM EFEENRERTHZ BN TWS, UL, BERR
BROERIFIENSELNZHRELW 15 £ ECOE 3 B RN TOBEKRRM D, BEFRIC L
STREMT 07 7 A NMIZIZER RN ERHER I TWS, BEE TIZ OPZ 1%, RiRO%)
BB« FIRK ORI - AEOMIZHETEREROMEFREIE, ~V ans¥— . ©a ) OREOH

(BEF. +THEBEE. B MALT U L oNE, RS/ NMr o mEss, BRI+ 5A
REHIEEEZE) | FOLAEBRESTEORRE - DERVHE - ABZREL. LKL EL2IT
FEASN TS, LHL, RE REDBHEDO—EHIZBVTIE, OPZ OFABICE SN IBETIR
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BREROEBPE DN N EB3H D, £, D PPI TY FEICHIRNE LN VEF M
BETS, ThbDBEFIRLTIE, L VESEL-BBROWIEERIC L o TIEEDRN IS S
N EnD, ELIHROBELEANTT PERLEO=—IBEFEETD EEZLNDS,

U EX Y, DI6SIH DS TORFIRIL. EARREEE 2, AL TH DIGIH {ZRBWT OPZ &
FEE L IIENU EOBRDIRVHGTE, HRTIBRBLH D LEL, BEETILEDN
TV BN COEBRABRE CBRERREEICE X, OPZ BNERESET 5 FBEERE DS -
BRICMZ, HICIERT oA FEFIRERERERFF (NSAID) BERFIZRIT 5 BEEXIT+
“IRBEBORENMS (B O RITHOVTH, ERLOLEEND B &I LT,

2 AHIZE T HERRLEDIE S T

BEAREEK R

WMIEE TIZ OPZ 1%, MimMRERDOEE - IROMICBIEE. T THEBES. WALEE.
FEUDHLAMEBEREWIIE. Zollinger-Ellison FEMERE, ~V a s ¥— . el OREOCHE (BIg
B, +BEE. § MALT U o Y@, S&3im/ MR HEEsts ., BB BTt 5 PREeEn
BEEE) O - HREBEL, L ZRIERESRTHS,

L L7edi s, BREOBKL « H pylori B2 L 5 BHESEHEIBO L TWDHZ L - FKBL L
TD RE ~DBELOBE-STNDHIE - BEHFEEAALELTHWAZ L%2LY RE &8N L
TRV, FhERBCEEFED PPl Tt LB RVESIOBFEENREL 2o TV KFizRIT
% RE OEEEICOWVWTH, M 80%Bad v EALRANSED IS L —FK A Xik B OBREFTHO!,
F20% 87 V—F C X2 D 0BEEFIEEDLNTVWS, BEFMDOREHBEOEENEMILTS L
PHECMEZE T2 LIV REREICEY MRERN UL — VBN R COMBEVE LTS
ZELHD, TOLIBREEFMICBVTIE QOL BELLETLTWAZ 1< R, kY
BEERIELEDDMEPORMRBROENTVS, BEOBDEICBWTEHAED PPl T&
ERMBE L 20o 7 ) BRERSHE L 2WHE I, REZ2EERD STV PPI @
HES HLRA OBIMIRER ERRLLNATNS> ¢, PPL OBEBHHTROEHRDO—SL LT,
PPl O MEFRREN ST ER LT, BBRASWHHSRERL RS THEARERDH D, DT
e, K0 BBROWIMHEZRSESVWERZERRBICREE TS Z LItk o T, BEFED PPI T
B LEBRVER, B EEMCHT 3 BBEROM 2RO R DOBERIC L ER=— X2
TR TEBLEELILNSD,

ERXTOA FHEHRERE (NSAID) #RE5BIZHETSBEEXRIT+ZEEBREDRENH

ARSI L AHID CTABET5BE O 5 B 30%I% NSAID BRETHD EHBESNATEY.,
NSAID ORRITIEBREDOKRE BIKED—2>Th B EEZ biLie’, L L, NSAID RE DY
{EHEEITEEREETH D Z EHELE, BRERRENSIBERELTHET S Z LIRS Tk
Wizh, RADKRBMNETHBD EEZONRD,

—f%IZ NSAID ICX2Em D a2y b —/VEXHEEETH Y . NSAID OB EBIHELRFER %
FOBEFIIRAM OB EZ5EV B, NSAID WARIZHE 5 VELIEBERED Y X 7 KF1X, B4
B LR, L LAMEBIZHEWENT 2, £, VAJRFEEEET D Z & CiEbEEESR
EDEREN S DI TLEEZILND, SHIRINDHDOY XA JZEFIE, NSAID RABEICLE T
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BFLWODRARL, YAZEFEZaY br—AF5 K0 b L5 NSAD 2 & 31E{kEEED
FIE ZHER T T D BERH D,

AFTIE, BRERAT NSAID HBERICBIT 5 BIEE XTI+ ZHRIBIEBOSEMH OZhEE - $hE
EERELUEANIEES S (BEER) | NSAID A5 B RS HIE FHaEl, T &7 5
UK, BBROWMSIRENERA IR TWAERERNSH D, £/-, EBM £S5 BigE2
BHA RTA VP TIRERDELOFNZZIT 55, HICBEOFEROLLREDE Y Ry BE
WX LTIETFETOIRETHHEESNRTVS, #L T NSAID #5BRIT5BEEII+Z
EBBEOTHIE T uRry 75 P U 8E| PP, BAED HRA OFERALHEL TS, T
Pt E LT H. pylori DRRE TN 523 PPLIRE &L LB 2 L Z0FHEIIEVWE BB T
w3,

D961H DL E T+

D96IH IZ PPl TH % OPZ D—HE DIFERMEME (SIK) THY . B OB IWKEEOBEMLIZZE
3% H/K-ATP-ase (7 bRy ) 2t LTHERBEZE L., BBOTEA~OHWETEL,
D961H KT OPZ DIRFHICB W TIX, BEEZEBFETH I EBMEN TS CYP2C19 BEITE
HELTWaR, EYERER OB WINEIER I 5 CYP2C19 DEELRDOEEN DISIH ¢
& OPZ (ZHE L LV /NEL, BELZBERDREBEFIND, KE CEME LR L
TORENELNE,

e D9%IH20mg XU 10mg %, FAED OPZ 20mg % 10mg &l L T CYP2C19 iz
FLENC L 2B EEZITICL L, BBROWNHEROBREFEMOIEL>E N OPZ Lik
BLTARN, 2072d, BEFEIZIOTRERE L-BROWMFZIRSELND (i
D961HC00004, 35k D961HC00009)

e D961H 40 mg X U'D961H 20 mg 1, #5- 8 iEFFD RE DIAMIZBV T, OPZ 20 mg 25 L
TR EoFHHEERT (38R DI61HC00002)

e DY9IH 20mg I&, &5 6 7 A% D RE OBETHICKWT, OPZ 10mg &L THEWA
k&3 (BB D961HC00006) ,

e DY96IH 20mg 13, NSAID & DEHifAK (&& 52 #RH) 28T NSAID REREMH(L
HBEBEREZ T2ICHEIL, BFMLEHF TH o= (BB DISIHC00001, HRHER
D961HC00005) , D961H 1d, AFRIZI T, NSAID FREMEE(LEEBEREEICTT5
BRZIBRELEMROCBEICRET S EHFIRD,

o  ARITEN L ZEENROFMARAFRER KON COFEARRI L, DISIH DREMT
v 77 AiE, OPZ EEH LT,

UEXY,| BREHERRT —%, BARARE BERUZOREES. N NSAID fkiik 55
ErEXBE LEBRRRT — 7 RO CERE SN -ERABRT I ESERERARRND
D961H 1T, AMITBWT, HHMERER, BiEE. T HEBEE. UENEE. FUOLAMLER
EWJEAE, Zollinger-Ellison JEMERE, RUNY oy ¥— . o Y OREOME) (BigE. +2%
RS, B MALT U 2 SE, SR/ MBI EEEER, FH S8BT 5 NRENTEEEE)
WX 5ERRBREOERBEAZEMRUVBE IR TEX A Z LR ENT, £, D%IH I,
AFIZBWT, NSAIDD #E5RICEIT 2 BBEX T+ HBEEOREMFICH LT, =52
DHESL SN IRRE R EME OBECRMETER L E L,



1.5 BENIEIRLOBERUHEDKRE
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3 HEOFE

3.1 BIMCEIT SRR DOER

WAMTBWTERBSNZ 24 BN pH =% U & 7B TlE, D961H 40 mg & U 20 mg % #%
BEL7Z%E, MAED OPZ RER LV b FERAWIKIZIRBFET 2 LR SNk, SFEA
FEEMEE REYRESE x5 & L HERR (M5 SH-QBE-0008) 1238V T, DI61H 40 mg.
20mg N OPZ 20mg 25 L 24 BRRIB N pH E=2 VU v V2 EH LR, B5% 24 BB
SHEMW pH 2 4 2B AZ-BHOEE (LLT. B pH>4 ORRIER) 13EhE 70, 53, 44%

(WFHHEHE) THY, BN pH OFREIZZENFN 49, 41, 36 TholsBEEL T
%, £, AENEEEEREFFRERZIZ D6IH 40mg # 1 H 1 EIREHRELZEDBRN
pH>4 DOFFHER (5 1 BH :486%. 5 BE : 684%) X, FIED OPZ 40mg #58 ([ :
40.6% K 62.0%) XY bEM-oz (BB SH-QBE-0066) , T HDFERLIY DISIH 40 mg KT
D961H 20 mg Tix, FHAE®D OPZ 40 mg %1820 mg X ¥ & 370> B ERS WA M3 5
LEZ DN,

Fiz, WMCBWTER SNz RE OPIHERICH T 5 EBARRIZB VT DYIH 40 mg, 20 mg
KU OPZ 20mg ® 3 HTERS 8 BRICBITHIFERL BRI LEER, BERIEhTH
94.1%. 89.9%. 86.9% T Y. DI6IH 40 mg BETid OPZ 20 mg B & ¥ HEHFEMICHEBIZENRZIE
BRER LY, SOIIBEBBBRICEREEST Y EALRASED I LU— R C/D OBEEEIZBWT
X, D96IH @ 2 FEBD 55 40mg HTEWEEEREZ R L, ZOBRML, FL—F CD 0&
fE72 RE B CTiE, D961H 40 mg # 5 C OPZ 20 mg 3 A\ E DI61H 20 mg 5 £ 0 & & VW BERS)
KRB s,

CLEDRFEICESE, 200043 A 10 BICA Y =2—F  CERESETEL D &5 % B BREE
REBDOLEE - IR CTEBINTLRE, 2011 £ 1 ABE, #AR 120 VELLETHERE, BRI TH
B, BB, MBI AIROBAIL LTIE, 172 F (BFForh7 L) | SEFHEOROG
B ABERASTHRS TS,

3.2 AIBIZHB T S5RFEDEE

3.2.1 BERFREK

AFTIE 0MF LV FBORKARELRBL, FITHEARLE/ L, LHLL, TORDE
K BIEFRER - DPCREAEEE & £ LR (CRR IS A WP ERERE
. FAIRER B EERERFRE X0V BRERS BEEREREE) OFR.

A
|
|
|
N 7t 3747 B A P o R R

BawE Lx 2 EorsgmaxeTy (G CFo sl e SgERRE
2) ko IR (CCREE S W ESEERT ) ) . R
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RitESE, BB EEZME, B L, 2B, ThbOBRREROERNIL, 2.5 BERIZETS
WHERER D 1.7 ISR L,

322 FHROERE

D961H KU OPZ DEERZIFEIZBER S WIENGER TS Z E MR ENTWS, LR -T,
D961H D BERGUWIIHIZIES OPZ L FRBRETHIE, ARIOBKRDRLFERE THD LHAE
N5, €I T, DIH O BEBERLSWIHEIZIEE OPZ &HEkL., BREEERDONREBNEBRICITY
DEERREZHRT D LT, BRI ZE & BRR OG22 Mo B BREEREBIZEN T
BILBFRETHDEBL, BREERBONRROEREL LT PPI OXEWGETHS RE %
BIR L7z, $7hbb, ENPDRAER (1) BT DIH 20mg & OPZ 20 mg B B4y IkinEIZ)
RARERETHDZ L PR TE, RE YIHIAEICRTT 5 DIIH 20mg & OPZ 20 mg DA

(BER) BERBRELHDIWIIFNULETHDZ LR EN, HPOLLEIERBWTHENRD D
WieWigE, BEARR DO OPZ BETAMOEIGERE, BiEE. T {HEBEE. DAMWEE. 0V
B AT EEFTE, Zollinger-Ellison JEERIC DV TIX, OPZ LRBE D BT FNL EDiERE
MRV END, £, NV ansy— ..ol oRFOHE (BEE. +HEBEE. 8
MALT U v 8JE, S5/ MRIBAME SRR, EHFBICT 2 NREMNEEELE) IKBELTY
TR BBAWMBAINREIFTED LEZ L, 2B, ~Jansg— .- vual oREOHIIC
BT D PPl OBENI+ I BERL W2 HH L CREBICA R ERMERODRE2EX T LTh
%, £oT, D9%IH DOk - AEIZ OPZ LRILLDEBESTED D, FHr OERBIZKT 5
T BERBABROERIFAETCHE ELE (K 188R)

RE DHEFFRIEIZB VT OPZ OARARITL 10-20mg THH, F I HEERSRROBELY
D961H 10 mg O BER/>WHMHIZIE D homo EM (25 L THWVATREMISREN - Z L Hvh, DI6IH
20 mg DFZMEE DI61H 10 mg KL X OPZ 10 mg DEEIE L 2 i+ 2 EERAR LT o0, 2B,
D9%IH 10mg & OPZ 10mg OB BMROWHIMBIZIRIZO>WTIZ, EWN PD HBR (2) (HB&
D961HC00009) THEF L7z,

B, ARICBNT, BEBEB. +HEBEE. WEHEE. 3E0D AT R WHE.
Zollinger-Ellison JEMRREZF T HBEEZXRE Lz, HWIEA~Y a7 &— - va Y OREOMHED
Z B E LT AREIOBRRBEBRITER L Ty,

FHOLRE - DR THDIEAT A FMEHREFEFR LSBT 3 BBEXII+2EBEED
SEREME (BEE) 2o Tk, UToORBREZEHm LT,
o ARABERABMEZNHELLEZDWIH20mg 1 B 1EERNeXYFuTrzrF MY

A 60mg 1 A 3 AIREREHROEMHEEREZBRNT 25 1 MERRAR (KR
D961HC00007)

o NSAID #kiit 5-BE 255 L L~ DIIH 20mg 1 B 1 B EROE i+ 5B EE
HEMFIDRE2 7 78R 1 B | HRER L BT 2BERRER (NSAIDD EMFHERE !
B2 DI61HC00001)

o NSAIDD #lgiik 5 BE L8 L L7~ DY%IH 20mg 1 B 1 [E# 5 & NSAID 2 EHEHAED
TEMERET HERREBR (NSAID EHH 535 : 35 D961HC00005)

= 1 D961H E FRBAFE D BEHE
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D961H OPZ
[ 72 E =% 5 58 (SH-QBE-0094) ]
[ % e R R 5545 (SH-QBE-0098) , (SH-QBE-0095) * ]

! D961H 10mg
i D961H 20mg
: D961H 40mg

i OPZ 10mg
: OPZ 20mg i

BB MHINER (PD EXER) (D961HC00004), (D961HCO0009)

P
« »

P
BN pH>4 BZE LR RO EE

<

{ D9GTH 20mg RE 918334 5 T 48548 (D961HC00002) I"oPz 20mg |

i D961H 40mg : : :

SepNNNS RN ERNAN D - Ll AEERESENNEN N
R R AR CERE TR REEEE Y
i Zollinger-Ellison fE &8 . FEULAM BT BEER | i Zollinger-Ellison fE&# . FULA KB REHFK |
PE. YIS ERUDREOME .. PE NS EDIDREOEY

| RE # #5555 M 4854 (D961 HC00006) D961H 20mg, D961H 10mg, OPZ 10mg

| NSAID % I 48552 (D961HC00001)

D961H 20mg, F5#

| NSAID #8558 (D961HC00005) D961H 20mg

D961H 20mg, AFVFOTILFRIDL,
D961H 20mg+AFYFATzvF I DL

Bl =L, E5F0hT e

| ZEwEE 1= REE (D961HC00007)
| £mEaFE %15 (D961HC00008)

FARIB BBEROBBRE L 2ART,
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ITHERM Y W ¢ S IEERED TTEES
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Lola ch e b SRR S e A ] 1TT€¢

EAOTRIELI BT 3 TTTES
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323  HH|

FENI, BRHBRRTHDIT I AT T =A< TR T LK EEETEVy MR TAL
N - 5 Ch B, TV AT T e Z R AR R X
LARETHDTD, Xy MNIBBEa—T 4 7 ENTEY, BETTIRZ LA EBIT VS,
INETZI AT S =< FR U LKW EHEHT 2 X 2R ER TS, BENTITT VA
TG ABEAENR 10mg RO 20mg (R ATFT == IR uskfim L LT, FhE
111mg X223 mg) EENTRY, WThogE0HEL, =V 277V %
ERUHEBRIEE—T, 27 eAdbeooXvy bORTAE, IRY 720l k& SR
WRI2>TNB,

BEAROERT COBRKRRICBNTIE, BESF U7 vA2ERLTWAY, FEmEkT
H5 R 72 2EFCORETERS L LORIRLE, BRRBICEVEETF U7
NVNEOTRTFETH2 IR 7 COBRHRBROFRERIT [BREMLERTOEY AN FSER
BTA RT7A v O—EHBEIZDONT (FEK 18 4 11 H 24 ARAFBERE 1124004 &) | BIHE 3

N O EREAONSEEDEMFEHREERBRTA FI4 0] WBITS
. o7 v e RS 70 FToAREHNREERR (RB
D961HC00008) % FEHa L, MK DOFREEEHERL TWSE (271 £PIRFF R OEET 5 00
HEOWED 22 ESR)

TYRFT ARy MIKEIZBNT 0 EL Y BEER TS,

324  JEEGEREAER

D961H z V- FERRARFEHERR O FHEH H . DI6IH & OPZ DIBERITEHICF—CH Y |
EHRBEVRALTCOHNIREDODN L IZERBELRD I EBALNLE R0, Ei2,
D96IH Z AV B (BO#E) TREARAEN CRECEMT AR I AERD bk,
IhoDEMERBRT DISIH REIZL VED SNEMFTRIZEST OPZ 2 AV - BHRBR TRD
BRNTVEIHLDOLERULTHoT, UELDRREBICESE, 2HFBRBELFRE CHIIZ,
D961H & OPZ i3 FBFEMIT L EHMEFMICLELIL T3 LHETT A IE -7,

D961H DIEMERIKEEABR ) 513, D1H 1% OPZ A4k, BEEMaD o bRy 7R EEL,
WARBBRWMEEREZRET R LB RENE, £, 2HBRBEENF U ThhiT DIH
& OPZ @ in vivo ITRITBHNITIZEALEZETRBD NN b, ZRETIHLNTEN
7z OPZ DIELHIBIEFA % DISIH RBRIZE L TWAZ EAREB Iz, L3> T, DY%IH X
BRI DREIBERT, 7u hoRUTRE L, FIEWEFER OB ERSW %58 b
HZ &, ¥z, OPZ BEREFRIBTT MIB W TEN - B FEREREE 7 A H V5 H R OVa R IRE R
EETDHZEBBLENLR-TNDZ LD, DIIH 13 B EREEE B OIAEIC BV TE W B
ERTZENHFEIND, —F., —REERRICBWT, OPZ HEKAERLEE L T+HOEHE
ETHRESINTEBY, FOEBRZHRLESHERIN TS, OPZ O¥EIX DW%IH & R+
EBFRETHBZ b, DI6IH DEB LM EZ LM BRI TWEEEI NS,

POKRIETIE, TAUC) OEN%E TR 026 ERFME cComFPREMEMRTERE & LE
e, BIERREZEE LAV—RNAERT (bR BRdE TR 230 5184,
([SHREE] LE#T Az LicL,
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D961H % AW T SN IERRFEERBROBERN L, T oWBEICBWTAEROHER 554
HMRWZ EBRENT, Ty P XIEA X~OREREGHOEIT, BBAIWMEIE L FHEN
LA (BARAMY VIJERVEREET 5Bk 51EA) Thotz, DISIH DXEERERRICE
DTFHTERVWIHRIIRD LIS, ZA5ORBRTRD ONEEIZT T, OPZ ARBDOE
HERBR I ZDOMD PPl OEMMY~DOHFEERICERABETRDOLNLTNS, &b, SEERL AR
BROBRMNDL, DIIH K OPZ X, ABREDEFRERIZB W TERBESL R OFEMHFAITIEL
LTWABIZ ERRENT, LER-T, DISIH OREMFEIZ DWW TIL OPZ BT B FERERT
—EZNR—ZAPRFAFRETH Y, REKERSHEREOBAFESERER, SHRERVERE TOHH
BACETIRR, HATROCHAZORE W ITREOREEIZET 2 RBRI2H>W\WTIX OPZ @
RROERPNRALFMETAIZ LN TXRLEELLND,

D961H 28§ 2 FERRIEMENRERGR & LT, KEHWICKITD DISIH OXEYEET 27 7 A
D H19919 K T* OPZ & DEWVWEROMZL, EERBERRVUEERBEREZY RT3
BROTERE L7, DI6IH #HERAOKE L= EOBREE (AUC, AUC, KT Cuw) B LTE
AESHEIZBVT OPZ XX H199/19 LR L8B4, T v h Tl DI6IH < OPZ <H199/19 & 2=
BOOLNTR, A XTRERA OGN0, F£2, DIIH X OPZ & FFIZAICRE &S,
RE~DOHEMERY OPZ LRFETH o 12,

BBV TESETABROONTEHEARTO Couw KUOEHFEBEEE L, BAA~D DYIH
40mg 1 B 1 EREZICED ONHEEOMIZIZ TR EEEBSHERIN, & HIZRETIL,
AARANBERORKABEDOWMF IS OPZ O, E£1-ERKEABEITRT S DIGIH D525
HWTNHEE T, MEYAREEDOBEWEY THD Z EIITTIBELNE RTINS,

SLE, D96IH 2B L THE LN FEMRRBERE S OPZ ICBE¥ 2 EMARRRBEL D 2 &
T, BARABEIZDIIH OFH 40 mg (1 HE) BOERETHZL2EMTLT—FIThbDE
Hlr LT3,

325 BEREREER

CYP2C19 @ genotyping {Z X ¥ homo EM., hetero EM, PM &5 L 7= B R AR BI4E45
EEXHEE LT, DI6IH 20mg . 40mg &1 OPZ 20mg #XEROFELL&D PD (BW
pH) RUEBRLFTMT 5. BER., EERAL, 3 #iloue Xt —1"—HR (KR
D961HC00004) . W NZ D96IH 10mg KT OPZ 10mg #RERHEELZL&D PD (BN
pH) RUEMBRELFTMT 5. BER, EERL, 2 HiroXF—"—H B (HR
D961HC00009) % 3EHE L, D961H 20 mg, 40mg X% X OPZ 20mg, W TMZ DY6IH 10mg KT
OPZ 10mg MO¥5 S HED 24 RRBNpH T=4 U U 72X 3 24 B D BN pH>4 B R 445
e L-BBRoWmEZIRE CYP2C19 BETRMKRA Lz, ZORR. BEROWIMEZIRIL
homo EM % U hetero EM “Cid B BAWANHIZIRIL OPZ 20 mg | 5-FF X ¥ & D961H 20 mg #-5.55
TEWbLOD, PM Tik OPZ 20mg BEFROFNEL ., 2HERE Tl OPZ 20mg & DY6IH
20mg CTRRABETHHI L, E5IT DI6IH 40mg REREOIEKSZ T A —2OEAMEST
D961H 20 mg % TF OPZ 20 mg IZ_T/NEWZ L MR &Nz, £z, DI6IH 10 mg #ERFC
DWTYH, BERSIIMNEIZIFRIL homo EM & (U hetero EM Tl OPZ 10mg #E5RKIVEWVWLDD,
PM TiX OPZ 10mg ®5BTE< ., DIIH 10mg WERDOEAE T X —F DEANREHIT
OPZ 10mg IZHA_TNSNWZ 3RS, S 6T, RE X9 % D9%IH 20mg, 40mg XU
OPZ 20 mg DHIENAEICIBIT 2 EZM - TEMEZRFTT 2R (BB D961HC00002) K °
RE OHMERFRRIEIZRTT 5 DI61H 20 mg, 10 mg KT OPZ 10 mg OF#ME - ZRMEERFT 2 BEK
AR (BB DI6SIHC00006) % FEfE L7z, T NDFER, RE OFIERICKIT S DI6IH 20mg &
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OPZ 20mg DEE (BE=) NABETHD Z EBHERSN, $/2, ZemizBW AT
B bhiehote, XoT, DIIH DBREADRIZAAED OPZ LREEDL LIXFhilEEE
Z biiz, 728, RE OMHEFRIEIZEITS DIIH 10mg OFESME FGEFHZE) 12 OPZ 10mg 2
HARTHEMBOIENTRY, PR LLRBRETHE EEZ LN,

RERER (PSR

RE #IEAE B MAAERE (3U8 DI61HC00002) (23T, OPZ20mg, D961H 20 mg X i 40 mg
A1 H 1 EHRK 8 AMKRE SN, &S 8 BREOZRThOEEER [95S%EEXM] 1% 874%
(166/190 %) [81.9%. 91.4%] . 87.3% (165/189 %) [81.8%. 91.3%] R} 90.0% (171/190
) [84.9%. 93.5%] TH V. OPZ 20 mg {ZxF3 24K 20 mg KU 40 mg DIELMHENREIh iz,

Zett (KRR 8EMEE) 12O\ Tid, D6IH 40mg 190 FilH 42 ) (22.1%) . DI61H 20 mg
189 B 47 Bl (24.9%) . OPZ 20mg 190 B 49 B (25.8%) ICHEFEZBRO LNz, HKbF
BHEOCE > AEFRII. ETOREMTEWERTHY . TOFHBEEIL DI6IH 40 mg,
D961H 20 mg, OPZ 20 mg CENEN 53%, 3.2%, 53%Th V., WEFHMITEWVIZIA SN2
7o EDOMDBRIZOVTHREHH TEWVIZADNRE o7, BFEFEZOBERUREHAEIL
REHMTRKRTHY . ABEFENLZEEERORBRIRD bed o T,

FRERER (HEEE
RE #ERFRIESIAERER BB DISIHC00006) 2R\ T, EEFMEEE ThHIRE 24 BED
RE OFEFFHEIL, OPZ 10mg & LT DI6IH 20 mg THEZHICERICE -T2 (p=0.007) ,
F7-. D96IH 20mg & DIIH 10mg THE L7z L Z A, EFREEIT DIIH 20mg & DI6IH
10mg & OMIZHEFZHICEEREEIRO b2 oD, DIIH 20mg THE LE»-
(D961H 20 mg T 92.0% [95%EFEK R : 88.0~96.0%] . DI61H 10 mg T 87.5% [95%15#E X [
: 82.7~92.4%] ; p=0.158 ; Log-rank ) .

et (RE 24 BEEE) oW TiE, DIH 20mg 188 #F 113 41 (60.1%) . D961H
10 mg 188 I+ 109 5 (58.0%) ., OPZ 10mg 187 I 90 4] (48.1%) \ZHEHELEMBERD i,
D961H 20 mg & D961H 10 mg DHEFZORBARIIFAE TH o703, \WiiLh OPZ 10mg &bk
8L CHENICEN -, RLRBRREEOEP - AEERIT, 2 TCOREHCTAREBELTHY,
Z DORBSEEILDISIH 20 mg, DI6IH 10 mg, OPZ 10mg TENEN 16.5%, 19.7%., 16.6% Th
0., BEHMIGEVIIA O b, TOMOESII OV THLHREHB CEVIIA LR
Tco BEFESORBEEIZOWTEREHMTRD N HEMNZ2EDL, BERHICEROHD LD
T o7,

BEE. T-EE&S. VEEE. FULAMLBREYRIE. Zolinger-Elison fEEEE, A1
ang4a— -0 OREOHE

32 2MiC R BRI 5% . D96IH 20mg & OPZ 20mg VM DOSIH 10mg & OPZ
10mg DERDBRIZFBEDL LREFAUETHY, B2BEIZBWTHRBBERRWEEZL BN,
L7ed3o T, BEARRD OPZ BET D% - 2RO 5 L iRERUNOBIEE. +HBE
B, WAHEE. FOLAMERIEVFIE, Zollinger-Ellison FEMERE., ROBEE. +EBEE.
B MALT U V&, 83/ MR HEREDR,. R ERICHT 2 NESENRERBICRBIT 5~
Yanxyz—--vol OREOFHENICE L T, 2B RRBRITER L 20 o7,

NSAID #5RICH T 5 BBEX &+ 151588 0O F4E
AFCHEM L% 1 BB BB DI61HC00004) DFEER. DIIH 10 mg #5Tid, hetero EM
EOVPM IZEEE L, homo EM IZB W T EW pH>4 OR=RII/NEhoT, Ko T, ELEEED
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FRHECIZ L VEERBBIWIHIDBLETHY | KEDOKRMTH NSAID EHRABEIZRBITH
HILHEBEOREMH OZFEAEIT 20mg 1 H1EEELONZZ LD, K TIZ 20mg DF
ik R 222 RE L,

B X3+ ZHEBREOBE 2 H 45 NSAID MG 5 H 0 BE %8I L7, NSAID £
FRBR (B DISIHC00001) 123V T, DISIH 20 mg iE, #5 24 BEOEXIZ+HIBEED
ERERIZBVT, TR LB L URHENCARICE P> (p<0.001) , 72, AL A
FRCHEM L 7= NSAID RHER LR (3B DI6G1HC00005) (28T, DI6IH 20 mg D E Xid+—
ERBREOERERIIERE 2 BB E TREREITRL, B0EEHERFINZ (95.9%)

REMIZ OV TIX, NSAID EIMAERER (3B DI61HC00001) TiE, DI6IH 20 mg 173 45 134
Bl (77.5%) . 77K 168 BIF 124 # (73.8%) WKHEFHBRD b, AHBR (BE 24 8
FM&RE) CBWTRLEREEOEP>AEELIL., 2 TORSHTAWERTHY, 20K
WAEEIX DI6IH 20mg, 77 ERTENFN 15.6%, 161%ThH D, WEHEMICEWVIZA LA
NDolz, TOMDERIZONWTHEREHE TEWVIA O o7, 2 BEATHEEEROREE
EECEERRENH DTN, DI6IH 20 mg DRBHAM N T 7 B RITHET 23%RV I E RV 2
BRI THRESKI-AEERII—BE LBERALRRD DN o2 &b, BRMICEROH B E
TRV eEZ b, NSAID REHZ SRR (3B DI61HC00005) TiE, DI61H 20mg 130 #i
123 B (94.6%) ICEEFEZBRD NN, FEFRORREE SRS THKRT
DEEMITFRD Db o7, BB DISIHC00005 (FE 52 BRHFE) KBV TR LREREEDOSE
Do BEERIIREERTH Y, ZORBBEEILDI6IH 20mg T292%Thofz, ZhbDR
BRIEREMN S, NSAID fikif 512815 D96IH 20mg @ 1 A 1 EHKE 52 BAMHFEIIRZEMI
BIREIZ 2 <, AEMLBRHF ThHoT,

BER T — & 8 =20V TIE, 2.5 BEERICET A G E D 1.5 HITR LT,
4 EEThREL LA DB FR R

pos1H 1= L iz, Zivz. [
I, < > 7
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B4 ARFTT R ABEFEAH
A7 z—F | NEXIUM 20 mg enterotabletter 20003 A 10 B
NEXIUM 40 mg enterotabletter
(ZER)

NEXIUM 20 mg gastro-resistant tablets
NEXIUM 40 mg gastro-resistant tablets

Nexium 10 mg enterogranulat till oral suspension, dospase | 2007 4 11 A 23 H

(ZRR)
NEXIUM 10 mg gastro-resistant granules for oral
suspension, sachet

wHE Nexium 20 mg Tablets 200027 A 27 H
Nexium 40 mg Tablets
NEXIUM 10 mg gastro-resistant granules for oral 200847 A 28 H

suspension, sachet

b SES| Nexium DELAYED-RELEASE CAPSULES 20 mg 2001 42 A 20 A
: Nexium DELAYED-RELEASE CAPSULES 40 mg

Nexium FOR DELAYED-RELEASE ORAL SUSPENSION | 2006 €= 10 A 20 H
20 mg
Nexium FOR DELAYED-RELEASE ORAL SUSPENSION
40 mg

Nexium FOR DELAYED-RELEASE ORAL SUSPENSION | 2008 42 A 27 H
10 mg
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KER UM OB XEOMEEZ R 2RT, R IeERET—F 22— (CCDS) &4
W TERLE Uiz, 2B, KEOHRMXEIZIZ., 4 EOBEE & ITEZBERO VR DIBRER
FAFERI%] (NEXIUM FOR DELAYED-RELEASE ORAL SUSPENSION) D@8 E & T3,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to wuse
NEXIUM safely and effectively. See full prescribing information for
NEXIUM.
NEXIUM (esomeprazole magnesium) DELAYED-RELEASE CAPSULES
NEXIUM (esomeprazole magnesium) FOR DELAYED-RELEASE ORAL
SUSPENSION
Initial U.S. Approval: 1989 (omeprazole)

e RECENT MAJOR CHANGES—--—--mmmeemeeemeee
WARNINGS AND PRECAUTIONS 08/2010
Bone Fracture (5.3)

------------------- INDICATIONS AND USAGE---—---mecrmmeee e
NEXIUM is a proton pump inhibitor indicated for the following:
e Treatment of gastroesophageal reflux disease (GERD) (1.1)
. Risk reduction of NSAID-associated gastric ulcer (1.2)
e H pylori eradication to reduce the risk of duodenal ulcer recurrence (1.3)
. Pathological hypersecretory conditions, including Zollinger-Ellison syndrome (1.4)

eere e e e-DOSAGE AND ADMINISTRATION—-mrmmsmmemmmmmmenee

Indication Dose Frequency
Gastr phageal Reflux Di (GERD)
Adults 20mgor40 mg  Once daily for 4 to 8 weeks

12 to 17 years 20mgor40 mg  Once daily for up to 8 weeks
1to 11 years 10 mg or20 mg Once daily for up to 8 weeks

Risk Reduction of NSAID-Associated Gastric Ulcer
20 mg or 40 mg  Once daily for up to 6 months

H. pylori Eradication (Triple Therapy):
NEXIUM 40 mg
Amoxicillin 1000 mg
Clarithromycin 500 mg

Once daily for 10 days
Twice daily for 10 days
Twice daily for 10 Days

Pathological Hypersecretory Conditions
40 mg Twice daily

See full prescribing information for administration options (2)

mmeeemmeeennmeeneo---DOSA GE FORMS AND STRENGTHS--—-vememeean
o  NEXIUM Delayed-Release Capsules, 20 mg and 40 mg (3)
e  NEXIUM For Delayed-Release Oral Suspension, 10 mg, 20 mg,
and 40 mg (3)

CONTRAINDICATIONS
Patients with known hypersensitivity to any component of the formulation or to
substituted benzimidazoles (angioedema and anaphylaxis have occurred) (4)

e~ WARNINGS AND PRECAUTIONS---------m—-
. Symptomatic response does not preclude the presence of gastric
malignancy (5.1)
e Atrophic gastritis has been noted with long-term omeprazole therapy
5.2)
e  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. (5.3)
e  Triple therapy for H. pylori — there are risks due to the antibiotics; see
separate prescribing information for individual antibiotics (5.4, 5.5)
ADVERSE REA CTIONS-----rrecemmmmameemacannen
Most common adverse reactions:
Adult (> 18 years) use (incidence > 1%):
. Headache, diarrhea, nausea, flatulence, abdominal pain,
constipation, and dry mouth (6.1) :
Pediatric (1 - 17 years) use (incidence > 1-2%):
. Headache, diarrhea, abdominal pain, nausea, and somnolence (6.1)
To report SUSPECTED ADVERSE REACTIONS, contact AstraZeneca
at 1-800-236-9933 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERA CTIONS-rrmmmmmemmemmmmmme e -

e  May affect plasma levels of antiretroviral drugs — use with
atazanavir and nelfinavir is not recommended; if saquinavir is used
with NEXIUM, monitor for toxicity and consider saquinavir dose
reduction (7.1)

e  May interfere with drugs for which gastric pH affects
bioavailability (e.g., ketoconazole, iron salts, and digoxin) (7.2)

e  Combined inhibitor of CYP 2C19 and 3A4 may raise
esomeprazole levels (7.3)

e  May increase systemic exposure of cilostazol and an active
metabolite. Consider dose reduction (7.3)

o= USE IN SPECIFIC POPULATIONS----ccmomemmeeee
. Severe liver impairment — do not exceed dose of 20 mg (2)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labelling.

REVISED AUGUST 2010
FULL PRESCRIBING INFORMATION: CONTENTS*
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1.2 Risk Reduction of NSAID-Associated Gastric Ulcer 10 OVERDOSAGE
1.3 H. pylori Eradication to Reduce the Risk of Duodenal Ulcer 11 DESCRIPTION
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1.1

1.2

1.3

14

FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE
Treatment of Gastr hageal Reflux Di (GERD)

Healing of Erosive Esophagitis

NEXIUM is indicated for the short-term treatment (4 to 8 weeks) in the healing and
symptomatic resolution of diagnostically confirmed erosive esophagitis. For those patients
who have not healed after 4 to 8 weeks of treatment, an additional 4 to 8 week course of

NEXIUM may be considered.

Maintenance of Healing of Erosive Esophagitis
NEXIUM is indicated to maintain symptom resolution and healing of erosive esophagitis.
Controlled studies do not extend beyond 6 months.

Symptomatic Gastroesophageal Reflux Disease
NEXIUM is indicated for short-term treatment (4 to 8 weeks) of heartburn and other
symptoms associated with GERD in adults and children 1 year or older.

Risk Reduction of NSAID-Associated Gastric Ulcer

NEXIUM is indicated for the reduction in the occurrence of gastric ulcers associated with
continuous NSAID therapy in patients at risk for developing gastric ulcers. Patients are
considered to be at risk due to their age (> 60) and/or documented history of gastric ulcers.
Controlled studies do not extend beyond 6 months,

H. pylori Eradication to Reduce the Risk of Duodenal Ulcer Recurrence

Triple Therapy (NEXIUM plus amoxicillin and clarithromycin): NEXIUM, in combination
with amoxicillin and clarithromyecin, is indicated for the treatment of patients with H. pylori
infection and duodenal ulcer disease (active or history of within the past 5 years) to eradicate
H. pylori. Eradication of H. pylori has been shown to reduce the risk of duodenal ulcer
recurrence [see Clinical Studies (14) and Dosage and Administration. (2)].

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 (12.4) and the
clarithromycin package insert, Clinical Pharmacology, Microbiology].

Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome
NEXIUM is indicated for the long-term treatment of pathological hypersecretory conditions,
including Zollinger-Ellison Syndrome.

DOSAGE AND ADMINISTRATION

NEXIUM is supplied as delayed-release capsules for oral administration or in packets for
preparation of delayed-release oral suspensions. The recommended dosages are outlined in
the table below. NEXIUM should be taken at least one hour before meals.

The duration of proton pump inhibitor administration should be based on available safety and
efficacy data specific to the defined indication and dosing frequency, as described in the
Prescribing Information, and individual patient medical needs. Proton pump inhibitor
treatment should only be initiated and continued if the benefits outweigh the risks of
treatment.



Table 1

Recommended Dosage Schedule of NEXIUM

Indication Dose Frequency
Gastr phageal Reflux Di (GERD)
Healing of Erosive Esophagitis 20mg or40 mg  Once Daily for 4 to 8 Weeks”
Maintenance of Healing of 20 mg Once Daily™
Erosive Esophagitis
Symptomatic  Gastroesophageal 20 mg Once Daily for 4 Weeks
Reflux Disease
Pediatric GERD
12 to 17 Year Olds
Short-term Treatment of GERD 20 mg or Once Daily for up to 8 Weeks
40 mg
1to 11 Year Olds”
Short-term Treatment of 10 mg Once Daily for up to 8 Weeks
Symptomatic GERD
Healing of Erosive Esophagitis
weight < 20 kg 10 mg Once Daily for 8 Weeks
weight > 20 kg 10mgor20mg  Once Daily for 8 Weeks
Risk Reduction of NSAID- 20mgor40mg  Once Daily for up to 6 months

Associated Gastric Ulcer

H. pylori Eradication to Reduce the Risk of Duodenal Ulcer Recurrence

Triple Therapy:

NEXIUM 40 mg Once Daily for 10 Days

Amoxicillin 1000 mg Twice Daily for 10 Days

Clarithromycin 500 mg Twice Daily for 10 Days
Pathological Hypersecretory 40 mg' ¥Twice Daily
Conditions Including Zollinger-

Ellison Syndrome

*[See Clinical Studies.(14.1).] The majority of patients are healed within 4 to 8 weeks. For
patients who do not heal after 4 to 8 weeks, an additional 4 to 8 weeks of treatment may be

considered.

"Controlled studies did not extend beyond six months.
If symptoms do not resolve completely after 4 weeks, an additional 4 weeks of treatment may be

ok

considered.

“Doses over 1 mg/kg/day have not been studied.
The dosage of NEXIUM in patients with pathological hypersecretory conditions varies with the
individual patient. Dosage regimens should be adjusted to individual patient needs.

*Doses up to 240 mg daily have been administered [see Drug Interactions (7)].

Please refer to amoxicillin and clarithromycin full

prescribing information for

Contraindications, Warnings, and dosing in elderly and renally-impaired patients.

Special Populations
Geriatric

No dosage adjustment is necessary [see Clinical Pharmacology (12.3)].

Renal Insufficiency

No dosage adjustment is necessary [see Clinical Pharmacology (12.3)].

Hepatic Insufficiency

In patients with mild to moderate liver impairment (Child Pugh Classes A and B), no dosage
adjustment is necessary. For patients with severe liver impairment (Child Pugh Class C), a
dose of 20 mg of NEXTUM should not be exceeded [see Clinical Pharmacology (12.3)].

Gender

No dosage adjustment is necessary [See Clinical Pharmacology (12.3)].

Administration Options

Directions for use specific to the route and available methods of administration for each of
these dosage forms are presented below.

Table 2



Administration Options
(See text following table for additional instructions.)

Type Route Options

Delayed-Release Capsule Oral Capsule can be swallowed

whole.

-or-
Capsule can be opened and
mixed with applesauce.

Delayed-Release Capsule Nasogastric Tube Capsule can be opened and the

intact granules emptied into a
syringe and . delivered through
the nasogastric tube.

Delayed-Release  Oral | Oral Mix contents of packet with 1
Suspension tablespoon (15 mL) of water,

leave 2 to 3 minutes to thicken,
stir and drink within 30 minutes.

Delayed-Release ~ Oral | Nasogastric or Gastric Tube Add 15 mL of water to a syringe
Suspension and then add contents of packet.

Shake the syringe; leave 2 to 3
minutes to thicken. Shake the
syringe and inject through the
nasogastric or gastric tube
within 30 minutes.

NEXIUM Delayed-Release Capsules
NEXIUM Delayed-Release Capsules should be swallowed whole.

Alternatively, for patients who have difficulty swallowing capsules, one tablespoon of
applesauce can be added to an empty bowl and the NEXIUM Delayed-Release Capsule can
be opened, and the granules inside the capsule carefully emptied onto the applesauce. The
granules should be mixed with the applesauce and then swallowed immediately. The
applesauce used should not be hot and should be soft enough to be swallowed without
chewing. The granules should not be chewed or crushed. The granules/applesauce mixture
should not be stored for future use.

For patients who have a nasogastric tube in place, NEXIUM Delayed-Release Capsules can
be opened and the intact granules emptied into a 60 mL catheter tipped syringe and mixed
with 50 mL of water. It is important to only use a catheter tipped syringe when administering
NEXIUM through a nasogastric tube. Replace the plunger and shake the syringe vigorously
for 15 seconds. Hold the syringe with the tip up and check for granules remaining in the tip.
Attach the syringe to a nasogastric tube and deliver the contents of the syringe through the
nasogastric tube into the stomach. After administering the granules, the nasogastric tube
should be flushed with additional water. Do not administer the granules if they have dissolved
or disintegrated.

The suspension must be used immediately after preparation.

NEXIUM For Delayed-Release Oral Suspension

NEXIUM For Delayed-Release Oral Suspension should be administered as follows:

. Empty the contents of a 10 mg, 20 mg, or 40 mg packet into a container
containing 1 tablespoon (15 mL) of water.

Stir.

Leave 2 to 3 minutes to thicken.

Stir and drink within 30 minutes.

If any material remains after drinking, add more water, stir, and drink
immediately.

For patients who have a nasogastric or gastric tube in place, NEXIUM For Delayed-Release
Oral Suspension can be administered as follows:

. Add 15 mL of water to a catheter tipped syringe and then add the contents of a 10
mg, 20 mg, or 40 mg NEXIUM packet. It is important to only use a catheter tipped
syringe when administering NEXIUM through a nasogastric tube or gastric tube.

[ Immediately shake the syringe and leave 2 to 3 minutes to thicken.

. Shake the syringe and inject through the nasogastric or gastric tube, French size 6
or larger, into the stomach within 30 minutes.

4
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e Refill the syringe with 15 mL of water.
. Shake and flush any remaining contents from the nasogastric or gastric tube into
the stomach.

DOSAGE FORMS AND STRENGTHS

NEXIUM Delayed-Release Capsules, 20 mg - opaque, hard gelatin, amethyst colored
capsules with two radial bars in yellow on the cap and NEXIUM 20 mg in yellow on the
body.

NEXIUM Delayed-Release Capsules, 40 mg - opaque, hard gelatin, amethyst colored
capsules with three radial bars in yellow on the cap and NEXIUM 40 mg in yellow on the
body.

NEXIUM For Delayed-Release Oral Suspension, 10 mg, 20 mg or 40 mg - unit dose packet
containing a fine yellow powder, consisting of white to pale brownish esomeprazole granules
and pale yellow inactive granules.

CONTRAINDICATIONS

NEXIUM is contraindicated in patients with known hypersensitivity to any component of the
formulation [see Description (11)] or to substituted benzimidazoles. Hypersensitivity
reactions, e.g., angioedema and anaphylactic shock, have been reported with NEXTUM use.

WARNINGS AND PRECAUTIONS

Concurrent Gastric Malignancy
Symptomatic response to therapy with NEXIUM does not preclude the presence of gastric
malignancy.

Atrophic Gastritis
Atrophic gastritis has been noted occasionally in gastric corpus biopsies from patients treated
long-term with omeprazole, of which esomeprazole is an enantiomer.

Bone Fracture

Several published observational studies suggest that proton pump inhibitor (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 established
treatment guidelines. [see Dosage and Administration (2) and Adverse Reactions (6.3)]

Risks of Amoxicillin (as Part of H. pylori Triple Therapy)

[See Warnings and Precautions in the prescribing information for amoxicillin for complete
information.}

Serious and occasionally fatal hypersensitivity (anaphylactic) reactions have been reported in
patients on penicillin therapy. These reactions are more apt to occur in individuals with a
history of penicillin hypersensitivity and/or a history of sensitivity to multiple allergens.

There have been well documented reports of individuals with a history of penicillin
hypersensitivity reactions that have experienced severe hypersensitivity reactions when
treated with a cephalosporin. Before initiating therapy with any penicillin, careful inquiry
should be made concerning previous hypersensitivity reactions to penicillins, cephalosporins,
and other allergens. If an allergic reaction occurs, amoxicillin should be discontinued and the
appropriate therapy instituted.

Serious anaphylactic reactions require immediate emergency treatment with epinephrine.
Oxygen, intravenous steroids, and airway management, including intubation, should also be
administered as indicated.

Pseudomembranous colitis has been reported with nearly all antibacterial agents, including
clarithromycin and amoxicillin, and may range in severity from mild to life threatening.
Therefore, it is important to consider this diagnosis in patients who present with diarrhea
subsequent to the administration of antibacterial agents.

Treatment with antibacterial agents alters the normal flora of the colon and may permit
overgrowth of clostridia. Studies indicate that a toxin produced by Clostridium difficile is a
primary cause of “antibiotic-associated colitis”.

After the diagnosis of pseudomembranous colitis has been established, therapeutic measures
should be initiated. Mild cases of pseudomembranous colitis usually respond to
discontinuation of the drug alone. In moderate to severe cases, consideration should be given
to management with fluids and electrolytes, protein supplementation, and treatment with an
antibacterial drug clinically effective against Clostridium difficile colitis.

5
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6.1

Risks of Clarithromycin (as Part of H. pylori Triple Therapy)

[See Warnings and Precautions in the prescribing information for clarithromycin for
complete information.]

Clarithromycin should not be used in pregnant women except in clinical circumstances where
no alternative therapy is appropriate. If pregnancy occurs while taking clarithromycin, the
patient should be apprised of the potential hazard to the fetus.

Concomitant administration of clarithromycin with cisapride, pimozide, astemizole,
terfenadine, ergotamine, or dihydroergotamine is contraindicated.

ADVERSE REACTIONS

Clinical Trials Experience

Because clinical trials are conducted under widely 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.

The safety of NEXIUM was evaluated in over 15,000 patients (aged 18 to 84 years) in
clinical trials worldwide including over 8,500 patients in the United States and over 6,500
patients in Europe and Canada. Over 2,900 patients were treated in long-term studies for up to
6-12 months. In general, NEXIUM was well tolerated in both short and long-term clinical
trials.

The safety of NEXIUM was evaluated in 316 pediatric and adolescent patients aged 1 to 17
years in four clinical trials for the treatment of symptomatic GERD [see Clinical Studies
(14.2)]. In 109 pediatric patients aged 1 to 11 years, the most frequently reported (at least 1%)
treatment-related adverse reactions in these patients were diarrthea (2.8%), headache (1.9%)
and somnolence (1.9%). In 149 pediatric patients aged 12 to 17 years the most frequently
reported (at least 2%) treatment-related adverse reactions in these patients were headache
(8.1%), abdominal pain (2.7%), diarrhea (2%), and nausea (2%). No new safety concerns
were identified in pediatric patients.

The safety in the treatment of healing of erosive esophagitis was assessed in four randomized
comparative clinical trials, which included 1,240 patients on NEXIUM 20 mg, 2,434 patients
on NEXIUM 40 mg, and 3,008 patients on omeprazole 20 mg daily. The most frequently
occurring adverse reactions (=1%) in all three groups were headache (5.5, 5.0, and 3.8,
respectively) and diarrhea (no difference among the three groups). Nausea, flatulence,
abdominal pain, constipation, and dry mouth occurred at similar rates among patients taking
NEXIUM or omeprazole.

Additional adverse reactions that were reported as possibly or probably related to NEXIUM
with an incidence < 1% are listed below by body system:

Body as a Whole: abdomen enlarged, allergic reaction, asthenia, back pain, chest pain,
substernal chest pain, facial edema, peripheral edema, hot flushes, fatigue, fever, flu-like
disorder, generalized edema, leg edema, malaise, pain, rigors;

Cardiovascular: flushing, hypertension, tachycardia;

Endocrine: goiter;

Gastrointestinal: bowel irregularity, constipation aggravated, dyspepsia, dysphagia,
dysplasia GI, epigastric pain, eructation, esophageal disorder, frequent stools, gastroenteritis,
GI hemorrhage, GI symptoms not otherwise specified, hiccup, melena, mouth disorder,
pharynx disorder, rectal disorder, serum gastrin increased, tongue disorder, tongue edema,
ulcerative stomatitis, vomiting;

Hearing: earache, tinnitus;

Hematologic: anemia, anemia hypochromic, cervical lymphadenopathy, epistaxis,
leukocytosis, lenkopenia, thrombocytopenia;

Hepatic: bilirubinemia, hepatic function abnormal, SGOT increased, SGPT increased;
Metabolic/Nutritional: glycosuria, hyperuricemia, hyponatremia, increased alkaline
phosphatase, thirst, vitamin B12 deficiency, weight increase, weight decrease;
Musculoskeletal: arthralgia, arthritis aggravated, arthropathy, cramps, fibromyalgia
syndrome, hemnia, polymyalgia rheumatica;

Nervous System/Psychiatric: anorexia, apathy, appetite increased, confusion, depression
aggravated, dizziness, hypertonia, nervousness, hypoesthesia, impotence, insomnia, migraine,
migraine aggravated, paresthesia, sleep disorder, somnolence, tremor, vertigo, visual field
defect;

Reproductive: dysmenorrhea, menstrual disorder, vaginitis;

Respiratory: asthma aggravated, coughing, dyspnea, larynx edema, pharyngitis, rhinitis,
sinusitis;

Skin and Appendages: acne, angioedema, dermatitis, pruritus, pruritus ani, rash, rash
erythematous, rash maculo-papular, skin inflammation, sweating increased, urticaria;

Special Senses: otitis media, parosmia, taste loss, taste perversion;

Urogenital: abnormal urine, albuminuria, cystitis, dysuria, fungal infection, hematuria,
micturition frequency, moniliasis, genital moniliasis, polyuria;

Visual: conjunctivitis, vision abnormal.
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The following potentially clinically significant laboratory changes in clinical trials,
irrespective of relationship to NEXIUM, were reported in < 1% of patients: increased
creatinine, uric acid, total bilirubin, alkaline phosphatase, ALT, AST, hemoglobin, white
blood cell count, platelets, serum gastrin, potassium, sodium, thyroxine and thyroid
stimulating hormone [see Clinical Pharmacology (12) for further information on thyroid
effects]. Decreases were seen in hemoglobin, white blood cell count, platelets, potassium,
sodium, and thyroxine.

Endoscopic findings that were reported as adverse reactions include: duodenitis, esophagitis,
esophageal stricture, esophageal ulceration, esophageal varices, gastric ulcer, gastritis, hernia,
benign polyps or nodules, Barrett’s esophagus, and mucosal discoloration.

The incidence of treatment-related adverse reactions during 6-month maintenance treatment
was similar to placebo. There were no differences in types of related adverse reactions seen
during maintenance treatment up to 12 months compared to short-term treatment.

Two placebo-controlled studies were conducted in 710 patients for the treatment of
symptomatic gastroesophageal reflux disease. The most common adverse reactions that were
reported as possibly or probably related to NEXIUM were diarrhea (4.3%), headache (3.8%),
and abdominal pain (3.8%).

Combination Treatment with Amoxicillin and

Clarithromycin

In clinical trials using combination therapy with NEXIUM plus amoxicillin and
clarithromycin, no additional adverse reactions specific to these drug combinations were
observed. Adverse reactions that occurred were limited to those observed when using
NEXIUM, amoxicillin, or clarithromycin alone.

The most frequently reported drug-related adverse reactions for patients who received triple
therapy for 10 days were diarrhea (9.2%), taste perversion (6.6%), and abdominal pain
(3.7%). No treatment-emergent adverse reactions were observed at higher rates with triple
therapy than were observed with NEXIUM alone.

For more information on adverse reactions with amoxicillin or clarithromycin, refer to their
package inserts, Adverse Reactions sections.

In clinical trials using combination therapy with NEXIUM plus amoxicillin and
clarithromycin, no additional increased laboratory abnormalities particular to these drug
combinations were observed.

For more information on laboratory changes with amoxicillin or clarithromycin, refer to their
package inserts, Adverse Reactions section.

Postmarketing Experience

The following adverse reactions have been identified during post-approval use of NEXIUM.
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. These reports are listed below by body system:

Blood And Lymphatic: agranulocytosis, pancytopenia;

Eye: blurred vision;

Gastrointestinal: pancreatitis; stomatitis;

Hepatobiliary: hepatic failure, hepatitis with or without jaundice;

Immune System: anaphylactic reaction/shock;

Infections and Infestations: GI candidiasis;

Metabolism and nutritional disorders: hypomagnesemia

Musculoskeletal and Connective Tissue: muscular weakness, myalgia, bone fracture;
Nervous System: hepatic encephalopathy, taste disturbance;

Psychiatric: aggression, agitation, depression, hallucination;

Renal and Urinary: interstitial nephritis;

Reproductive System and Breast: gynecomastia;

Respiratory, Thoracic, and Mediastinal: bronchospasm;

Skin and Subcutaneous Tissue: alopecia, erythema multiforme, hyperhidrosis,
photosensitivity, Stevens-Johnson syndrome, toxic epidermal necrolysis (some fatal).

DRUG INTERACTIONS

Interference with Antiretroviral Therapy

Concomitant use of atazanavir and nelfinavir with proton pump inhibitors is not
recommended. Co-administration of atazanavir with proton pump inhibitors is expected to
substantially decrease atazanavir plasma concentrations and may result in a loss of therapeutic
effect and the development of drug resistance. Co-administration of saquinavir with proton
pump inhibitors is expected to increase saquinavir concentrations, which may increase
toxicity and require dose reduction.
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Omeprazole, of which esomeprazole is an enantiomer, has been reported to interact with
some antiretroviral drugs. The clinical importance and the mechanisms behind these
interactions are not always known. Increased gastric pH during omeprazole treatment may
change the absorption of the antiretroviral drug. Other possible interaction mechanisms are
via CYP 2C19.

Reduced concentrations of atazanavir and nelfinavir

For some antiretroviral drugs, such as atazanavir and nelfinavir, decreased serum levels have
been reported when given together with omeprazole. Following multiple doses of nelfinavir
(1250 mg, twice daily) and omeprazole (40 mg daily), AUC was decreased by 36% and 92%,
Cuax by 37% and 89% and Cyy, by 39% and 75% respectively for nelfinavir and MS.
Following multiple doses of atazanavir (400 mg, daily) and omeprazole (40 mg, daily, 2 hr
before atazanavir), AUC was decreased by 94%, Cpax by 96%, and Cpi, by 95%. Concomitant
administration with omeprazole and drugs such as atazanavir and nelfinavir is therefore not
recommended.

Increased concentrations of saquinavir

For other antiretroviral drugs, such as saquinavir, elevated serum levels have been reported,
with an increase in AUC by 82%, in Cpux by 75%, and in Cpy, by 106%, following multiple
dosing of saquinavir/ritonavir (1000/100 mg) twice daily for 15 days with omeprazole 40 mg
daily co-administered days 11 to 15. Therefore, clinical and laboratory monitoring for
saquinavir toxicity is recommended during concurrent use with NEXIUM. Dose reduction of
saquinavir should be considered from the safety perspective for individual patients.

There are also some antiretroviral drugs of which unchanged serum levels have been reported
when given with omeprazole.

Drugs for Which Gastric pH Can Affect Bioavailability

Esomeprazole inhibits gastric acid secretion. Therefore, esomeprazole may interfere with the
absorption of drugs where gastric pH is an important determinant of bioavailability (e.g.,
ketoconazole, atazanavir, iron salts, and digoxin).

Effects on Hepatic Metabolism/Cytochrome P-450 Pathways

Esomeprazole is extensively metabolized in the liver by CYP 2C19 and CYP 3A4. In vitro
and in vivo studies have shown that esomeprazole is not likely to inhibit CYPs 1A2, 2A6,
2C9, 2D6, 2E1, and 3A4. No clinically relevant interactions with drugs metabolized by these
CYP enzymes would be expected. Drug interaction studies have shown that esomeprazole
does not have any clinically significant interactions with phenytoin, warfarin, quinidine,
clarithromycin, or amoxicillin.

However, post-marketing reports of changes in prothrombin measures have been received
among patients on concomitant warfarin and esomeprazole therapy. Increases in INR and
prothrombin time may lead to abnormal bleeding and even death. Patients treated with proton
pump inhibitors and warfarin concomitantly may need to be monitored for increases in INR
and prothrombin time.

Esomeprazole may potentially interfere with CYP 2C19, the major esomeprazole
metabolizing enzyme. Coadministration of esomeprazole 30 mg and diazepam, a CYP 2C19
substrate, resulted in a 45% decrease in clearance of diazepam.

Concomitant administration of esomeprazole and a combined inhibitor of CYP 2C19 and
CYP 3A4, such as voriconazole, may result in more than doubling of the esomeprazole
exposure. Dose adjustment of esomeprazole is not normally required. However, in patients
with Zollinger-Ellison’s Syndrome, who may require higher doses up to 240 mg/day, dose
adjustment may be considered.

Omeprazole acts as an inhibitor of CYP 2C19. Omeprazole, given in doses of 40 mg daily for
one week to 20 healthy subjects in cross-over study, increased Cmax and AUC of cilostazol
by 18% and 26% respectively. Cmax and AUC of one of its active metabolites, 3,4-dihydro-
cilostazol, which has 4-7 times the activity of cilostazol, were increased by 29% and 69%
respectively. Co-administration of cilostazol with esomeprazole is expected to increase
concentrations of cilostazol and its above mentioned active metabolite. Therefore a dose
reduction of cilostazol from 100 mg b.i.d. to 50 mg b.i.d. should be considered.

Combination Therapy with Clarithromycin

Co-administration of esomeprazole, clarithromycin, and amoxicillin has resulted in increases
in the plasma levels of esomeprazole and 14-hydroxyclarithromycin [see Clinical
Pharmacology (12.4)].

Concomitant administration of clarithromycin with cisapride, pimozide, astemizole,
terfenadine, ergotamine, or dihydroergotamine is contraindicated [see prescribing information
Jor clarithromycin].
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USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Category B

Reproductive studies in rats and rabbits with NEXIUM (esomeprazole) and muitiple cohort
studies in pregnant women with omeprazole use during the first trimester do not show an
increased risk of congenital anomalies or adverse pregnancy outcomes. There are, however,
no adequate and well controlled studies of NEXIUM use in pregnancy. Because animal
reproduction studies are not always predictive of human response, this drug should be used
during pregnancy only if clearly needed.

Esomeprazole is the s-isomer of omeprazole. In four population-based cohort studies that
included 1226 women exposed during the first trimester of pregnancy to omeprazole there
was no increased risk of congenital anomalies.

Reproductive studies with esomeprazole have been performed in rats at doses up to 57 times
the human dose and in rabbits at doses up to 35 times the human dose and have revealed no
evidence of impaired fertility or harm to the fetus. See Animal Toxicology and/or
Pharmacology (13.2).

Reproductive studies conducted with omeprazole on rats at oral doses up to 56 times the
human dose and in rabbits at doses up to 56 times the human dose did not show any evidence
of teratogenicity. In pregnant rabbits, omeprazole at doses about 5.5 to 56 times the human
dose produced dose-related increases in embryo-lethality, fetal resorptions, and pregnancy
loss. In rats treated with omeprazole at doses about 5.6 to 56 times the human dose, dose-
related embryo/fetal toxicity and postnatal developmental toxicity occurred in offspring.

Nursing Mothers

Omeprazole concentrations have been measured in breast milk of one woman taking
omeprazole 20 mg per day. However, the excretion of esomeprazole in milk has not been
studied. It is not known whether this drug is excreted in human milk. Because many drugs
are excreted in human milk and because of the potential for tumorigenicity shown for
NEXIUM in rat carcinogenicity studies, a decision should be made whether to discontinue
nursing or to discontinue the drug, taking into account the importance of the drug to the
mother.

Pediatric Use

The safety and effectiveness of NEXIUM have been established in pediatric patients 1 to 17
years of age for short-term treatment (up to eight weeks) of GERD. However, effectiveness
has not been demonstrated in patients less than 1 year of age.

1 to 17 years of age

Use of NEXIUM in pediatric and adolescent patients 1 to 17 years of age for short-term
treatment (up to eight weeks) of GERD is supported by: a) extrapolation of results, already
included in the currently approved labeling, from adequate and well-controlled studies that
supported the approval of NEXIUM for adults, and b) safety and pharmacokinetic studies
performed in pediatric and adolescent patients [see Clinical Pharmacology (12.3), Dosage
and Administration (2), Adverse Reactions (6.1), and Clinical Studies, (14.3)]. The safety
and effectiveness of NEXIUM for other pediatric uses have not been established.

Neonates to less than one year of age

There was no statistically significant difference between NEXIUM and placebo in the rate of
discontinuation in a multicenter, randomized, double-blind, controlled, treatment-withdrawal
study of patients ages 1 to 11 months, inclusive. Patients were enrolled if they had either a
clinical diagnosis of suspected GERD, symptomatic GERD, or endoscopically proven GERD.
All patients received NEXIUM Delayed-Release Oral Suspension once daily during a two-
week, open-label phase of the study. There were 80 patients who attained a pre-specified
level of symptom improvement and who entered the double-blind phase, in which they were
randomized in equal proportions to receive NEXIUM or placebo for the next four weeks.
Efficacy was assessed by observing the time from randomization to study discontinuation due
to symptom worsening during the four-week, treatment-withdrawal phase.

The following pharmacokinetic and pharmacodynamic information was obtained in pediatric
patients with GERD aged birth to less than one year of age. In neonates (< 1 month old)
given NEXIUM 0.5 mg/kg once daily, the percent time with intragastric pH > 4 over the 24-
hour dosing period increased from 44% at baseline to 83% on Day 7. In infants (1 to 11
months old, inclusive) given NEXIUM 1.0 mg/kg once daily, the percent time with
intragastric pH > 4 increased from 29% at baseline to 69% on Day 7, which is similar to the
pharmacodynamic effect in adults [see Clinical Pharmacology (12.2)]. Apparent clearance
(CL/F) increases with age in pediatric patients from birth to 2 years of age.

Because NEXIUM was not shown to be effective in the randomized, placebo-controlled study
for this age group, the use of NEXIUM in patients less than 1 year of age is not indicated.
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Geriatric Use
Of the total number of patients who received NEXIUM in clinical trials, 1459 were 65 to 74
years of age and 354 patients were > 75 years of age.

No overall differences in safety and efficacy were observed between the elderly and younger
individuals, 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.

OVERDOSAGE

A single oral dose of esomeprazole at 510 mg/kg (about 103 times the human dose on a body
surface area basis), was lethal to rats. The major signs of acute toxicity were reduced motor
activity, changes in respiratory frequency, tremor, ataxia, and intermittent clonic convulsions.

The symptoms described in connection with deliberate NEXIUM overdose (limited
experience of doses in excess of 240 mg/day) are transient. Single doses of 80 mg of
esomeprazole were uneventful. Reports of overdosage with omeprazole in humans may also
be relevant. Doses ranged up to 2,400 mg (120 times the usual recommended clinical dose).
Manifestations were variable, but included confusion, drowsiness, blurred vision, tachycardia,
nausea, diaphoresis, flushing, headache, dry mouth, and other adverse reactions similar to
those seen in normal clinical experience (see omeprazole package insert — Adverse
Reactions). No specific antidote for esomeprazole is known. Since esomeprazole is
extensively protein bound, it is not expected to be removed by dialysis. In the event of
overdosage, treatment should be symptomatic and supportive.

As with the management of any overdose, the possibility of multiple drug ingestion should be
considered. For current information on treatment of any drug overdose contact a Poison
Control Center at 1-800-222-1222.

DESCRIPTION

The active ingredient in NEXIUM® (esomeprazole magnesium) Delayed-Release Capsules
and NEXIUM (esomeprazole magnesium) For Delayed-Release Oral Suspension is bis(5-
methoxy-2-[(S)-[(4-methoxy-3,5-dimethyl-2-pyridinyl)methyl]sulfinyl]-1 H-benzimidazole-1-
yl) magnesium trihydrate. Esomeprazole is the S-isomer of omeprazole, which is a mixture of
the S- and R- isomers. (Initial U.S. approval of esomeprazole magnesium: 2001), Its
molecular formula is (C;7H;sN;05S)Mg x 3 H,O with molecular weight of 767.2 as a
trihydrate and 713.1 on an anhydrous basis. The structural formula is:

Figure 1
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The magnesium salt is a white to slightly colored crystalline powder. It contains 3 moles of
water of solvation and is slightly soluble in water. The stability of esomeprazole magnesium
is a function of pH; it rapidly degrades in acidic media, but it has acceptable stability under
alkaline conditions. At pH 6.8 (buffer), the half-life of the magnesium salt is about 19 hours
at 25°C and about 8 hours at 37°C.

NEXIUM is supplied in delayed-release capsules and in packets for a delayed-release oral
suspension. Each delayed-release capsule contains 20 mg, or 40 mg of esomeprazole (present
as 22.3 mg, or 44.5 mg esomeprazole magnesium trihydrate) in the form of enteric-coated
granules with the following inactive ingredients: glyceryl monostearate 40-55, hydroxypropyl
cellulose, hypromellose, magnesium stearate, methacrylic acid copolymer type C, polysorbate
80, sugar spheres, talc, and triethyl citrate. The capsule shells have the following inactive
ingredients: gelatin, FD&C Blue #1, FD&C Red #40, D&C Red #28, titanium dioxide,
shellac, ethyl alcohol, isopropyl alcohol, n-butyl alcohol, propylene glycol, sodium
hydroxide, polyvinyl pyrrolidone, and D&C Yellow #10.

Each packet of NEXIUM For Delayed-Release Oral Suspension contains 10 mg, 20 mg, or 40
mg of esomeprazole, in the form of the same enteric-coated granules used in NEXIUM
Delayed-Release Capsules, and also inactive granules. The inactive granules are composed of
the following ingredients: dextrose, xanthan gum, crospovidone, citric acid, iron oxide, and
hydroxypropyl cellulose. The esomeprazole granules and inactive granules are constituted
with water to form a suspension and are given by oral, nasogastric, or gastric administration.

10
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CLINICAL PHARMACOLOGY

Mechanism of Action

Esomeprazole is a proton pump inhibitor that suppresses gastric acid secretion by specific
inhibition of the H'/K'-ATPase in the gastric parietal cell. The S- and R-isomers of
omeprazole are protonated and converted in the acidic compartment of the parietal cell
forming the active inhibitor, the achiral sulphenamide. By acting specifically on the proton
pump, esomeprazole blocks the final step in acid production, thus reducing gastric acidity.
This effect is dose-related up to a daily dose of 20 to 40 mg and leads to inhibition of gastric
acid secretion.

Pharmacodynamics

Antisecretory Activity

The effect of NEXIUM on intragastric pH was determined in patients with symptomatic
gastroesophageal reflux disease in two separate studies. In the first study of 36 patients,
NEXIUM 40 mg and 20 mg capsules were administered over 5 days. The results are shown in
the following table: :

Table 3

Effect on Intragastric pH on Day 5 (N=36)
Parameter NEXIUM NEXIUM

40 mg 20 mg

% Time Gastric 70%* 53%
pH >4' (Hours) (16.8 h) (12.7h)
Coefficient of variation 26% 37%
Median 24 Hour pH 4.9% 4.1
Coefficient of variation 16% 27%

" Gastric pH was measured over a 24-hour period
*p< 0.01 NEXIUM 40 mg vs. NEXTUM 20 mg

In a second study, the effect on intragastric pH of NEXIUM 40 mg administered once daily
over a five day period was similar to the first study, (% time with pH > 4 was 68% or 16.3
hours).

Serum Gastrin Effects

The effect of NEXIUM on serum gastrin concentrations was evaluated in approximately
2,700 patients in clinical trials up to 8 weeks and in over 1,300 patients for up to 6 to 12
months. The mean fasting gastrin level increased in a dose-related manner. This increase
reached a plateau within two to three months of therapy and returned to baseline levels within
four weeks after discontinuation of therapy.

Enterochromaffin-like (ECL) Cell Effects

In 24-month carcinogenicity studies of omeprazole in rats, a dose-related significant
occurrence of gastric ECL cell carcinoid tumors and ECL cell hyperplasia was observed in
both male and female animals [see Nonclinical Toxicology (13.1)]. Carcinoid tamors have
also been observed in rats subjected to fundectomy or long-term treatment with other proton
pump inhibitors or high doses of Hi-receptor antagonists.

Human gastric biopsy specimens have been obtained from more than 3,000 patients treated
with omeprazole in long-term clinical trials. The incidence of ECL cell hyperplasia in these
studies increased with time; however, no case of ECL cell carcinoids, dysplasia, or neoplasia
has been found in these patients.

In over 1,000 patients treated with NEXIUM (10, 20 or 40 mg/day) up to 6 to 12 months, the
prevalence of ECL cell hyperplasia increased with time and dose. No patient developed ECL
cell carcinoids, dysplasia, or neoplasia in the gastric mucosa.

Endocrine Effects

NEXIUM had no effect on thyroid function when given in oral doses of 20 or 40 mg for 4
weeks. Other effects of NEXIUM on the endocrine system were assessed using omeprazole
studies. Omeprazole given in oral doses of 30 or 40 mg for 2 to 4 weeks had no effect on
carbohydrate metabolism, circulating levels of parathyroid hormone, cortisol, estradiol,
testosterone, prolactin, cholecystokinin, or secretin.

Pharmacokinetics

Absorption

NEXIUM Delayed-Release Capsules and NEXIUM For Delayed-Release Oral Suspension
contain a bioequivalent enteric-coated granule formulation of esomeprazole magnesium.
Bioequivalency is based on a single dose (40 mg) study in 94 healthy male and female
volunteers under fasting condition. After oral administration peak plasma levels (Cmax) occur
at approximately 1.5 hours (Tmax). The Cuax increases proportionally when the dose is
increased, and there is a three-fold increase in the area under the plasma concentration-time
curve (AUC) from 20 to 40 mg. At repeated once-daily dosing with 40 mg, the systemic
bioavailability is approximately 90% compared to 64% after a single dose of 40 mg. The

11



mean exposure (AUC) to esomeprazole increases from 4.32 pmol*hr/L on Day 1 to 11.2
pmol*hr/L on Day 5 after 40 mg once daily dosing.

The AUC after administration of a single 40 mg dose of NEXIUM is decreased by 43% to
53% after food intake compared to fasting conditions. NEXIUM should be taken at least one
hour before meals.

The pharmacokinetic profile of NEXIUM was determined in 36 patients with symptomatic
gastroesophageal reflux disease following repeated once daily administration of 20 mg and 40
mg capsules of NEXIUM over a period of five days. The results are shown in the following
table:

Table 4
Pharmacokinetic Parameters of NEXIUM on Day 5 Following Oral Dosing for 5§ Days
Parameter* (CV) NEXIUM NEXIUM
40 mg 20 mg
AUC (umolh/L) 12.6 (42%) 4.2 (59%)
Crnax (wmol/L) 4.7 (37%) 2.1 (45%)
Tinax (h) 1.6 1.6
tiz (h) 1.5 1.2

*Values represent the geometric mean, except the Tyux, which is the arithmetic mean; CV =
Coefficient of variation

Distribution

Esomeprazole is 97% bound to plasma proteins. Plasma protein binding is constant over the
concentration range of 2 to 20 pmol/L. The apparent volume of distribution at steady state in
healthy volunteers is approximately 16 L.

Metabolism )

Esomeprazole is extensively metabolized in the liver by the cytochrome P450 (CYP) enzyme
system. The metabolites of esomeprazole lack antisecretory activity. The major part of
esomeprazole’s metabolism is dependent upon the CYP 2C19 isoenzyme, which forms the
hydroxy and desmethyl metabolites. The remaining amount is dependent on CYP 3A4 which
forms the sulphone metabolite. CYP 2C19 isoenzyme exhibits polymorphism in the
metabolism of esomeprazole, since some 3% of Caucasians and 15 to 20% of Asians lack
CYP 2C19 and are termed Poor Metabolizers. At steady state, the ratio of AUC in Poor
Metabolizers to AUC in the rest of the population (Extensive Metabolizers) is approximately
2.

Following administration of equimolar doses, the S- and R-isomers are metabolized
differently by the liver, resulting in higher plasma levels of the S- than of the R-isomer.

Excretion

The plasma elimination half-life of esomeprazole is approximately 1 to 1.5 hours. Less than
1% of parent drug is excreted in the urine. Approximately 80% of an oral dose of
esomeprazole is excreted as inactive metabolites in the urine, and the remainder is found as
inactive metabolites in the feces.

Pharmacokinetics: Combination Therapy with Antimicrobials

Esomeprazole magnesium 40 mg once daily was given in combination with clarithromycin
500 mg twice daily and amoxicillin 1000 mg twice daily for 7 days to 17 healthy male and
femnale subjects. The mean steady state AUC and Ci.x of esomeprazole increased by 70% and
18%, respectively during triple combination therapy compared to treatment with
esomeprazole alone. The observed increase in esomeprazole exposure during co-
administration with clarithromycin and amoxicillin is not expected to produce significant
safety concerns.

The pharmacokinetic parameters for clarithromycin and amoxicillin were similar during triple
combination therapy and administration of each drug alone. However, the mean AUC and
Cumax for 14-hydroxyclarithromycin increased by 19% and 22%, respectively, during triple
combination therapy compared to treatment with clarithromycin alone. This increase in
exposure to 14-hydroxyclarithromycin is not considered to be clinically significant.

Special Populations

Geriatric

The AUC and Cp, values were slightly higher (25% and 18%, respectively) in the elderly as
compared to younger subjects at steady state. Dosage adjustment based on age is not
necessary.

Pediatric

1to 11 Years of Age

The pharmacokinetics of esomeprazole were studied in pediatric patients with GERD aged 1
to 11 years. Following once daily dosing for 5 days, the total exposure (AUC) for the 10 mg
dose in patients aged 6 to 11 years was similar to that seen with the 20 mg dose in adults and
adolescents aged 12 to 17 years. The total exposure for the 10 mg dose in patients aged 1 to 5
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years was approximately 30% higher than the 10 mg dose in patients aged 6 to 11 years. The
total exposure for the 20 mg dose in patients aged 6 to 11 years was higher than that observed
with the 20 mg dose in 12 to 17 year-olds and adults, but lower than that observed with the 40
mg dose in 12 to 17 year-olds and adults.

Table 5
Summary of PK Parameters in 1 to 11 Year Olds with GERD Following 5 Days of Once-
Daily Oral Esomeprazole Treatment

1 to 5 Year Olds 6 to 11 Year Olds
Parameter 10 mg (N=8) 10 mg (N=7) 20 mg (N=6)
AUC (umol*h/L)* 4.83 3.70 6.28
Corax (emol/L)* 2.98 1.77 3.73
gy (B)T 1.44 1.79 1.75
tyae ()* 0.74 0.88 0.73
CI/F (L/h)* 5.99 7.84 9.22

*Geometric mean; 'arithmetic mean

12 to 17 Years of Age

The pharmacokinetics of NEXIUM were studied in 28 adolescent patients with GERD aged
12 to 17 years inclusive, in a single center study. Patients were randomized to receive
NEXIUM 20 mg or 40 mg once daily for 8 days. Mean Cpmyx and AUC values of
esomeprazole were not affected by body weight or age; and more than dose-proportional
increases in mean Cy,x and AUC values were observed between the two dose groups in the
study. Overall, NEXIUM pharmacokinetics in adolescent patients aged 12 to 17 years were
similar to those observed in adult patients with symptomatic GERD.

Table 6
Comparison of PK Parameters in 12 to 17 Year Olds with GERD and Adults with
Symptomatic GERD Following the Repeated Daily Oral Dose Administration of

Esomeprazole*
12 to 17 Year Olds (N=28) Adults (N=36)

Parameter 20 mg 40 mg 20 mg 40 mg

AUC ’ 3.65 13.86 42 12.6°

(pmol*h/L)

Cinax (wmol/L) 1.45 5.13 2.1 4.7

tmax (h) 2.00 1.75 1.6 1.6
_tuse () 0.82 1.22 1.2 1.5

Data presented are geometric means for AUC, C,x and ty,;,, and median value for ty,.
*Duration of treatment for 12 to 17 year olds and adults were 8 days and 5 days, respectively.
Data were obtained from two independent studies.

Gender
The AUC and Cuax values were slightly higher (13%) in females than in males at steady state.
Dosage adjustment based on gender is not necessary.

Hepatic Insufficiency

The steady state pharmacokinetics of esomeprazole obtained after administration of 40 mg
once daily to 4 patients each with mild (Child Pugh A), moderate (Child Pugh Class B), and
severe (Child Pugh Class C) liver insufficiency were compared to those obtained in 36 male
and female GERD patients with normal liver function. In patients with mild and moderate
hepatic insufficiency, the AUCs were within the range that could be expected in patients with
normal liver function. In patients with severe hepatic insufficiency the AUCs were 2 to 3
times higher than in the patients with normal liver function. No dosage adjustment is
recommended for patients with mild to moderate hepatic insufficiency (Child Pugh Classes A
and B). However, in patients with severe hepatic insufficiency (Child Pugh Class C) a dose of
20 mg once daily should not be exceeded [see Dosage and Administration (2)].

Renal Insufficiency

The pharmacokinetics of NEXIUM in patients with renal impairment are not expected to be
altered relative to healthy volunteers as less than 1% of esomeprazole is excreted unchanged
in urine.

Other pharmacokinetic observations

Coadministration of oral contraceptives, diazepam, phenytoin, or quinidine did not seem to
change the pharmacokinetic profile of esomeprazole.

Studies evaluating concomitant administration of esomeprazole and either naproxen (non-

selective NSAID) or rofecoxib (COX-2 selective NSAID) did not identify any clinically
relevant changes in the pharmacokinetic profiles of esomeprazole or these NSAIDs.

Microbiology
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NEXIUM, amoxicillin, and clarithromycin triple therapy has been shown to be active against
most strains of Helicobacter pylori (H. pylori) in vitro and in clinical infections as described
in the Clinical Studies (14) and Indications and Usage (1) sections.

Helicobacter pylori: Susceptibility testing of H. pylori isolates was performed for amoxicillin
and clarithromycin using agar dilution methodology, and minimum inhibitory concentrations
(MICs) were determined.

Pretreatment Resistance: Clarithromycin pretreatment resistance rate (MIC > 1 meg/mL) to
H. pylori was 15% (66/445) at baseline in all treatment groups combined. A total of > 99%
(394/395) of patients had H. pylori isolates that were considered to be susceptible (MIC <
0.25 mcg/mL) to amoxicillin at baseline. One patient had a baseline H. pylori isolate with an
amoxicillin MIC = 0.5 mcg/mL.

Clarithromycin Susceptibility Test Results and Clinical/Bacteriologic Outcomes: The
baseline H. pylori clarithromycin susceptibility results and the H. pylori eradication results at
the Day 38 visit are shown in the table below:

Table 7
Clarithromycin Susceptibility Test Results and Clinical/Bacteriological Outcomes * for
Triple Therapy - (Esomeprazole magnesium 40 mg once daily/amoxicillin
1000 mg twice daily/clarithromycin 500 mg twice daily for

10 days)
Clarithromycin H. pylori H. pylori positive
Pretreatment negative (Not Eradicated)
Results (Eradicated) Post-treatment susceptibility
results
SP r R° [ No
MIC
Susceptible® 182 162 4 0 2 14
Intermediate” 1 1 0 0 0 0
Resistant’ 29 13 1 0 13 2

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

®Susceptible (S) MIC < 0.25 mcg/mL, Intermediate (I) MIC = 0.5 mcg/mL, Resistant (R)
MIC = 1.0 meg/mL

Patients not eradicated of H. pylori following NEXIUM/amoxicillin/clarithromycin triple
therapy will likely have clarithromycin resistant H. pylori isolates. Therefore, clarithromycin
susceptibility testing should be done, when possible. Patients with clarithromycin resistant
H. pylori should not be re-treated with a clarithromycin-containing regimen.

Amoxicillin Susceptibility Test Results and Clinical/Bacteriological Outcomes:

In the NEXIUM/amoxicillin/clarithromycin clinical trials, 83% (176/212) of the patients in
the NEXIUM/amoxicillin/clarithromycin treatment group who had pretreatment amoxicillin
susceptible MICs (< 0.25 mcg/mL) were eradicated of H. pylori, and 17% (36/212) were not
eradicated of H. pylori. Of the 36 patients who were not eradicated of H. pylori on triple
therapy, 16 had no post-treatment susceptibility test results and 20 had post-treatment
H. pylori isolates with amoxicillin susceptible MICs. Fifteen of the patients who were not
eradicated of H. pylori on triple therapy also had post-treatment H. pylori isolates with
clarithromycin resistant MICs. There were no patients with H. pylori isolates who developed
treatment emergent resistance to amoxicillin.

Susceptibility Test for Helicobacter pylori: The reference methodology for susceptibility
testing of H. pylori is agar dilution MICs. One to three microliters of an inoculum equivalent
to a No. 2 McFarland standard (1 x 107 - 1 x 10® CFU/mL for H. pylori) are inoculated
directly onto freshly prepared antimicrobial containing Mueller-Hinton agar plates with 5%
aged defibrinated sheep blood (> 2 weeks old). The agar dilution plates are incubated at 35°C
in a microaerobic environment produced by a gas generating system suitable for
Campylobacter. After 3 days of incubation, the MICs are recorded as the lowest
concentration of antimicrobial agent required to inhibit growth of the organism. The
clarithromycin and amoxicillin MIC values should be interpreted according to the following
criteria:

Table 8
Clarithromycin MIC (mcg/mL)° Interpretation
<0.25 Susceptible (S)
0.5 Intermediate 48}
=1.0 Resistant (R)
Amogicillin MIC (meg/mL)*’ Interpretation
<0.25 Susceptible S)
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*These are breakpoints for the agar dilution methodology and they should not be used to
ihnterpret results obtained using alternative methods.

There were not enough organisms with MICs > 0.25 mcg/mL to determine a resistance
breakpoint.

Standardized susceptibility test procedures require the use of laboratory control
microorganisms to control the technical aspects of the laboratory procedures. Standard
clarithromycin and amoxicillin powders should provide the following MIC values:

Table 9
Microorganism Antimicrobial Agent MIC (mcg/mL) °
H. pylori ATCC 43504 Clarithromycin 0.016—0.12 (mcg/mL)
H. pylori ATCC 43504 Amoxicillin 0.016 —0.12 (mcg/mL)

2 These are quality control ranges for the agar dilution methodology and they should not be used
to control test results obtained using alternative methods.

Effects on Gastrointestinal Microbial Ecology: Decreased gastric acidity due to any means,
including proton pump inhibitors, increases gastric counts of bacteria normally present in the
gastrointestinal tract. Treatment with proton pump inhibitors may lead to slightly increased
risk of gastrointestinal infections such as Salmonella and Campylobacter and possibly
Clostridium difficile in hospitalized patients..

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

The carcinogenic potential of NEXIUM was assessed using studies of omeprazole, of which
esomeprazole is an enantiomer. In two 24-month oral carcinogenicity studies in rats,
omeprazole at daily doses of 1.7, 3.4, 13.8, 44, and 141 mg/kg/day (about 0.7 to 57 times the
human dose of 20 mg/day expressed on a body surface area basis) produced gastric ECL cell
carcinoids in a dose-related manner in both male and female rats; the incidence of this effect
was markedly higher in female rats, which had higher blood levels of omeprazole. Gastric
carcinoids seldom occur in the untreated rat. In addition, ECL cell hyperplasia was present in
all treated groups of both sexes. In one of these studies, female rats were treated with
13.8 mg omeprazole/kg/day (about 5.6 times the human dose on a body surface area basis) for
1 year, then followed for an additional year without the drug. No carcinoids were seen in
these rats. An increased incidence of treatment-related ECL cell hyperplasia was observed at
the end of 1 year (94% treated vs. 10% controls). By the second year the difference between
treated and control rats was much smaller (46% vs. 26%) but still showed more hyperplasia in
the treated group. Gastric adenocarcinoma was seen in one rat (2%). No similar tumor was
seen in male or female rats treated for 2 years. For this strain of rat no similar tumor has been
noted historically, but a finding involving only one tumor is difficult to interpret. A 78-week
mouse carcinogenicity study of omeprazole did not show increased tumor occurrence, but the
study was not conclusive.

Esomeprazole was negative in the Ames mutation test, in the in vivo rat bone marrow cell
chromosome aberration test, and the in vivo mouse micronucleus test. Esomeprazole,
however, was positive in the in vifro human lymphocyte chromosome aberration test.
Omeprazole was positive in the in vitro human lymphocyte chromosome aberration test, the
in vivo mouse bone marrow cell chromosome aberration test, and the in vivo mouse
micronucleus test.

The potential effects of esomeprazole on fertility and reproductive performance were assessed
using omeprazole studies. Omeprazole at oral doses up to 138 mg/kg/day in rats (about 56
times the human dose on a body surface area basis) was found to have no effect on
reproductive performance of parental animals.

13.2 Animal Toxicology and/or Pharmacology
Reproductive Toxicology Studies
Reproductive studies have been performed in rats at oral doses up to 280 mg/kg/day (about 57
times the human dose on a body surface area basis) and in rabbits at oral doses up to 86
mg/kg/day (about 35 times the human dose on a body surface area basis) and have revealed
no evidence of impaired fertility or harm to the fetus due to esomeprazole.

Reproductive studies conducted with omeprazole in rats at oral doses up to 138 mg/kg/day
(about 56 times the human dose on a body surface area basis) and in rabbits at doses up to 69
mg/kg/day (about 56 times the human dose on a body surface area basis) did not disclose any
evidence for a teratogenic potential of omeprazole. In rabbits, omeprazole in a dose range of
6.9 to 69.1 mg/kg/day (about 5.5 to 56 times the human dose on a body surface area basis)
produced dose-related increases in embryo-lethality, fetal resorptions, and pregnancy
disruptions. In rats, dose-related embryo/fetal toxicity and postnatal developmental toxicity
were observed in offspring resulting from parents treated with omeprazole at 13.8 to 138.0
mg/kg/day (about 5.6 to 56 times the human dose on a body surface area basis).

15



14
14.1

CLINICAL STUDIES

Healing of Erosive Esophagitis

The healing rates of NEXIUM 40 mg, NEXIUM 20 mg, and omeprazole 20 mg (the approved
dose for this indication) were evaluated in patients with endoscopically diagnosed erosive
esophagitis in four multicenter, double-blind, randomized studies. The healing rates at Weeks
4 and 8 were evaluated and are shown in the table below:

Table 10
Erosive Esophagitis Healing Rate (Life-Table Analysis)
Study No. of Patients Treatment Groups Week 4 Week 8 Significance Level
*
1 588 NEXIUM 20 mg 68.7% 90.6% N.S.
588 Omeprazole 20 mg 69.5% 88.3%
2 654 NEXIUM 40 mg 75.9% 94.1% p <0.001
656 NEXIUM 20 mg 70.5% 89.9% p<0.05
650 Omeprazole 20 mg 64.7% 86.9%
3 576 NEXIUM 40 mg 71.5% 92.2% N.S.
572 Omeprazole 20 mg 68.6% 89.8%
4 1216 NEXIUM 40 mg 81.7% 93.7% p <0.001
1209 Omeprazole 20 mg 68.7% 84.2%

*log-rank test vs. omeprazole 20 mg
N.S. = not significant (p > 0.05).

In these same studies of patients with erosive esophagitis, sustained heartburn resolution and
time to sustained heartburn resolution were evaluated and are shown in the table below:

Table 11
Sustained Resolution® of Heartburn (Erosive Esophagitis Patients)

Cumulative Percent’ with
Sustained Resolution
No. of
Study Patients Treatment Groups Day 14 Day 28 Significance Level *
573 NEXIUM 20 mg 64.3% 72.7% N.S.
555 Omeprazole 20 mg 64.1% 70.9%
621 NEXIUM 40 mg 64.8% 74.2% p <0.001
620 NEXIUM 20 mg 62.9% 70.1% N.S.
626 Omeprazole 20 mg 56.5% 66.6%
568 NEXIUM 40 mg 65.4% 73.9% N.S.
551 Omeprazole 20 mg 65.5% 73.1%
1187 NEXIUM 40 mg 67.6% 75.1% p <0.001
1188 Omeprazole 20 mg 62.5% 70.8%

iDefined as 7 consecutive days with no heartburn reported in daily patient diary.

#Defined as the cumulative proportion of patients who have reached the start of sustained
resolution

*log-rank test vs. omeprazole 20 mg

N.S. = not significant (p > 0.05).

In these four studies, the range of median days to the start of sustained resolution (defined as
7 consecutive days with no heartburn) was 5 days for NEXIUM 40 mg, 7 to 8 days for
NEXIUM 20 mg and 7 to 9 days for omeprazole 20 mg.

There are no comparisons of 40 mg of NEXIUM with 40 mg of omeprazole in clinical trials
assessing either healing or symptomatic relief of erosive esophagitis.

Long-Term Maintenance of Healing of Erosive Esophagitis

Two multicenter, randomized, double-blind placebo-controlled 4-arm trials were conducted in
patients with endoscopically confirmed, healed erosive esophagitis to evaluate NEXIUM 40
mg (n=174), 20 mg (n=180), 10 mg (n=168) or placebo (n=171) once daily over six months
of treatment.

No additional clinical benefit was seen with NEXIUM 40 mg over NEXIUM 20 mg.

The percentages of patients that maintained healing of erosive esophagitis at the various time
points are shown in the figures below:

Figure 2
Maintenance of Healing Rates by Month (Study 177)
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Figure 3
Maintenance of Healing Rates by Month (Study 178)
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Patients remained in remission significantly longer and the number of recurrences of erosive
esophagitis was significantly less in patients treated with NEXIUM compared to placebo.

In both studies, the proportion of patients on NEXIUM who remained in remission and were
free of heartburn and other GERD symptoms was well differentiated from placebo.

In a third multicenter open label study of 808 patients treated for 12 months with NEXIUM
40 mg, the percentage of patients that maintained healing of erosive esophagitis was 93.7%
for six months and 89.4% for one year.

Symptomatic Gastroesophageal Reflux Disease (GERD)

Two multicenter, randomized, double-blind, placebo-controlled studies were conducted in a
total of 717 patients comparing four weeks of treatment with NEXIUM 20 mg or 40 mg once
daily versus placebo for resolution of GERD symptoms. Patients had > 6-month history of
heartburn episodes, no erosive esophagitis by endoscopy, and heartburn on at least four of the
seven days immediately preceding randomization.

The percentage of patients that were symptom-free of heartburn was significantly higher in
the NEXIUM groups compared to placebo at all follow-up visits (Weeks 1, 2, and 4).

No additional clinical benefit was seen with NEXIUM 40 mg over NEXIUM 20 mg.

The percent of patients symptom-free of heartburn by day are shown in the figures below:
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Figure 4
Percent of Patients Symptom-Free of Heartburn by Day
(Study 225)
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In three European symptomatic GERD trials, NEXIUM 20 mg and 40 mg and omeprazole 20
mg were evaluated. No significant treatment related differences were seen.

Pediatric Gastroesophageal Reflux Disease (GERD)

1 to 11 Years of Age

In a multicenter, parallel-group study, 109 pediatric patients with a history of endoscopically-
proven GERD (1 to 11 years of age; 53 female; 89 Caucasian, 19 Black, 1 Other) were treated
with NEXIUM once daily for up to 8 weeks to evaluate safety and tolerability. Dosing by
patient weight was as follows:

weight <20 kg: once daily treatment with NEXIUM 5 mg or 10 mg
weight > 20 kg: once daily treatment with NEXIUM 10 mg or 20 mg

Patients were endoscopically characterized as to the presence or absence of erosive
esophagitis.

Of the 109 patients, 53 had erosive esophagitis at baseline (51 had mild, 1 moderate, and 1
severe esophagitis). Although most of the patients who had a follow up endoscopy at the end
of 8 weeks of treatment healed, spontaneous healing cannot be ruled out because these
patients had low grade erosive esophagitis prior to treatment, and the trial did not include a
concomitant control.

12 to 17 Years of Age

In a multicenter, randomized, double-blind, parallel-group study, 149 adolescent patients (12
to 17 years of age; 89 female; 124 Caucasian, 15 Black, 10 Other) with clinically diagnosed
GERD were treated with either NEXIUM 20 mg or NEXIUM 40 mg once daily for up to 8
weeks to evaluate safety and tolerability. Patients were not endoscopically characterized as to
the presence or absence of erosive esophagitis.
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14.4 Risk Reduction of NSAID-Associated Gastric Ulcer
Two multicenter, double-blind, placebo-controlled studies were conducted in patients at risk
of developing gastric and/or duodenal ulcers associated with continuous use of non-selective
and COX-2 selective NSAIDs. A total of 1429 patients were randomized across the 2 studies.
Patients ranged in age from 19 to 89 (median age 66.0 years) with 70.7% female, 29.3%
male, 82.9% Caucasian, 5.5% Black, 3.7% Asian, and 8.0% Others. At baseline, the patients
in these studies were endoscopically confirmed not to have ulcers but were determined to be
at risk for ulcer occurrence due to their age (>60 years) and/or history of a documented
gastric or duodenal ulcer within the past 5 years. Patients receiving NSAIDs and treated with
NEXIUM 20 mg or 40 mg once-a-day experienced significant reduction in gastric ulcer
occurrences relative to placebo treatment at 26 weeks. No additional benefit was seen with
NEXIUM 40 mg over NEXIUM 20 mg. These studies did not demonstrate significant
reduction in the development of NSAID-associated duodenal ulcer due to the low incidence.
Table 12
Cumulative percentage of patients without gastric ulcers at 26 weeks:

Study No. of Patients Treatment Group % of Patients Remaining

Gastric Ulcer Free'

1 191 NEXIUM 20 mg 95.4
194 NEXIUM 40 mg 96.7
184 Placebo 88.2

2 267 NEXIUM 20 mg 94.7
271 NEXIUM 40 mg 95.3
257 Placebo 83.3

Tof= Life Table Estimate. Significant difference from placebo (p<0.01).

145 Helicobacter pylori (H. pylori) Eradication in Patients with Duodenal Ulcer Disease
Triple Therapy (NEXIUM/amoxicillin/clarithromycin): Two multicenter, randomized,
double-blind studies were conducted using a 10 day treatment regimen. The first study (191)
compared NEXIUM 40 mg once daily in combination with amoxicillin 1000 mg twice daily
and clarithromycin 500 mg twice daily to NEXIUM 40 mg once daily plus clarithromycin
500 mg twice daily. The second study (193) compared NEXIUM 40 mg once daily in
combination with amoxicillin 1000 mg twice daily and clarithromycin 500 mg twice daily to
NEXIUM 40 mg once daily. H. pylori eradication rates, defined as at least two negative tests
and no positive tests from CLOtest®, histology and/or culture, at 4 weeks post-therapy were
significantly higher in the NEXIUM plus amoxicillin and clarithromycin group than in the
NEXIUM plus clarithromycin or NEXIUM alone group. The results are shown in the
following table:

Table 13
H. pylori Eradication Rates at 4 Weeks after 10 Day Treatment Regimen
% of Patients Cured
[95% Confidence Interval]
(Number of Patients)

Study Treatment Group Per-Protocol Intent-to-Treat *

191 NEXIUM plus 84%* 77%*
amoxicillin and [78, 89] [71,82]
clarithromycin n=196) (n=233)
NEXIUM plus 55% . 52%
clarithromycin [48, 62] [45, 59]

0=187) (n=215)

193 NEXIUM plus 85%** 78%**
amoxicillin and [74, 93] [67, 87]
clarithromyein n=67) (n=74)

NEXIUM 5% 4%
[0, 23] [0, 21]
(n=22) (n=24)

1 Patients were incladed in the analysis if they had H. pylori infection documented at
baseline, had at least one endoscopically verified duodenal ulcer > 0.5 cm in diameter at
baseline or had a documented history of duodenal ulcer disease within the past 5 years, and
were not protocol violators. Patients who dropped out of the study due to an adverse reaction
related to the study drug were included in the analysis as not H. pylori eradicated.

i Patients were included in the analysis if they had documented H. pylori infection at
baseline, had at least one documented duodenal ulcer at baseline, or had a documented history
of duodenal ulcer disease, and took at least one dose of study medication. All dropouts were
included as not H. pylori eradicated.

*p < 0.05 compared to NEXIUM plus clarithromycin

**p <0.05 compared to NEXIUM alone
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The percentage of patients with a healed baseline duodenal ulcer by 4 weeks after the 10 day
treatment regimen in the NEXIUM plus amoxicillin and clarithromycin group was 75%
(n=156) and 57% (n=60) respectively, in the 191 and 193 studies (per-protocol analysis).

Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome

In a multicenter, open-label dose-escalation study of 21 patients (15 males and 6 females, 18
Caucasian and 3 Black, mean age of 55.5 years) with pathological hypersecretory conditions,
such as Zollinger-Ellison Syndrome, NEXIUM significantly inhibited gastric acid secretion.
Initial dose was 40 mg twice daily in 19/21 patients and 80 mg twice daily in 2/21 patients.
Total daily doses ranging from 80 mg to 240 mg for 12 months maintained gastric acid output
below the target levels of 10 mEq/h in patients without prior gastric acid-reducing surgery
and below 5 mEq/hr in patients with prior gastric acid-reducing surgery. At the Month 12
final visit, 18/20 (90%) patients had Basal Acid Output (BAO) under satisfactory control
(median BAO = 0.17 mmol/hr). Of the 18 patients evaluated with a starting dose of 40 mg
twice daily, 13 (72%) had their BAO controlled with the original dosing regimen at the final
visit.

Table 14
Adequate Acid Suppression at Final Visit by Dose Regimen
NEXIUM dose at the Month 12 visit BAO under adequate control at the Month 12
visit (N=20)*
40 mg twice daily 13/15
80 mg twice daily 4/4
80 mg three times daily 1/1

*One patient was not evaluated.

REFERENCES

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

HOW SUPPLIED/STORAGE AND HANDLING

NEXIUM Delayed-Release Capsules, 20 mg, are opaque, hard gelatin, amethyst colored
capsules with two radial bars in yellow on the cap and NEXIUM 20 mg in yellow on the
body. They are supplied as follows:

NDC 0186-5020-31 unit of use bottles of 30
NDC 0186-5022-28 unit dose packages of 100
NDC 0186-5020-54 bottles of 90

NDC 0186-5020-82 bottles of 1000

NEXIUM Delayed-Release Capsules, 40 mg, are opaque, hard gelatin, amethyst colored
capsules with three radial bars in yellow on the cap and NEXIUM 40 mg in yellow on the
body. They are supplied as follows:

NDC 0186-5040-31 unit of use bottles of 30
NDC 0186-5042-28 unit dose packages of 100
NDC 0186-5040-54 bottles of 90

NDC 0186-5040-82 bottles of 1000

NEXIUM For Delayed-Release Oral Suspension is supplied as a unit dose packet containing
a fine yellow powder, consisting of white to pale brownish esomeprazole granules and pale
yellow inactive granules. NEXIUM unit dose packets are supplied as follows:

NDC 0186-4010-01 unit dose packages of 30: 10 mg packets
NDC 0186-4020-01 unit dose packages of 30: 20 mg packets
NDC 0186-4040-01 unit dose packages of 30: 40 mg packets

Store at 25°C (77°F); excursions permitted to 15 to 30°C (59 to 86°F). [See USP Controlled
Room Temperature]. Keep NEXIUM Delayed-Release Capsules container tightly closed.
Dispense in a tight container if the NEXIUM Delayed-Release Capsules product package is
subdivided.

NEXIUM and the color purple as applied to the capsule are registered trademarks of the
AstraZeneca group of companies.

©AstraZeneca 2010
PATIENT COUNSELING INFORMATION

See FDA-Approved Patient Labeling
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. Advise patients to let you know if they are taking, or begin taking, other
medications, because NEXIUM can interfere with antiretroviral drugs and drugs
that are affected by gastric pH changes [see Drug Interactions (7.1)].

. Let patients know that antacids may be used while taking NEXIUM.
e Advise patients to take NEXIUM at least one hour before a meal.

o For patients who are prescribed NEXIUM Delayed-Release Capsules, advise them
not to chew or crush the capsules.

. Advise patients that, if they open NEXIUM Delayed-Release Capsules to mix the
granules with food, the granules should only be mixed with applesauce. Use with
other foods has not been evaluated and is not recommended.

o For patients who are advised to open the NEXIUM Delayed-Release Capsules
before taking them or who are prescribed NEXIUM For Delayed-Release Oral
Suspension, instruct them in the proper technique for administration [see Dosage
and Administration (2)] and tell them to follow the dosing instructions in the
PATIENT INFORMATION insert included in the package.

Distributed by:
AstraZeneca LP
Wilmington, DE 19850

FDA-APPROVED PATIENT LABELING

NEXIUM® (nex-e-um) (esomeprazole magnesium)
Delayed-Release Capsules and Delayed-Release Oral Suspension

Read the Patient Information that comes with NEXIUM before you start taking it and each time you get a
refill. There may be new information. This leaflet does not take the place of talking with your doctor
about your medical condition or your treatment.

If you have any questions about NEXIUM, ask your doctor.

WHAT IS NEXIUM?
NEXIUM is a prescription medicine called a proton pump inhibitor (PPI).

NEXIUM is used in adults:
e  for4 to 8 weeks to treat the symptoms of gastroesophageal reflux disease (GERD). NEXITUM
may also be prescribed to heal acid-related damage to the lining of the esophagus (erosive
esophagitis), and to help continue this healing.

GERD is a chronic condition (lasts a long time) that occurs when acid from the stomach
backs up into the esophagus (food pipe) causing symptoms, such as heartburn, or damage to
the lining of the esophagus. Common symptoms include frequent heartburn that will not go
away, a sour or bitter taste in the mouth, and difficulty swallowing.

e  forup to 6 months to reduce the risk of stomach ulcers in some people taking pain medicines
called non-steroidal anti-inflammatory drugs (NSAIDs).

e to treat patients with a stomach infection (Helicobacter pylori), along with the antibiotics
amoxicillin and clarithromycin.

e for the long-term treatment of Zollinger-Ellison Syndrome. Zollinger-Ellison Syndrome is a
rare condition in which the stomach produces a more than normal amount of acid.

For children and adolescents 1 to 17 years of age, NEXIUM may be prescribed for up to 8 weeks for
short-term treatment of GERD.

NEXIUM is not recommended for children under the age of 1 year.
WHO SHOULD NOT TAKE NEXIUM?
Do not take NEXTUM if you:
e are allergic to any of the ingredients in NEXIUM. See the end of this leaflet for a complete
list of ingredients in NEXIUM.

e are allergic to any other Proton Pump Inhibitor (PPI) medicine.

WHAT SHOULD I TELL MY DOCTOR BEFORE TAKING NEXIUM?
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Tell your doctor about all your medical conditions, including if you:
e have liver problems
e are pregnant, think you may be pregnant, or are planning to become pregnant.
e are breastfeeding or planning to breastfeed. Talk with your doctor about the best way to feed
your baby if you take NEXTUM.

Tell your doctor about all of the medicines you take including prescription and non-prescription drugs,
vitamins and herbal supplements. NEXIUM may affect how other medicines work, and other medicines
may affect how NEXIUM works. Especially tell your doctor if you take:
e  warfarin (COUMADIN)
ketoconazole (NIZORAL)
voriconazole (VFEND)
atazanavir (REYATAZ)
nelfinavir (VIRACEPT)
saquinavir (FORTOVASE)
products that contain iron
digoxin (LANOXIN, LANOXICAPS)

HOW SHOULD I TAKE NEXIUM?

Take NEXIUM exactly as prescribed by your doctor.

Do not change your dose or stop NEXIUM without talking to your doctor.

Take NEXIUM at least 1 hour before a meal.

Swallow NEXIUM capsules whole. Never chew or crush NEXIUM.

If you have difficulty swallowing NEXIUM capsules, you may open the capsule and empty

the contents into a tablespoon of applesauce. Be sure to swallow the applesauce right away.

Do not store it for later use.

e Ifyou forget to take a dose of NEXIUM, take it as soon as you remember. If it is almost time
for your next dose, do not take the missed dose. Take the next dose on time. Do not take a
double dose to make up for a missed dose.

e If you take too much NEXIUM, tell your doctor right away.

e See the “Patient Instructions for Use” at the end of this leaflet for instructions how to take
NEXIUM Delayed-Release Oral Suspension, and how to mix and give NEXIUM Delayed-
Release Capsules and NEXIUM For Delayed-Release Oral Suspension, through a nasogastric
tube or gastric tube. )

WHAT ARE THE POSSIBLE SIDE EFFECTS OF NEXIUM?

Serious allergic reactions. Tell your doctor if you get any of the following symptoms with NEXIUM.
e rash
o face swelling
e throat tightness
o  difficulty breathing
Your doctor may stop NEXIUM if these symptoms happen.

The most common side effects with NEXIUM may include:
Headache

Diarrhea

Nausea

Gas

Abdominal pain

Constipation

Dry mouth

Drowsiness

People who are taking multiple daily doses of proton pump inhibitor medicines for a long period of time
may have an increased risk of fractures of the hip, wrist or spine.

Tell your doctor about any side effects that bother you or that do not go away. These are not all the
possible side effects with NEXIUM. Talk with your doctor or pharmacist if you have any questions
about side effects.

HOW SHOULD I STORE NEXIUM?
e  Store NEXIUM at room temperature between 59°F to 86°F (15°C to 30°C).
e  Keep the container of NEXIUM closed tightly.

Keep NEXIUM and all medicines out of the reach of children.
GENERAL ADVICE
Medicines are sometimes prescribed for purposes other than those listed in the Patient Information

leaflet. Do not use NEXIUM for a condition for which it was not prescribed. Do not give NEXIUM to
other people, even if they have the same symptoms you have. It may harm them.

22



This Patient Information leaflet provides a summary of the most important information about NEXIUM.
For more information, ask your doctor. You can ask your doctor or pharmacist for information that is
written for healthcare professionals. For more information, go to www.purplepill.com or call toll free 1-
800-463-9486.

PATIENT INSTRUCTIONS FOR USE
For instructions on taking Delayed-Release Capsules, please see “HOW SHOULD I TAKE
NEXIUM?”

Take NEXIUM Delayed-Release Oral Suspension as follows:
. Empty the contents of a packet into a container with 1 tablespoon (15 mL) of water
. Stir.
. Leave 2 to 3 minutes to thicken.
. Stir and drink within 30 minutes.

If any medicine remains after drinking, add more water, stir, and drink right away.

NEXIUM Delayed-Release Capsules and NEXIUM for Delayed-Release Oral Suspension may be given
through a nasogastric tube (NG tube) or gastric tube, as prescribed by your doctor. Follow the
instructions below:

NEXIUM Delayed-Release Capsules:

e Open the capsule and empty the granules into a 60 mL (cc) catheter tipped syringe. Mix with
50 mL (cc) of water. Use only a catheter tipped syringe to give NEXIUM through a NG tube.

e Replace the plunger and shake the syringe well for 15 seconds. Hold the syringe with the tip
up and check for granules in the tip.

e Do not give the granules if they have dissolved or have broken into pieces.

. Attach the syringe to the NG tube and give the medicine in the syringe through the NG tube
into the stomach.

e After giving the granules, flush the NG tube with more water.

NEXIUM For Delayed-Release Oral Suspension:

e  Add 15 mL of water to a catheter tipped syringe and then add the contents of a NEXIUM
packet (as instructed by your doctor). Use only a catheter tipped syringe to give NEXIUM
through a NG tube or gastric tube.

. Shake the syringe right away and then leave it for 2 to 3 minutes to thicken.

. Shake the syringe and give the medicine through the NG or gastric tube (French size 6 or
larger) into the stomach within 30 minutes.

. Refill the syringe with 15 mL (cc) of water.

. Shake and flush any remaining contents from the NG tube or gastric tube into the stomach.

WHAT ARE THE INGREDIENTS IN NEXIUM?
Active ingredient: esomeprazole magnesium trihydrate

Inactive ingredients in NEXIUM Delayed-Release Capsules (including the capsule shells):
glyceryl monostearate 40-55, hydroxypropyl cellulose, hypromellose, magnesium stearate,
methacrylic acid copolymer type C, polysorbate 80, sugar spheres, talc, triethyl citrate, gelatin,
FD&C Blue #1, FD&C Red #40, D&C Red #28, titanium dioxide, shellac, ethyl alcohol, isopropyl
alcohol, n-butyl alcohol, propylene glycol, sodium hydroxide, polyvinyl pyrrolidone, and D&C
Yellow #10.

Inactive granules in NEXIUM Delayed-Release Oral Suspension: dextrose, xanthan gum,
crospovidone, citric acid, iron oxide, and hydroxypropyl cellulose.

NEXIUM is a registered trademark of the AstraZeneca group of companies.
©2010 AstraZeneca Pharmaceuticals LP. All rights reserved.

AstraZeneca Pharmaceuticals LP
Wilmington, DE 19850

August 2010
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SUMMARY OF THE PRODUCT CHARACTERISTICS

1 NAME OF THE MEDICINAL PRODUCT

NEXIUM 20 mg gastro-resistant tablets
NEXIUM 40 mg gastro-resistant tablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains: 20 mg or 40 mg esomeprazole (as magnesium trihydrate).
Excipients: Nexium 20 mg: Sucrose 28 mg. Nexium 40 mg: Sucrose 30 mg.

For a full list of excipients see section 6.1.

3 PHARMACEUTICAL FORM

Gastro-resistant tablet

20 mg: A light pink, oblong, biconvex, film-coated tablet engraved 20 mg on one side and
A/EH on the other side.

40 mg: A pink, oblong, biconvex, film-coated tablet engraved 40 mg on one side and A/EI on
the other side.

4 CLINICAL PARTICULARS

4.1 Therapeutic indications

Nexium tablets are indicated for:

Gastroesophageal Reflux Disease (GERD)

- treatment of erosive reflux esophagitis

- long-term management of patients with healed esophagitis to prevent relapse
- symptomatic treatment of gastroesophageal reflux disease (GERD)

In combination with appropriate antibacterial therapeutic regimens for the eradication

of Helicobacter pylori and

- healing of Helicobacter pylori associated duodenal ulcer and

- prevention of relapse of peptic ulcers in patients with Helicobacter pylori associated
ulcers

Patients requiring continued NSAID therapy

Healing of gastric ulcers associated with NSAID therapy.
Prevention of gastric and duodenal ulcers associated with NSAID therapy, in patients at risk.

Prolonged treatment after i.v. induced prevention of rebleeding of peptic ulcers.

Treatment of Zollinger Ellison Syndrome



4.2 Posology and method of administration

The tablets should be swallowed whole with liquid. The tablets should not be chewed or
crushed.

For patients who have difficulty in swallowing the tablets can also be dispersed in half a glass
of non-carbonated water. No other liquids should be used as the enteric coating may be
dissolved. Stir until the tablets disintegrate and drink the liquid with the pellets immediately
or within 30 minutes. Rinse the glass with half a glass of water and drink. The pellets must
not be chewed or crushed.

For patients who cannot swallow, the tablets can be dispersed in non-carbonated water and
administered through a gastric tube. It is important that the appropriateness of the selected
syringe and tube 1s carefully tested. For preparation and administration instructions see
section 6.6. '

Adults and adolescents from the age of 12 years
Gastroesophageal Reflux Disease (GERD)

- treatment of erosive reflux esophagitis
40 mg once daily for 4 weeks.
An additional 4 weeks treatment is recommended for patients in whom esophagitis has not
healed or who have persistent symptoms.

- long-term management of patients with healed esophagitis to prevent relapse
20 mg once daily.

- symptomatic treatment of gastroesophageal reflux disease (GERD)

20 mg once daily in patients without esophagitis. If symptom control has not been
achieved after 4 weeks, the patient should be further investigated. Once symptoms have
resolved, subsequent symptom control can be achieved using 20 mg once daily. In adults,
an on demand regimen taking 20 mg once daily, when needed, can be used. In NSAID
treated patients at risk of developing gastric and duodenal ulcers, subsequent symptom
control using an on demand regimen is not recommended.

Adults

In combination with appropriate antibacterial therapeutic regimens for the eradication

of Helicobacter pylori and

- healing of Helicobacter pylori associated duodenal ulcer and

- prevention of relapse of peptic ulcers in patients with Helicobacter pylori associated
ulcers.

20 mg Nexium with 1 g amoxicillin and 500 mg clarithromycin, all twice daily for 7 days.
Patients requiring continued NSAID therapy

Healing of gastric ulcers associated with NSAID therapy: The usual dose is 20 mg once daily.
The treatment duration is 4-8 weeks.

Prevention of gastric and duodenal ulcers associated with NSAID therapy in patients at risk:
20 mg once daily.

Prolonged treatment after i.v. induced prevention of rebleeding of peptic ulcers.



40 mg once daily for 4 weeks after 1.v. induced prevention of rebleeding of peptic ulcers.

Treatment of Zollinger Ellison Syndrome

The recommended initial dosage is Nexium 40 mg twice daily. The dosage should then be
individually adjusted and treatment continued as long as clinically indicated. Based on the
clinical data available, the majority of patients can be controlled on doses between 80 to 160
mg esomeprazole daily. With doses above 80 mg daily, the dose should be divided and given
twice daily.

Children below the age of 12 years
Nexium should not be used in children younger than 12 years since no data is available.

Impaired renal function

Dose adjustment is not required in patients with impaired renal function. Due to limited
experience in patients with severe renal insufficiency, such patients should be treated with
caution. (See Section 5.2).

Impaired hepatic function
Dose adjustment is not required in patients with mild to moderate liver impairment. For
patients with severe liver impairment, a maximum dose of 20 mg Nexium should not be
exceeded. (See section 5.2).

Elderly
Dose adjustment is not required in the elderly.

4.3 Contraindications

Known hypersensitivity to esomeprazole, substituted benzimidazoles or any other constituents
of the formulation.

Esomeprazole should not be used concomitantly with nelfinavir (See section 4.5).

4.4 Special warnings and precautions for use

In the presence of any alarm symptom (e.g. significant unintentional weight loss, recurrent
vomiting, dysphagia, haematemesis or melaena) and when gastric ulcer is suspected or
present, malignancy should be excluded, as treatment with Nexium may alleviate symptoms
and delay diagnosis.

Patients on long-term treatment (particularly those treated for more than a year) should be
kept under regular surveillance.

Patients on on-demand treatment should be instructed to contact their physician if their
symptoms change in character. When prescribing esomeprazole for on demand therapy, the
implications for interactions with other pharmaceuticals, due to fluctuating plasma
concentrations of esomeprazole should be considered. See section 4.5.

When prescribing esomeprazole for eradication of Helicobacter pylori possible drug
interations for all components in the triple therapy should be considered. Clarithromycin is a
potent inhibitor of CYP3A4 and hence contraindications and interactions for clarithromycin



should be considered when the triple therapy is used in patients concurrently taking other
drugs metabolised via CYP3 A4 such as cisapride.

This medicinal product contains sucrose. Patients with rare hereditary problems of fructose
intolerance, glucose-galactose malabsorption or sucrase-isomaltase insufficiency should not
take this medicine.

Treatment with proton pump inhibitors may lead to slightly increased risk of gastrointestinal
infections such as Salmonella and Campylobacter (see section 5.1).

Co-administration of esomeprazole with atazanavir is not recommended (see section 4.5). If
the combination of atazanavir with a proton pump inhibitor is judged unavoidable, close
clinical monitoring is recommended in combination with an increase in the dose of atazanavir
to 400 mg with 100 mg of ritonavir; esomeprazole 20 mg should not be exceeded.

Esomeprazole is a CYP2C19 inhibitor. When starting or ending treatment with esomeprazole,
the potential for interactions with drugs metabolised through CYP2C19 should be considered.
An mteraction is observed between clopidogrel and omeprazole (see section 4.5). The clinical
relevance of this interaction is uncertain. As a precaution, concomitant use of esomeprazole
and clopidogrel should be discouraged.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of esomeprazole on the pharmacokinetics of other drugs

Medicinal products with pH dependent absorption

The decreased intragastric acidity during treatment with esomeprazole, might increase or
decrease the absorption of drugs if the mechanism of absorption is influenced by gastric
acidity. In common with the use of other inhibitors of acid secretion or antacids, the
absorption of ketoconazole and itraconazole can decrease during treatment with esomeprazole.

Omeprazole has been reported to interact with some protease inhibitors. The clinical
importance and the mechanisms behind these reported interactions are not always known.
Increased gastric pH during omeprazole treatment may change the absorption of the protease
inhibitors. Other possible interaction mechanisms are via inhibition of CYP 2C19. For
atazanavir and nelfinavir, decreased serum levels have been reported when given together
with omeprazole and concomitant administration is not recommended. Co-administration of
omeprazole (40 mg once daily) with atazanavir 300 mg/ritonavir 100 mg to healthy volunteers
resulted in a substantial reduction in atazanavir exposure (approximately 75% decrease in
AUC, Cyax and Cpin). Increasing the atazanavir dose to 400 mg did not compensate for the
impact of omeprazole on atazanavir exposure. The co-administration of omeprazole (20 mg
qd) with atazanavir 400 mg/ritonavir 100 mg to healthy volunteers resulted in a decrease of
approximately 30% in the atazanavir exposure as compared with the exposure observed with
atazanavir 300 mg/ritonavir 100 mg qd without omeprazole 20 mg qd. Co-administration of
omeprazole (40 mg qd) reduced mean nelfinavir AUC, Cax and Cpin by 36-39 % and mean
AUC, Cpax and Cpi, for the pharmacologically active metabolite M8 was reduced by 75-92%.
For saquinavir (with concomitant ritonavir), increased serum levels (80-100%) have been
reported during concomitant omeprazole treatment (40 mg qd). Treatment with omeprazole
20 mg qd had no effect on the exposure of darunavir (with concomitant ritonavir) and



amprenavir (with concomitant ritonavir). Treatment with esomeprazole 20 mg qd had no
effect on the exposure of amprenavir (with and without concomitant ritonavir). Treatment
with omeprazole 40 mg qd had no effect on the exposure of lopinavir (with concomitant
ritonavir). Due to the similar pharmacodynamic effects and pharmacokinetic properties of
omeprazole and esomeprazole, concomitant administration with esomeprazole and atazanavir
is not recommended and concomitant administration with esomeprazole and nelfinavir is
contraindicated.

Drugs metabolised by CYP2C19

Esomeprazole inhibits CYP2C19, the major esomeprazole metabolising enzyme. Thus, when
esomeprazole is combined with drugs metabolised by CYP2C19, such as diazepam,
citalopram, imipramine, clomipramine, phenytoin etc., the plasma concentrations of these
drugs may be increased and a dose reduction could be needed. This should be considered
especially when prescribing esomeprazole for on demand therapy. Concomitant
administration of 30 mg esomeprazole resulted in a 45% decrease in clearance of the
CYP2C19 substrate diazepam. Concomitant administration of 40 mg esomeprazole resulted in
a 13% increase in trough plasma levels of phenytoin in epileptic patients. It is recommended
to monitor the plasma concentrations of phenytoin when treatment with esomeprazole is
introduced or withdrawn. Omeprazole (40 mg once daily) increased voriconazole (a
CYP2C19 substrate) Cyyax and AUC; by 15% and 41%, respectively.

Concomitant administration of 40 mg esomeprazole to warfarin-treated patients in a clinical
trial showed that coagulation times were within the accepted range. However, post-marketing,
a few isolated cases of elevated INR of clinical significance have been reported during
concomitant treatment. Monitoring is recommended when initiating and ending concomitant
esomeprazole treatment during treatment with warfarin or other coumarine derivatives.

In healthy volunteers, concomitant administration of 40 mg esomeprazole resulted in a 32%
increase in area under the plasma concentration-time curve (AUC) and a 31% prolongation of
elimination half-life(t;2) but no significant increase in peak plasma levels of cisapride. The
slightly prolonged QTc interval observed after administration of cisapride alone, was not
further prolonged when cisapride was given in combination with esomeprazole (see also
section 4.4).

Esomeprazole has been shown to have no clinically relevant effects on the pharmacokinetics
of amoxicillin, quinidine.

Studies evaluating concomitant administration of esomeprazole and either naproxen or
rofecoxib did not identify any clinically relevant pharmacokinetic interactions during short-
term studies.

In a crossover clinical study, clopidogrel (300 mg loading dose followed by 75 mg/day) alone
and with omeprazole (80 mg at the same time as clopidogrel) were administered for 5 days.
The exposure to the active metabolite of clopidogrel was decreased by 46% (Day 1) and 42%
(Day 5) when clopidogrel and omeprazole were administered together. Mean inhibition of
platelet aggregation (IPA) was diminished by 47% (24 hours) and 30% (Day 5) when
clopidogrel and omeprazole were administered together. In another study it was shown that
administering clopidogrel and omeprazole at different times did not prevent their interaction
that is likely to be driven by the inhibitory effect of omeprazole on CYP2C19. Inconsistent



data on the clinical implications of this PK/PD interaction in terms of major cardiovascular
events have been reported from observational and clinical studies.

Effects of other drugs on the pharmacokinetics of esomeprazole

Esomeprazole is metabolised by CYP2C19 and CYP3A4. Concomitant administration of
esomeprazole and a CYP3 A4 inhibitor, clarithromycin (500 mg b.i.d.), resulted in a doubling
of the exposure (AUC) to esomeprazole. Concomitant administration of esomeprazole and a
combined inhibitor of CYP2C19 and CYP 3 A4 may result in more than doubling of the
esomeprazole exposure. The CYP2C19 and CYP3 A4 inhibitor voriconazole increased
omeprazole AUC, by 280%. A dose adjustment of esomeprazole is not regularly required in
either of these situations. However, dose adjustment should be considered in patients with
severe hepatic impairment and if long-term treatment is indicated.

4.6 Pregnancy and lactation

For Nexium, clinical data on exposed pregnancies are insufficient. With the racemic mixture,
omeprazole, data on a larger number of exposed pregnancies from epidemiological studies
indicate no malformative nor foetotoxic effect. Animal studies with esomeprazole do not
indicate direct or indirect harmful effects with respect to embryonal/fetal development.
Animal studies with the racemic mixture do not indicate direct or indirect harmful effects with
respect to pregnancy, parturition or postnatal development. Caution should be exercised when
prescribing to pregnant women.

It is not known whether esomeprazole is excreted in human breast milk. No studies in
lactating women have been performed. Therefore Nexium should not be used during breast-
feeding.

4.7 Effects on ability to drive and use machines

No effects have been observed.

4.8 Undesirable effects

The following adverse drug reactions have been identified or suspected in the clinical trials
programme for esomeprazole and post-marketing. None was found to be dose-related. The
reactions are classified according to frequency very common > 1/10; common >1/100 to
<1/10; uncommon >1/1,000 to <1/100; rare >1/10,000 to <1/1,000; very rare <1/10,000; not
known (cannot be estimated from the available data).

Blood and lymphatic system disorders
Rare: Leukopenia, thrombocytopenia
Very rare: Agranulocytosis, pancytopenia

Immune system disorders
Rare: Hypersensitivity reactions e.g. fever, angioedema and anaphylactic reaction/shock

Metabolism and nutrition disorders
Uncommon: Peripheral oedema

Rare: Hyponatraemia

Very Rare: Hypomagnesaemia

Psychiatric disorders



Uncommon: Insomnia
Rare: Agitation, confusion, depression
Very rare: Aggression, hallucinations

Nervous system disorders

Common: Headache

Uncommon: Dizziness, paraesthesia, somnolence
Rare: Taste disturbance

Eye disorders
Rare: Blurred vision

Ear and labyrinth disorders
Uncommon: Vertigo

Respiratory, thoracic and mediastinal disorders
Rare: Bronchospasm

Gastrointestinal disorders

Common: Abdominal pain, constipation, diarrhoea, flatulence, nausea/vomiting
Uncommon: Dry mouth

Rare: Stomatitis, gastrointestinal candidiasis

Hepatobiliary disorders

Uncommon: Increased liver enzymes

Rare: Hepatitis with or without jaundice

Very rare: Hepatic failure, encephalopathy in patients with pre-existing liver disease

Skin and subcutaneous tissue disorders

Uncommon: Dermatitis, pruritus, rash, urticaria

Rare: Alopecia, photosensitivity

Very rare: Erythema multiforme, Stevens-Johnson syndrome, toxic epidermal necrolysis

(TEN)

Musculoskeletal, connective tissue and bone disorders
Rare: Arthralgia, myalgia
Very rare: Muscular weakness

Renal and urinary disorders
Very rare: Interstitial nephritis

Reproductive system and breast disorders
Very rare: Gynaecomastia

General disorders and administration site conditions
Rare: Malaise, increased sweating



4.9 Overdose

There is very limited experience to date with deliberate overdose. The symptoms described in
connection with 280 mg were gastrointestinal symptoms and weakness. Single doses of 80 mg
esomeprazole were uneventful. No specific antidote is known. Esomeprazole is extensively
plasma protein bound and is therefore not readily dialyzable. As in any case of overdose,
treatment should be symptomatic and general supportive measures should be utilised.

5 PHARMACOLOGICAL PROPERTIES

51 Pharmacodynamic properties

Pharmacotherapeutic group: proton pump inhibitor
ATC Code: A02B CO05

Esomeprazole is the S-isomer of omeprazole and reduces gastric acid secretion through a
specific targeted mechanism of action. It is a specific inhibitor of the acid pump in the parietal
cell. Both the R- and S-isomer of omeprazole have similar pharmacodynamic activity.

Site and mechanism of action

Esomeprazole is a weak base and is concentrated and converted to the active form in the
highly acidic environment of the secretory canaliculi of the parietal cell, where it inhibits the
enzyme H'K"-ATPase — the acid pump and inhibits both basal and stimulated acid secretion.

Effect on gastric acid secretion

After oral dosing with esomeprazole 20 mg and 40 mg the onset of effect occurs within one
hour. After repeated administration with 20 mg esomeprazole once daily for five days, mean
peak acid output after pentagastrin stimulation is decreased 90% when measured 6-7 hours
after dosing on day five.

After five days of oral dosing with 20 mg and 40 mg of esomeprazole, intragastric pH above 4
was maintained for a mean time of 13 hours and 17 hours, respectively over 24 hours in
symptomatic GERD patients. The proportion of patients maintaining an intragastric pH above
4 for at least 8, 12 and 16 hours respectively were for esomeprazole 20 mg 76%, 54% and
24%. Corresponding proportions for esomeprazole 40 mg were 97%, 92% and 56%.

Using AUC as a surrogate parameter for plasma concentration, a relationship between
inhibition of acid secretion and exposure has been shown.

Therapeutic effects of acid inhibition
Healing of reflux esophagitis with esomeprazole 40 mg occurs in approximately 78% of
patients after four weeks, and in 93% after eight weeks.

One week treatment with esomeprazole 20 mg b.i.d. and appropriate antibiotics, results in
successful eradication of H. pylori in approximately 90% of patients.

After eradication treatment for one week there is no need for subsequent monotherapy with
antisecretory drugs for effective ulcer healing and symptom resolution in uncomplicated
duodenal ulcers.



'In a randomized, double blind, placebo-controlled clinical study, patients with endoscopically
confirmed peptic ulcer bleeding characterised as Forrest Ia, Ib, ITa or ITb (9%, 43%, 38% and
10 % respectively) were randomized to receive Nexium solution for infusion (n=375) or
placebo (n=389). Following endoscopic hemostasis, patients received either 80 mg
esomeprazole as an intravenous infusion over 30 minutes followed by a continuous infusion
of 8 mg per hour or placebo for 72 hours. After the initial 72 hour period, all patients
received open-label 40 mg oral Nexium for 27 days for acid suppression The occurrence of
rebleeding within 3 days was 5.9% in the Nexium treated group compared to 10.3% for the
placebo group. At 30 days post-treatment, the occurrence of rebleeding in the Nexium treated
versus the placebo treated group 7.7% vs 13.6%.

Other effects related to acid inhibition
During treatment with antisecretory drugs serum gastrin increases in response to the
decreased acid secretion.

An increased number of ECL cells possibly related to the increased serum gastrin levels, have
been observed in some patients during long term treatment with esomeprazole.

During long-term treatment with antisecretory drugs gastric glandular cysts have been
reported to occur at a somewhat increased frequency. These changes are a physiological
consequence of pronounced inhibition of acid secretion, are benign and appear to be
reversible.

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

In two studies with ranitidine as an active comparator, Nexium showed better effect in healing
of gastric ulcers in patients using NSAIDs, including COX-2 selective NSAIDs.

In two studies with placebo as comparator, Nexium showed better effect in the prevention of
gastric and duodenal ulcers in patients using NSAIDs (aged >60 and/or with previous ulcer),
including COX-2 selective NSAIDs.

5.2 Pharmacokinetic properties

Absorption and distribution

Esomeprazole is acid labile and is administered orally as enteric-coated granules. In vivo
conversion to the R-isomer is negligible. Absorption of esomeprazole is rapid, with peak
plasma levels occurring approximately 1-2 hours after dose. The absolute bioavailability is
64% after a single dose of 40 mg and increases to 89% after repeated once-daily
administration. For 20 mg esomeprazole the corresponding values are 50% and 68%
respectively. The apparent volume of distribution at steady state in healthy subjects is
approximately 0.22 L/kg body weight. Esomeprazole is 97% plasma protein bound.

Food intake both delays and decreases the absorption of esomeprazole although this has no
significant influence on the effect of esomeprazole on intragastric acidity.



Metabolism and excretion

Esomeprazole is completely metabolised by the cytochrome P450 system (CYP). The major
part of the metabolism of esomeprazole is dependent on the polymorphic CYP2C19,
responsible for the formation of the hydroxy- and desmethyl metabolites of esomeprazole.
The remaining part is dependent on another specific isoform, CYP3 A4, responsible for the
formation of esomeprazole sulphone, the main metabolite in plasma.

The parameters below reflect mainly the pharmacokinetics in individuals with a functional
CYP2C19 enzyme, extensive metabolisers.

Total plasma clearance is about 17 L/h after a single dose and about 9 L/h after repeated
administration. The plasma elimination half-life is about 1.3 hours after repeated once-daily
dosing. The pharmacokinetics of esomeprazole has been studied in doses up to 40 mg b.i.d.
The area under the plasma concentration-time curve increases with repeated administration of
esomeprazole. This increase is dose-dependent and results in a more than dose proportional
increase in AUC after repeated administration. This time - and dose-dependency is due to a
decrease of first pass metabolism and systemic clearance probably caused by an inhibition of
the CYP2C19 enzyme by esomeprazole and/or its sulphone metabolite. Esomeprazole is
completely eliminated from plasma between doses with no tendency for accumulation during
once-daily administration.

The major metabolites of esomeprazole have no effect on gastric acid secretion. Almost 80%
of an oral dose of esomeprazole is excreted as metabolites in the urine, the remainder in the
faeces. Less than 1% of the parent drug is found in urine.

Special patient populations

Approximately 2.9+1.5% of the population lack a functional CYP2C19 enzyme and are called
poor metabolisers. In these individuals the metabolism of esomeprazole is probably mainly
catalysed by CYP3A4. After repeated once-daily administration of 40 mg esomeprazole, the
mean area under the plasma concentration-time curve was approximately 100% higher in poor
metabolisers than in subjects having a functional CYP2C19 enzyme (extensive metabolisers).
Mean peak plasma concentrations were increased by about 60%.

These findings have no implications for the posology of esomeprazole.

The metabolism of esomeprazole is not significantly changed in elderly subjects (71-80 years
of age).

Following a single dose of 40 mg esomeprazole the mean are under the plasma concentration-
time curve is approximately 30% higher in females than in males. No gender difference is
seen after repeated once-daily administration. These findings have no implications for the
posology of esomeprazole.

Impaired organ function

The metabolism of esomeprazole in patients with mild to moderate liver dysfunction may be
impaired. The metabolic rate is decreased in patients with severe liver dysfunction resulting in
a doubling of the area under the plasma concentration-time curve of esomeprazole. Therefore,
a maximum of 20 mg should not be exceeded in patients with severe dysfunction.
Esomeprazole or its major metabolites do not show any tendency to accumulate with once-
daily dosing.
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No studies have been performed in patients with decreased renal function. Since the kidney is
responsible for the excretion of the metabolites of esomeprazole but not for the elimination of
the parent compound, the metabolism of esomeprazole is not expected to be changed in
patients with impaired renal function.

Paediatric

Adolescents 12-18 years:

Following repeated dose administration of 20 mg and 40 mg esomeprazole, the total exposure
(AUC) and the time to reach maximum plasma drug concentration ( tma) in 12 to18 year-olds
was similar to that in adults for both esomeprazole doses.

53 Precliniéal safety data

Preclinical bridging studies reveal no particular hazard for humans based on conventional
studies of repeated dose toxicity, genotoxicity, and toxicity to reproduction. Carcinogenicity
studies in the rat with the racemic mixture have shown gastric ECL-cell hyperplasia and
carcinoids. These gastric effects in the rat are the result of sustained, pronounced
hypergastrinaemia secondary to reduced production of gastric acid and are observed after
long-term treatment in the rat with inhibitors of gastric acid secretion.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Glycerol monostearate 40-55,

hyprolose,

hypromellose,

iron oxide (20mg & 40mg tablets: reddish-brown; 20mg tablets: yellow) (E 172),
magnesium stearate,

methacrylic acid ethylacrylate copolymer (I:I) dispersion 30 per cent,
cellulose microcrystalline,

synthetic paraffin,

macrogols,

polysorbate 80,

crospovidone,

sodium stearyl fumarate,

sugar spheres (sucrose and maize starch),

talc,

titanium dioxide (E 171),

triethyl citrate.

6.2 Incompatibilities
Not applicable

6.3 Shelf life

3 years
Climate zones III-IV: 2 years for 40 mg tablets and 18 months for 20 mg tablets
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6.4 Special precautions for storage

Do not store above 30°C.
Keep the container tightly closed (bottle) in order to protect from moisture. Store in the
original package (blister) in order to protect from moisture.

6.5 Nature and content of container

- Polyethylene bottle with a tamper proof, polypropylene screw cap equipped with a
desiccant capsule.
- Aluminium blister package.

20 mg, 40 mg: Bottles of 2, 5, 7, 14, 15, 28, 30, 56, 60, 100, 140(5x28) tablets.
20 mg, 40 mg: Blister packs in wallet and/or carton of 3, 7, 7x1, 14, 15, 25x1, 28, 30, 50x1,
56, 60, 90, 98, 100x1, 140 tablets

6.6 Instructions for use and handling, and disposal (if appropriate)

Administration through gastric tube

1. Put the tablet into an appropriate syringe and
fill the syringe with approximately 25 mL water and approximately 5 mL
air.
For some tubes, dispersion in 50 mL water is needed to prevent the pellets
from clogging the tube.

2. Immediately shake the syringe for approximately 2 minutes to disperse the

tablet.

Hold the syringe with the tip up and check that the tip has not clogged.

Attach the syringe to the tube whilst maintaining the above position.

5. Shake the syringe and position it with the tip pointing down. Immediately
inject 5 — 10 mL into the tube. Invert the syringe after injection and shake
(the syringe must be held with the tip pointing up to avoid clogging of the
tip)

6. Tum the syringe with the tip down and immediately inject another 5 — 10
mL into the tube. Repeat this procedure until the syringe is empty.

7. Fill the syringe with 25 mL of water and 5 mL of air and repeat step 5 if
necessary to wash down any sediment left in the syringe. For some tubes, 50
mL water is needed.

B w

7 MARKETING AUTHORISATION HOLDER

AstraZeneca AB
151 85 Sodertélje

8 NUMBER(S) IN THE COUNTRY REGISTER OF MEDICINAL PRODUCTS

Nexium 20 mg: 15945
Nexium 40 mg: 15946
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9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 10 March 2000
Date of latest renewal: 10 March 2010

10 DATE OF REVISION OF THE TEXT
17 September 2010

13



t¥RT—42o—+ (ccds) ofjE |BiR



AstraZeneca 2

CDS

Drug Substance ~ Esomeprazole magnesium

Date

supersedes |

Core Data Sheet

This document contains trade secrets and confidential commercial information, disclosure of which is prohibited
without providing advance notice to AstraZeneca and opportunity to object.






















































19



AstraZeneca &

F15 PEEETEHERRCHRMXEIZET H1ER
— A Y AT = TR T Ak

17 BERERMR—EX
R2EFVIL BT

AEEHIEHM SN TAFRICRDHERNIIT A I BRIV BRSTICRRE LE T, BEHOFROK
RS AEROAREMIZHETT S Z LIRELLATVET,



1.7 RERZGR—EEX
—WB Y ATT Y e SR LK

1. FERZR—ER

Rz 2R 1 IZR,



B FHIUCHIEU @ LI 205

@ArA -« —g fyem I~ ASFNEN O

B FSINIEHA O LX) BB I

o MR TR IR CHiy e
20 VIVN B CEEEE 4 TR

Eifer MR RIS B ikt B praten % . (i o BRI
SR AUTVNE SRS+ R | EHOTREE T XERE S 05 | o e LR B | whma g avem (oo petomio
[ OE | EHEIVUHRH - oLrdf "WHERO [ o B ik 3¢ £ o R
WO oA - —go3m A~ ASABL | HRUSH HRXERE  ASFMER | 0 inA - —g 4ye v sl o | THRXEHE 2 A HERRY
WURTZERY | (A LEHTY "HURTGERYQ0H ) Tyuosy -3 uT[07 el b oLy df g Ipuosg-108uloZ
G HRGIFUOSTIT-PSU0Z “FEEH | HgIyuosyg-18uIo7 * RELFURM ‘WWHRYERYIONH FRFRHU ‘WU RG LY A0 FEFHUW ¥
Y CERERS CEREEI T CERE | RS0 C SRS C gEiEC | f TYENSH CEEREE T CEREC | F THRESH THREE T CEREC s
Sw 01D <ST HAO ‘ST A A-LL> <Bwor> <Bwm Ol AF L8> e
Swog “Bw et - WP EATH T ®HE
Sw gz “Swor - 34 Sw g ‘BWSl . AR LKL 8wz ‘Swor .3 Swoz “Bwor. v Lg | - U
uw
QJ&E N €402H00 o,
e AN N §- O T fu&ﬂ/«m{z
® w)  bmmmowo w 0 - o8 L_/z m 0 ‘_,Tg..f
N N HOO OH L o e
&9
¥
RET Y BT WY R WY BT WY RL |
H 21 & 21 25 0002 : 25 8wz
HITHCS=H200Z: A0 | (H 81 | 1 1661 : SiM o IH T IE T2 HHS
H 1 & 01 g5 L661 HZHOLdpT661: A2 LKL H6T i 1 100T : 25 Swol — D
priace i 4 gyl
HEXH )V f—T BN WET WY HEIERL kAL ¥ L HEyHuykaslxsL | FHS
Swoz M &= (130 0cfE S1BAO A OLL & Swoz [ SWOI YA LLLAE
Swol Iy 4= (13 0E[ SINALULADLL L 0z I BV—L LXK Swoz g SWOl 2 LUT LAYy | AL
TE s s b VoL el (ARG V[ LL A F AT G Ak 2= L L LK (5 Q_M@
E—-TEEEDL | ¥

T LAk f 2~ L L LK T B —

FH—

B LT



T2 EHY

COBRMRITARLHE "DOTLET

SO EMRRATS B SOy
Sw 0Z@

AT
VBRI S S RS O R &
TRHGHEH (oA - —& Ly i~ R
NATE FHEERAC S BB

°q 2 ¢ LR HRE Q@
TS VR ek 2 (GBS RG] (1 o A
g oyem (i MEGEREA VLS Vo
LR PP TSN [ IR
AATLAALT
TR B QMR (A - — 4 43¢
= (IS AR ot (1 LTVIN BHLE
T (C¥rmBOEYO (o
A =& oyem (I LA E BREGL
CHES MM @ L X IBE R "Bl (0
LTIVIN B) R 245 Y O™
BRI 2NHLHE QLOCLRET Y
LRI P NBE CEHOEY

1
Sm oI

TEREE @ 6 RO OBE < P 2)
HYEH (A - —& 4yes (i R
1TEFHGIEERIAC L ROIBEIE (9
°7 2 ¢ LGl oG
USRS 7 (GRS GHSIEY (0 - —
& oyem i~ VGRS VL LI
R DRGRC 1Y S om AN (LN RE 2= (4]
CAFLALTE
P B OB [ O A - —& £y
= (i~ 2R o2 ( LTVINEIELER (D
SEHOEMOEEO (nA - —& £yee (i~
°2 2 Q- f N PO
S FRDCEEE RN
N T BREHREE O AN SRR
HREIRAURN b o LR UOBEE
B (S THERARE L4 19EE
S OGS — 121X
HHIE O (SN RETRAGR J o Lwdf
°2 2 b e DA BN
SRR TR EIEEEE 1
TEEHREE GO FERIWR A (A
¥ LOFHE QO WPHANHOTSE - W
SGOYRER OEEIGEF
FICEEIE O LSS 1A Y LEHY)

AT TSE
PRGBS L RO O BkE & X 2)
HUBE (oA - —& £yem i~ CERIT)
I B F SN ML A @ b X VB R Iy

°T 2 C LR 4 oG 2

QU ik 2 (BECEHEY (0 A - —
& ovee (i~ MHgEREA VLl VK
R BRG Ry I o= AN LN fU AT T
AT

THRITHEH OHSIEY (0A - — 8 43¢
=~ RO o TIVIN L3

AT T

PG O B3O BE & 2)

SR (0 - —& 4y i~ R
YAE PHENIBHIM G b X IBEI (€

°2 2 C Ly RS RN o2 T

SUR k2 (GELCESE 1o A - —

& 4yver i~ HEREA VLA VK
SR OIS TS RS @

ATAALNTE
HRITE B OHSGIEY (0 - — & £y
= i~ AROER 2 0 LTVIN BigE (T
B&om
HWOBHO (oA - —§ 4yemfi~ T
°2 ¢ LR EEO

HEGEF PG, RN PR E
TN PBEHR RGN FIEI
FREIIR b o LY HIQOHES
B QOIS THERERARE "4 (U

<
Gt QBB — +RIXCEELE
CUSFOR G REITR ynLydf 1

"BHoT
BE
£ B
NEE

- K

) TuosF-108u[[07 Y AR
Wi CEENRS D RGBT CHELE
Faeid (17465)

B HHGIIBH @ 42

BRI IR TR
s A LUIVINE CHEEIEE 1+ CEERE
oy

GAoA - —g 4yem i~G AR 0
fHeg Ffuost[-108unio7 FECLTIYL

it CHEMRO M CEEEE T - CEREo
<0¢ WAO “0€ VAL IK>
EBHOICHBYIA T £ 1X2)

BE M MR RS
SR NLVIVNE CHEGE "+ "HEE
[ oEYy

E L LB A @ f X 21 B I
B M EN IR B B
AN VIVIN G CEEMEHE 4 T E

[ Bk Co FEIY
s =& gy I S 0
$H) TUOSI[H-195uI[07, AT R
wOCEENRS O CEERGEE T+ CHEHE o
<8w 7>

@finA

E R OIS S p X0 BB
o CMEEERH R RS CHiy
AN LUIVNE “HHEE T4 CHEE
(e o By
oA - —ggys i~ o
ik R et o R B — AR X Bk
B UM EHETH U] oLy
4f “HRATF vosiH-PSW0Z Y ELFUL
W CERRS G YT+ CEHEe
<Bwozaa s>
E PG Y A & L DI B

TG i Al Lefr

UL Lf L

N Efk K

BNT QAN L 2L LA LT

¥
GHxl—

BT EE

-

YT G A Y 42— L L LA LT Fl—
EH—WEEEE LT



ff) SwoovEl MUY "ORAWIGE | AR kan¥Y (£ 0% (ML) SwosL <SWOC> | YO AMAUT “HEHOEME L G
BEHERLQUNET DA yany | B R@HNA (A4 L SEOEH O LEMOBMEL | BHO(aA  —F eyem (S TAEH

L4 "Gy L EFOBMEL EHIH I
i ZHeo (W) 3w ozEIYL1 R <A
raov (£ 0% (W) SwosLE 1.1
RN A ([ AARTL BWOIETILN T
TG AN AN =L L L LRIV B
HHOBEHO (oA« —& fyem i~0
LGOI RREY CHE ek

¥ S EROBEIE1ZSWOIEIY 2
TG (N V=L L L LRV CEE
TWREZ BFY 9020

S HEFOFEIL

H1ZBWOIEILN 24 i NV — KL L
LRI B VR ASE IR
QY GHYUCR LT o W2 - BH °F
WS % S R EHEHOHEN T
EIZHI8W OZ[HT N 2AY "FRIWEI DY
S EMOBRESQ R CEed 1%3w oz
TRIXSw O1E T %Ll KD Bt
ZI2N—gAAR LA L “UE
QL IEFFOILRMES CHE %Y ¢
RO 2 Y4 OFETH 153w 01
O 72V S B OFETH 1% 8w 01
HIXN 274 (1 AN—L L L LRI2VY
W OCEE RO SISO YRS R UL
FRGF RO

LRG0 EME

ORI EEIGHEE — 4 O R BIENS R R
S CEEE CEE CSY ¢RowF2
© G 3 OHHIE T H 1289 0T[E T G P 2 ke
G SEFHOBEIHIZSWOIEIY 7
TG i AN =L L L LRIV M M
H4) AuOSI[H-108uT[0Z

DN RAU—LLLAALRIDIY W
2%
OEBOEYEO (0A « —§& £yes (1~0
° Qb EFOFETH 155w cIE

DN RU—LLLLALPNYH R
(¢ OSTBAO ‘ST 2L L)

SGO U ¥EE OERGEI T RN ERE
G LSEEIFETRFYT S J 0 Lo
‘oS OBETH 1RSwSIE

DN RAU—LLLAALRDY R CEE
(£20$135A0 “S11( 2

L) B% e QEEGE X
HREC MG (A Y LEMTO
*O b ETO RINTYE

@ of¥y Y eEMOFETH 1 Z3WIE
DN V=L ELLAALRYY S
(€ 0s1IA0 ST/

L) SHOTUWFRGEH Y 900
°G

RO 2L EFOFZIWOCEILT
“RIBEOEA LK YO b DIEE
THIRSWGTET ‘R ASE IR O ¥
BRI LT O WR YR - 2 29
‘LI HFO EHESHE

& oYy g pHFOFETH 1E5WE [H
DAL ELLAALRYE T HEr
BH Y EGRU

CbE

0o REBEORI O HEHET T+ 2R
HSTID MR O “HEE CHE kY
° G AHFHOBEIHI1ZW oL

EITH 1240 [ 2 [E€ 8w 0™ 1 ). R A¢
—L&=0 £QF (W) SwogLET .
1 QUGN A [ AR xR T L SWOZEITY
UL L LA ERIYH CEE 217
MG AMIUT REGOEN L PG,
BEHOMoA - —g 4ty i~ P53
(3O RV PN = R UG (WAWANOR- .1 2 2l

AARARITL "—gAAR LA DL
L IWT ZEZHT (B
L) SwoopEl MUY Y RARYI T

CELERERD QUNET "RAA 2D
Y (&4 " “GLEXFO0BRAEL E
THIMSHM Z[¥Ew (WiL) SwoozE 121
FaReny (£ 40N (W) Swoss
BTN R HHENA ((AART L BT
EHI2N RAU—L L LF KRV CHEr
HBOBYO (0A - —& £y (1~0

T4 TEFOLER

By CHE G L EFHOTRSWOIE
THIDN A=A L LK ERYH CHE
TUCA Y B Ry 93¢0

°G b 0FRIW OT~0IEITHT ‘R

D NSF2)H BRI O A AR LT O
TYHE - BEHI9R L350 ERHE
B8 CHE ‘g¥% "o &3 U0FRSW oz
THIDXN RU—A &L L ERIDIYVR “HE
R Y Lo

° Y $ 7 EFO2 R ORI B

BT O RRIESRID EENE D1 gL
B CBE %Y ‘o f&3oHRiwozmE
THIDN RAU— A L LA KRV CEE
ﬂm&ﬁﬁommzm.uow:m:ﬁ

eEW iR baO Y (& GQUGHNE (i
AAXETL “—HAAR LA DL
4T RECHT (W

00) 8Woor [ T “NAY "RAWYI DY
SEHMEED QUNET "HAsany
£ "% " H5¥O0FME L "BTH
12l 2@ (W) Sweoz[E 1 21
RALbenY (L 40N (W) SwosL
B 121 @A (AARTL BUOg(H
12N RN —(LL LKL ATRIYH B
EHOBHO (oA - —& £y (i~0
COAEHOBETH 1 & 3wor [H
IDNRN—LELLE ATRIIYY SHE
ikl 98- Co ARV B — R HERL

B & ARG SRR oLy dfo
b EFOLEME Y CHE

‘G% "o LEMHOFEIE 1% WOl E
T2 NN =L L L ATRNYH CEE
WA EY EH)Y Q230

b OBEIH

1% 8w oz~01 [H T “BI2 ASE BB
WEGHWA LT G2V - BRI
CLHEXOIERES A

“OF¥ G AEFFOFE T HE 1% SwWozH
IXNRU—LELLE ARV CEE
WRY R UgLO

.
TEFHOLEEE 9 MO GHYE 1 .
FRE S NLHAWE D “HEE CuE
‘G COLEHOBETHE TR SWoTH
12N RU—LELLALTRDIYV “HE
%mﬂvmm :om_:m—.uowq_:oN

DN RAU—LLLAALRIDIY R SHE HH
SRS R4 EEE o B4 o gy Bosy[g-108umioz BHGE T SRS RO ‘BENE S0 CERIGEE T o
3w 01(D) RS AT e <Swor> <BWOI A LT LAxE> | R
AT TIE
TGN V- L Lfr & M—L L f AL U=l Ll XK RINOT QA g 2N~ L L LK T EM@
B -l Em ('

T (A% ff 2N~ L L f (B —
WL LT



*

NG% e LR EEEMOFERNGHECH
BWwOZET MUY "TRIEI T
FOBEEMSNQR [ECHTZSW 0gEHIR
AKEBWOIET ~SGHE LD MY T
N—gAAn b Lyl AR °G
SO EEES HE gy "¢R
QR 2L EHOREIE1ZSW 0ZEIL G
TV QG OFETH 1Z3w 01
EIXN T4 (] 1= L& L £RDY
B OCEE RGO Y E YRR
P I

Qb EHOLEME

ORI BHEMGHEF —+ O R MIESRID HREL
By “HHE CHE GY CgRo%I 2
& 6535 OEHE T H 128w oZ[E 16 X 21k
“Ef R OFETH1R8W OIETINY 7
T fVN—L L L LRIV CEBE
$rxg Fpuosig-1e8ujjoz

‘EEMRE I G T - CEE R o

8w 07

CCSEHOBMEL “H

H T2 R EBWOSTET YT 21— A &
=y ¢ (Wrr) SwosLET1Y 1 7 iy
WA (AA XL BUOIEILTITEL(
A=A L L LR CRE SO
TEGL AN IUT "REGOEH Y 3%
HEHO (oA - —f 42 i~ TG
BIMECDA AR banx ( £ oQF N A [

S A EHOTMAL A

TH I Z[EC8W 0sZE T L 24—
L&=04 LQF (W) SwosLEIYN
RN (AARX DL BUEHTLT 7
V=L LL LALLM “) 1 R
A IUT "SGR N L WG,
BHonoa - -—g4yem (i~ P25
ez bany (£ QWGBS (1
AARXTL ‘—KA AN VLA O L
G WT RECHT (W) SwoorE

1 "33 "9RALWT 2 LEHERD.
AUAZTETF “RIAR e (L4 STy

R
BENRE
U “EKEIE

Swpz [} o

Bh5¥

ks L

03 | o013

<&%>

G LEHOFREL

“[EIZ T2 ] % € Co 8w 08T[El 1 ). 21/
—£&=a €W (W) BmosLETD.
N RGN (A4S L BEOZETL
QVN—LELLALERNYE CEE D17
HWELG AU T RIS GO ER ) UG,
BHoiod - —4 gy i~ T 2E3
et bany i L gOWHGHHN A [
ARRTL " —FAAN b LANAL DL
LT REIZHT (B

) BwooplEl ‘133 "gRAWR D
CALEHEED QUANET "Ry
YU&s S L5 0TRHL "H
THIME ¥ (W) SwoozET121
A eOY (£ 40NN (W) Swose
ET12 RGN A (AAR¥E L “BuQr
EHI2N AU~ L L LEERIYH “EBE
HHOBHO (oA - —& £yee (i~0
°G pEX OFRSW o~0IEIHT “E
NSV REEH O VR TR LB (B
ZYE - XEHI9R LI GHOLEH
WS CME ¥ "¢ HFOFRIWrE
THID U= AL LA BRI @
R U o

°Q b7 F3FO2 L EORID B
BT+ O REESTID MEHS 0 CEE
B OCHE gy "of &30 RswozmE
THIDN RV A L LK KRV

BHo oA —& 4yve i~Q PG
BewiRrlrox i £ e QRGN
AAXEL —EFAAR P LANRA DL
‘gL TREITHT (W

[0) WOy [EI T “ A3 "RAWI DY
SEHERED QWIET "HALbany
(£ "S$% L5 UBRLL "BHTH
T2 RS Q@ (W) Swooz(E 1 21
AV enY (L 4QN (W) Fwoss
[E 121 2@ (A4 T L Fwog H
I2NRN—L L L ATRINY R CE T
HBORYO (0A - —4 £ye= [~O
o fEROTET H T % 8w (H

T2 RN~ L Ll ARV S
ik B o ERHNEH B — -2 2 KRR

B O ORI URS o Lydfo
‘b EFHOFETH

1% 8w oz~01 {5 T “EI2ASE2IRE O
VEERUWR LT O PRy - BRI
LR EOLERE S HE

‘oW CoLEXMOREIE 1% SWwozE
IXNRAU—L L LA AT CHEE
VR R WAL

°g 4
EFOEHE 9B MEGE T+ "o
RRIE S N2 HENEE G "HRE CHE
‘W G LEMORETE 1% SworH
T2 RU—L L LK ATRIDYYVEH BB
%%Wvﬁ Gmezmuhomz_:ON

‘EERE g CEEE ST+ CEEEo
<BwWOT A AL D>

‘o LEMOBLE L "HT
H T 2MHE 2R Q8weszE T 21 3A—
LE=04 0N (W) SWosL[E 121

ARREL —fAAN LA nL oL EXOFELL = FH4 TUOSHIF-Io8 W07 | 2 AN A< [ AA T L BWOZE T2 7

*G b WT RECHT (W | THIGuE R (W) SwoozETY" TEEMISI T CEERSm CEEIEC | A(—AL LK ATRIDIYR BT )12
TLOfN—LLfr & V=oAL A= Lfk GENT QA G N L L LA LT EM@
-V LEI | ZE

GNT G2k 2N L L f ok L FRY—
WG L]



WO Y AGTUA LT (W2 W -
B) OR2.¢7 2L EHEIHIZIW 0L
EHI28GORGF - WEBONSEH A
EOE O NS O R IR T
°C

RAWYT 2 G AG3HETH 125w OZ[H )
SLOHNTE - HEEHOWEG N FU¥k
B D ASFD1EL o $ag auosT-108uTjo7
‘EERE G CHEE T CEEE T
Sw 01

O LG
MR, SWCT 2 g U KR by
HOugIHTHT "REg3¥0Swog[E1H
I DS IRESHOFRI LR (D

(35 ao)

W NL G

GV KR, SWeT 2 gL k)
hEHFSUCIE T H T “RIE350 8wog [
T H T "2 NSk R O R IR
(A LK)

HoT
HHe
-3
NEH

oy

AR — g :-o

gz o <]

E¥
SUREHIE
@ P2
iy i
T
e QIEA]
&%y By
Z LTV

E %
R
+ ERE

112107
BE¥o o
A—5z
VB (~G

Lerigdd

Swg - o

E]
WREYE
RV D0

Swioz
~0I [} o
Swpe

R
Hehig) 3%
FEY TR

¥
BRI

#
uosTg
-1o8uroz
‘gt

A EFOFRAE L “EHT
H 1M ZEEQSmoszE 12 24—
L&E=0 0N (BL) 8wogL [E 1 2.1
RN A (AR L BWOTET DR
N—L Ll ATRIDYH BB “2 17
HE AU R HOER L ¢S,

V6NN~ L s &

VWL L L AL

Ml Ll

BYNT G Ak G 2N—L L LA LT

B
GHRH—

B R

| ¥

GNOT AN g 2N~ L L LK LT FBY—
FE W EEE LT



(BigEmo TH R )
BEOLEHRHAEWVALL L L T

BFYQO
FEHWOTBHRC L NEHOMY 1
(2 2N HHEIEFOY)  [25])

(BEmo THAJFEEY ).
FHOGERZHEWVALL L T
BEECRO
FPHWOTBEC LXNEHOYE 1
(R TN HEHEREFOYD  [23%]

(Bigmo TH4JEEY )
BEOhEHZEEWA AL L5 L
SECRO

FUHEOTEE DKL OI¥
(R ARSI EOYD  [85%]

T

T

B OhEHZHEAWVALLS L T

QEPHWOTBHY T X)L HOME 1
(R 2NN SFERIER O [33%])

(Bigmo THEVERY) )

R

ma
£k

° (HigEo ¥

BB ) NS G R EE
QHELFEBYN “REFETCH 108w 0T
By “S$H °2 28R 2 2R
2NBS QR R D TEEBU R
£%o ¢ GXMESI9 R ‘EH 1%5wW oz
[ TR X 8w OT[ET ) ) R ook 3
O HHO T N—gAAn Lk
L AR ° OCUHNSERE LD 3%
S PA—gAAn LA 0L H
HHMOLRYRUE L (B2 -
) ¥ROWR T ELEHETHIZSWOT
ET2S % ORGH - HESOWEH 1
FUNE D SR ORI R T
°Q

RO 2 @G 3ETH 128w og[E 12}
SEHOWGHE - HERHOQW LA F0¥
SN D ASE2)BEEEC HEH) I UOSIH-IOBW[0Z
CEENRE U NS T 4 CEEE T
sw 0Z®

® (HigEo

RN ) WS W2 S
QHED BEEWM “REFETH 105w g
By "oy °3 2R 7 2T
2 NG G HUR D FTEIEHI R
E4%o (X MES9 S “HIH 15w or
[EITR X 5w O [H 1] X2 E W R k3
BT TAN—AAR LAk
L CHE T OYURSHL G ¥ &
I A=A ARV LANAN 1 L “FH

(BiZE O
MEROTHE) ) °3 2RYEYE2 N
X QUYL T G URAM D ¢
FHOFHO XS LFED. M O Ry @)

T i LY=L Lf L

MU—LLf AL

N flff ¥ F

BNT QAL 4 2AU—L L LK L

¥
fHR—

H-WEEEE )

RN Gk ff 2~ L Lok (5 Ya—
FH— LB LT



SERHUMRAOFREE "Ll g T 212K
TRAVCITME R B R 902EE (5)
11

EFERI UG 2R LT L HE
% ZYEBYL A DI CHIS L) ch Bt B " h
RS BERFYRNS G LLH G
UGN CHGHE U RECEROE
SEFOFHBHEV—c L “HEEY
UR R LBECTUROITCL
ANBFEARLOETOHBHY "H¥ "1 2
TTCUNEANFF LT O WRYE - X
RGNS O ETRWR ()
" EFEE R AT
TADPRERT D QL LB O
BT RO VCITWMARY B 904
THEMRSH CERES T4 CEELE (9
‘R CLUZEWMRGER L

RGN chZHERHUNSEG AU @R E
¥ AR TN EELI T CLURTYGHE
VFFW - FECHLW LN " BEH
PN EAT "R AhEHFOEY (©)
TR
REEROLING B SR R L ]
MW 2B U@L (1)
wEoﬁ@

BERYFELEE T

(gm0 [S3o~2ud) ) Zge (9
[ " ReFHOIY

o FwEml) BEeQROEHEN (@
FEQOHYHWOTHR LI (1

° (Wgmo TEROWOY] ) R
DL BERETOHUNGROHR L
UYL EUEMH O IWEE N8 %
WU QEeHHZNOGT 1 RHZ
FEIN 2 ZH R P ETYBER "R\
CUHEFOTMWMARZERYIQH (P)

CATREE T T UG 2B I

S £ B3 2 B UL A N CHIG R ch 3t
W OGY PR AT X BTG
ETH RS oUW 2 [k 2 T e x
QL3 0 TTMREIHRCER 2049
T LI O YL CE AT YR 6 T 2
HFFOSW TR X BwogHTHT ‘YR °R
TCLERCTMROT 2L TR
MR OET ORI, Y 177 2% 4
FEHNVXNEHE LI 0 2WE - 32 R
QNS DNFE O X G RUR (€)
AN EE

23 TASARIDIRESMH D 0T
A RSEHHHOKY "RE%Z LHED)
SHES G CEEEs T4 CERE (O
‘RIe@a 2

2V B OGN T G 2k 1
EW01E 1 2 EEETI D AP ()
BRIy FYEE T

(5

GO 3o~ 2iE ) gdE (9
[ "o@sy 7 = QLR

i Y oY) BEeQuEEd (0
FECROBPHOTEIHIE (1)

WEHYRBHLENCY "BE4YUg @
QD FHHPOTWOTHT Y °R
SO EMERZEND N BZ2S5ETONT
‘FEYOHER D DA IR O DB
gt °R 2o LpBaShE) SworH IR S %Y
UG QYD TR OSTOTHT (€
°2

SO LB REEXEYRNE G YUSR
R R 2 A LE I sCHYEE (T
°R TG LB LT OREPD.
N2 HHBOLT "FPHOKEE (1
RIS LERY
+2EEOY: AT cE4ER (B
2ETUEWMYCIRD) FBEH e
Lo b EHRIEY I THE 2RO
FEETUGE LT O W R - 3HE (6)
°R 2tk ST

QOFHESF 0 TREEEH “LRLE
FEEEH G APPSR R B
BEYRTHUANGL OB OKE (2)
TS ERNHUUE

TEEH B LR R 2RI T
BB QYN T 290 WYk "8
WL 2FH RO CAL@HE (1)
ERHYELEE T

(8

Zuo [FFo~54e) ) FEe (9
[ "LQUXFHR>ELHRAT 6
Q2THEVH] FFZQ0FHEH ()
FEHCQOBEDHOTEE A (1)

R LBGERRI QY
£ 0 G RERREFTOPH L ACFEEY
Oz " LZEBYUEEHMOY QR "HEH
YUYRBECATOHEH W "R @
BMEYRBHLRINGE 24U UY9 @
B EED TR Swoz © 1 ALY
ol el Swor H 1 RIS % 3
UG QR3O O SWOT H T (€
°3
TOSBERERUXEYNSGYUR
Wk 2 UM YR (T

"R EMEREH ORI,
NEE2HFHIOLT "BHREOER (1
°72
CEERGEEOY "SR TV EE
WR 2N REEAIN G L YERT
YEEH AR 20 b I "U R °7
SQLERCTARLOI T L EHINEE
MNP OBTOREHPHRY 172 2¢ 4
FHVENEFH L 0B RWHE - 364 "R
QNG BEMHOYETFTHWE (T)
°2 QL ERIHHHE

CEHEH CEIMT CYUR PR Io@IL T
HE QPN B AT HGL AU "2
WL 2EH RO CURHE (1)
BREYFLEE T

(i

ZEo 1§30~ 2de) ) gue ()
(BigEo @k ) [ °¢
RRUZFTH >EQHBLT "R
PR Y] BE Qo8 (O
BEECROBPHOTBEAIE (1)

2R
(22 (2= (22 (22

CLEWATMANANERON) ¥ 1| CLEFNEMEUNERON) FHEN 1| CLEFNERNUNET0OY) SHEE 1 | oLEMNISToY) sxEmg 1 | THH

(i e

T4 i SV~ L L & ULl f AL U—L Ll X ¥ MGENT Ak f 2~ L L fod (T EM@

B E e I 2

GNT Qi k g 2~ L L LK LT R~
FEH W EEE LT



N REW 7 AT A RIS D
ONL2 G RIEFHH BT "RYve
ISR S R T CEELE (€

T CL2EWRGER

QLT hZEFHLUNSH AN QU@
B AR CNEBEUR T CLUREYE
VFRW - FEOHEW CHFD 1 BFR
2138 FMW LI h oY ()
TIZRAR

VB QTN G BT YA W2 S
B RZEERID. U@ S (1)
Sw 0@

PRI LRSS T ZERO
THHOFHYELYE “G3¢EE 2%

LU REEINE A LB OME O U
QU 2IESEY TR Il 2EE o
EHOGOA - —& gy (~ZEY (L)

"R SMHRBEFE O~ EE O
@RUGUIY S ME O INEE "R
SEHENLUG GUCRIHENORTF 1%
BMEHEIL 1R ZH 2P ECYEERE R
NCNHHOTYPFEF BT Y I (9)

TR VRS
OIUZT G TAFEHIBYM "2 0BK

12 LW BIHG T VMR RO
NHHAWNHEOFEHEY " FHEUCETHOK
¥ g% AL EHYCOBHE (T
YAHTO UQRIED) 2 2QUL 1B G#

R LML TR EROT
HEOSHANELYE "FHEY "IHT
VLU RFENEX NROMEOW UG
AR 2SI RIS O AR DI o B
Hoind - —g 4y (~ZEE (9)
CRTQLERHE 7 TV EWHOQUT
0 TNHBWIBH "2 0L 224
W2 YT P 218 R0 Bk O ThO W EkEY
WHOFHEY "HEUEFOMY “FH

°2

SOLHHY coMBE (TYAHTO L
@RET) 2 2 QUL E G eI
FHOEWYE "X 0 T 2NRE "R
CRAHGOTMUARZ ERY NI (5)

RSB REROT
HEOSHANELYE “HEH "IHT
VLU RBEIEX MR OEEOH S UD
B DBESHEY TR O B AR o=
Hofind - —giyee (~BIEY (S)

°2

DL BEZHR O HGLGROW R
ASULE EFUNMH O AWAE “RE
BN Q QB RO R
BHEILN I ZEH ZPECHRIEF R
VGBS OTYWATY E R Y 9N (T
R LR

2 TWHLEHOQUT 6 TAFTYE
B D OTRET 2L BTGP
D RNV ROMN T EEHF O BHRY
‘BECHERHOMY Sy 225
TOBEHEZ (TYIHTO LLQRED) 2 2¢
VWY B G TFUAN O 55 UR
B LB G TRRRRNEIIEH (T
R LERGAEE

O NG LRI IME R
HEOEFFTWRBGET Y0 (V)
. N EBRWR 2 CLREY
QEE CERE CERH DI (¢
R LBERI QY

& 0 GVHBG L EBOMOL AT 1KY
X " MLZEETWEWMO R "Re%
AU RBEEATIOHEE W "Th @

CRLCLHEBETRETOT
HE O HYBLYXE “GHEY 2§ <
VDU RBE RN NROEEOWH U
B DI RIS @ B D (O E
HoioA - —& gyee ((I~Z[EY (P)
°2
LB EREROHALGBROWHR
AU E UMY O ERRAERE THE
G NN QBB RNONT 18
B¥EILN TZE ZRE T YR SR
VGG O TRWART BRI (T
T LMWER
TR EHOIUT 4 TASEEITH M
DOYYLYR T LW RIS PG
HENVROWOTNEBRHEOSHEY "%
By "9 320 L5HT
OUEPZ (TWHEH T GALQEE 1) R3¢
UG H B G TFUE U3 Co o W A
E (b 6 TARBRINEIIEH (T
°R 2 LERG A D
O "RSEuC LERRIEY I IWE Z
HYOFHTMWRDI LR YN (€)
SN RBEET LR
HOHFUHE "WEH CHHTIHEY O

Tl (N =L L for £

M—LLff "L

Nl Xk

BUNT GAK LG 2L L (T

BT

| %

BUENT ik g 2N— L L LA LT FT—
R —WEEEE LT



01

TURBOI VL9 Y8 0| Waeose| |[Gacaiony] JokEs] L2210 ...z
22 O R | 45k g 2 Caw SeeaR
e B R TR BB - a7 4| || Fasm o e T AR H
Ml P | = S K (| S o x S
o G WS M °g o
WUTET L W sk eumBll <k S
RN FGaTAMYM| S bWMEH| oL e
EB BT WRCHE Y| YONERT| <sxES Jopgiopes
HiGE 0| “gewurst| c=£bog 2y R
ST SR | srea e zay yos 2
TR QY [T S| —A Lo 2N ) S b SEEIHE N G @y (BB MMH\MMM
oim TWNOYT (0| TTOLHT (A ) R Sgpe| <G
W2 M1 ¢4 oerael wEBETo|  wukx|| [eura o2 m@2| yoeen| 2o | [HEFIRSTEZW s
WEH CIE _ e ey| vvings| vinsg|| |wa eonsEow i M ORISR geas
TseHERAE 0 C@EI2 - EBY QNI EEE 1 = HLAVDR- -+ AN Al o Py
TR 2 LETWER) SPSLS g ygertos °g 2y @ueuE| cgewz| < | (BE RIUM ce@w| L)
REHB Oy | HTSEER ANRREL IO (Hlewz 2o e Mosiordaogsm| Topmy| y==2 2. 610TdAD EEN = S 6885
L | TR sosE | ||ers 1wl memaew MBFEROSHIT— 0 4| BB v | | AEE 0K T 0 7] RHABOK 7
& m%ﬁﬁ%ﬂﬁwvmwm&\av R |0 F £k L] 7 r ksl | |4 somERiey| oguz| yass]| [ EOMUAITHEY| HOIUT) vaLs
> HE2 3 . t . Cralat ' y
A - A .mxﬁﬁm%@ S DAY - H5 .m%ﬁ&mwmﬁ S T | hom | s
& QUL SE (R 2 LERDIHY) B © (R LERNY) BERHW O (T2 LERNY) ERHE ©
@4 FE LT °g
ALhHL VATRER] QU] (&4 E— va e~
et | | |22t oaw| | |wnosdmemasl  vaw]|  (of||zResimeams  Cewd|  («
o s WONALH L L | UEXHG L L L WPVALL L L ) UZSET L (-4 WOUALLEFL | ULXET L LEL
HWHERGCHB O | AL A4 LI ACELL || | SR RoSEY| SR 1) B ABHHROHE ERIHY L) B | | LDCEROTEY| mRTHE ) B
L RLEH | oy | | |24 LG0T Y| OBy WA | |WUAEs LG TN BB @R | A6 L0 T OB WA
MY - | e | FVEE | | | YR SRE oY | ALbsL| (has| | |DBERCEBOMY| A LA SL| thoL| | |YIUREHBOWY| A LbsL| LAGL
A F=tc T 5 . HLE S 5 . HLER . AL ER
(R 2AHHI) mﬁEE\mw LY 8| Tl | sk LY - 8| P, | s LOEY AW | Tt | ST
@R T LI X PR MO (2 AT B S (D (R AL B SgHE (1) (R TR BHE) SRHE (D
# G TN MRS EE Oy TR 4 ‘2e ‘2

(BgE0 IHEWE )
"L UY @ECHHEO (YVEdAD)

@ 2 LR X B 2O R B
# O TRRNRHREEEOMEY YR

W LRI HRIAET 2O MR
# Ca TAHY GRECEL Oy TYE

@R LZRRIBRAET 2 WO EHEY
# 0 TN HHRCHE Oy AR

PYENW (6TOTAAD) 610T 0svd U RN YVEdAD RIK U RHEND. PVEIAD $H—0 . CCURMYQ YVEAD BH—
7 — 0 4 N LEERRHEN LRI OI¥¥ | 6TOTdAD RNV AREIH . 2 E R | W 6102dAD FEMMMAHDO 1 I F “RiEY | W 610TdAD EHRYHO N1 2 E "Rl
WY ER € B ER '€ HYEH € HYHER €
AN+ fep & MW=L el AL AL g A W T GAK 4 2N~ LLLA (5 QM@
- EEE | ¥

BT (AL SN — [ L LA LT T
PE—WEEBE LT



It

W P HOHI ZH] £ F ZAE]| F ZAE ~
¢l ccaws =fa=
UG YEWI T 4| BORYN °g °g £=
SH2GVEdAD 0% | HYBtsE DNV REICLLTM| R 2G| £rok
6IOTdAD &Y 0| Y Xew)| A4 WL WU b e F [
ISR — e 3l oty £oad | |EEeguwD o To| BeTor| a—rx
PPy YRS HE Y| Fogu2| <caL
YR ‘G 2
g pem Q4 FFHFHTO °g
R 1) A—pd= Ly F | @R e
£ T A LR O —| R T
WL=L£F Aty Fat | Yov—sg| st
L& 0F YR CHE Oy L4y S| =4y S
ABHIO R >
IR -
vewsE W 287 7S LET AAxE
U LB Wt G HBAWORSREE) FRET| cqpx
TUEVERTS T| W Hd DraxEs 6 TN 2RBOW “
HYSEHOBME| —£bok| L4k oy
° - RELLTZ
e
. ET %
@ b T R T ¢ .
U—f4E LN & | @R TG ZE| BWO¥) Mok
AdT ey Lo | Por—p| a—al o
WHHRECEEOEY| =49 »| =44 p SoLEN
°g GEHNE
@53 2 G LET S B0
e BT ] TR
w2 k| =g pm| < AW H
_ OAAXESGT M| 2O ~ @D H
iwmﬁpﬁalxnhxhvwmm oseasa| | [HunsEeomy| Foquz| cxra Mwwmm
R 2 OLIEIE ey onsEE| < = °g NV
°G@ RELG RUTHE
N TNNE °g c SETeH “ CER
WEHBNWOISE|  @uRPM| =LFog cgga| BdWOY| mww GhigEo g %R i
2] B o THE grerry  Ca—s | [mynamonymEnyl Yo% (ogg W] ) @] HAUTHE Lova
T V=L Lfr & V=L LfL AL N Lf A ¥ NOT LAk G 2L Lf € (T EM@
5—YiEEL | E

BUNT ARk g2 AL L LK LT BH—
R —WEMEE LT



4!

vy
BE
—4-+ ¥
/i E
gl c4x
CUIFEEIT RseUr| 2 VoM
G bEBY (VVEdAD| Qb4 H suyor
MY 610CdAD) #4d| CHPHTW| I8) 44
YOy CRERE | URPHE| x4k
LA GFNKLE VA BYONY| 4BV
°g
@EVEXF
G BT e
ey HBHTWO| VALA
M RO P TR A LxL] ALE4
@y
ob| Ce@eu UTEZ L
LTNEHRET O Fore s . LseER) Bs
MR OEEMA A 4| B2 Y0 gl @y WAl ¥vaL
dAans CaTAR 2| mEwaa| gl | |HERHEBOMYPER L2k Foack
CLEHWE610TdAD]} £ Ang| dAog QUG YYD °g
c@w G4EWR (PYEIAD| DxeUT ok
UIEG 5 W 61DTAAD) | & -b-UfBEs¢
RE NG HEERo| onv0A| A~k
@ | dhmoa AL EF R —Af (3| TO QY| Lok
TLHA SN —L Ll b ML Lf (AL WL LXK GUNT QA g 2 UL L LK T EM@
H— Y E (-2

T QLAY L 2N~ L f X T B —
FE—EGLED LT



£l

) AL YEREEO T TR

HA @ ST G 26 B ) (Bl 0 35 ¥RYE M BR D A 6F )
EARE "I EHEEON— L g =10y
KR AR a2y (£ QWD [
AAXTL "—gAAR VLA, B L
13[22¢7

BHo A —8 gy i~ UASNES
SHGMAEHL A @ 6 ROV B R I RO T
T BN TR S "By 1 LIVIN o
© (M) ARIDNYER
WY O I T B A S E I B ) (E 0 S e
M ASEANE "R GG FEEO
—L &m0 FNAGYN A (A2 %L
‘—gAan LA vl UR Y
MUY RBECBAHED] (%SE0V) f4hS0T
“thi80S "Rl (HIHWED AL b2y
(£ QRGN A (AAXTL T4
NN —L L L L) YRS ME
MPORHO 1 nA - —8 £y

=i~ LSRG T R L E 0

© (ML)

Ay (%T0) HITHE * (%€0) H
6IET @AV * (%E0) 461l R0
FOZ TN UREEY (B 2AEH
YY) HAHEO (%) [466T “chig
0Z0LIGTHSY “RID¥ENE - MO P MTRG
U@ (%60) F81

HETOHAT * I'T) HITET O (LOD)
ISV * (%S'1) H6TET O (1dD) LIVE
OIPFTGOY "TULUR B (EXZ
HENTEME) HANE® (%17TCT) [4IveT
“thii4Z66° TS "R M2 RLuRtw
HWHEYEERYY

VE gk TuosH[g-108uW[[07 B FU
W OCHEMES T CEEGEI T CEE E o

1] PEER) T2 UG @RBECHE
REZAFEOHTHEE (%16) [481¢
g 16V° €D FRYLOMFTGE ° (i)
e 2 (%T6) ML C (%LEl) &
WERIHHELE "9 @R A8
REZLEFORTEHH) (%505) MLIT
ch0CrO BBV 0. REHREN Y UCELLD A
E ‘R ACAEHMEDAA ban [
L oNHBHNA (AA T L U~ L
LEAL EHOBRYO (oA - —F £y
© i~ S EEGNE T R X B o
¢ (AN AR (%ETD) W

& (%S M RHYERE "
UY @ECH )R SR L OREEY
2} (%T1°91) [49SchliSETTI MY B d
B 3 QEEEEE T RN HEE
C USEVEFRETRFUR ) o Lxdfo
© (B3N USRI (%TE)

B Y (%) WERHYIESE °Y
VUG RUCHAIERE 2 EEORE
MBI (%TIT) [4SSchfgeces Mt
O RN W3 E QEEIEE TR
HEE S Qe MERE 1A ¥ LEHTO
T (NI HEEE) U@ (%F0)
HETISV ° (%90) ET LIVERIH}E
UE QUL UI @R HERE 2 EH
QEFTEHMH T (%TT) (417 TdhgErso.
(>H2WMUATYERYINIE) BHEY
LWMETE ° (SHREM) L@ (%L'T)
ETISY ° (%Y ETLIVHIHEE
SF UG QB HIERE R R
OHFEEAED) (%TST) 6vEdhigS6TT
2RO Y | WYWARYERY S
NAf g IRuosg-1e3ulo7 WY FIUL

TL ARV LAA DL CUE
(HEFoMI HTEH) T2 UQ
QEEYEHHAIED) (%S'8) [g0vchlgely “E)
D (HFHMEO L ey (£ 40W
GO [ AAX T L UL LLKEE)
FHEEH 2 H S X2 2 O P
(HEF o

L SHEEN R DU MBEREO W R
NI UG RECHINEDY (%TES) g
CLTHLETSEIM TS “R1D. (HHEEQ ~
Alany (L GQHBNA (A4 X
L =L L LA K LD M E
HYOBEHO (oA - — & £y

C (i~ QS EREIE T R X KRB
(EFo2L 2@

) LU RECHEAED (%607)
g6hg9TT "R YU UCELED RABEH
U R By 92df0

(oM

IHBEEH) "TU2UGQECHEE)
(%L'€) S chig)S Ev° THENS THSH O FHE LT
(HERTH) FRF RGO

(8

FoHl PEELONTIL RHME) U
@25 (%L00) HOIETNAL * (%80°0)
PTIRE  (%60°0) HEILHE © (%81°0)
T () ERETWE © (%81°0)
WLTENE - [ "EEHOE (%1C0)
HEET (LOD) ISV ° (%8£0)
HLSET (IdD) LTV “RIHE)BSE

C (HEIHHETROB A ALLEEK)
LU S B EHE

WF66€ (%98°1) 48T ch 1508 1°S 1 K58 TP S
$ Tuos[-103uN[07 Y ECTFYUL

(Rt
¥) AL RGNS T A
FH I BB o 35 D SE 2]
s}
BoBMOioA - —& £y (I~ LS
N B P GINEH A & (I OB R i M
MR OEI RIS By 1 LIVIN
B CEHEGEI T4 CHEE NN 9
g OSHIH-108UI[07 TR AL HFY 92
H# CHENRSH CERgEI T C&HEHIEo
(#¥E) "UCRILFE (WES0)
¥ ET (LdD) LTV ° (%99°0) [4
S HFHEBL ° (%60) ML ET (3dO)
A0 U (%€6°0) figh LI CRIBEAIESL T
CZLUR B
HAHED (%ST1) 4 L8 chis) 9SL Mg ek
[l R bt
QEEMEHE — R E @ (S0 G 3

Swor® | W CHHISH EHES T+ CHHEe | B CEEREG GRS T WHEC | MIUE oLy YEEE WO
B P B P B P B8 P
TH O AVN—L L fr & MW=L LR L WU—L &L XK BN T QAN G 2N~ L L LA AT EM@
85— Eg | E

NT AN 4 2AU— L L fok LT FH—
EH—TEEBE L1



14!

TIQUGIRY (ML) TERHTH
U O(B%S~T0) BTN (RS 3
B Tl (M ED e
T ER T

SO I THE S (T (T
°R2TC

L2 B S GEN Tch R 32121 8% ALY
QAU EF UG REE D 0Y
@R T GUEYLE (HEHE) TR
—AxLlLLL T (HLHE ¢CEA
YT AR L ofs “GgRER (1
HANERLYE ()

¢ (RERYTOEYE - B

BEFA TG N WE D S RN RHOR
HHMOYRIRYR LT O W2 W - 3
HOIWOIIY <=y ] $EEH)

U@ (%T0) HOTHEE ° (%L0) A

6TET ATV * (%E0) H6lHl PO H
FOX QL URSEY (RERZEYH
) HEAMNEQ %EY) hb66T “dhlig

0TOLIGTHY "I B¥E - BEEQPLUMEE
* (B2 OEEY T YWEIBERO

TUFEFRY AN W RO YR
FRUALR 0 R E - I OIW 013
Ax(iye P HIBE) L@ (%6°0) 81
HETOHAT * ©@6l'1) HITET O (LOD)
ISV ° (%$'1) H6TET @ (1dD) LTVH
QAUYEOLY " NLUREEY (282
LENTEME) HAEO® (1T1) 419
chiT66° T8/ THS “RIO MO R4y

ARG LT hZEFLUNE G YU @R
A TWLAE2EE 20 @ET 2
CUARILY (BE%S~T0) WE "¢
N O THEE LR T (BK%T0)
WMERMY “TlHES CEMTW (T
R CUZBWMRRE "1
ThE2EHLNE L YU QL EFT
L4288 "D 0eLegUL TR
(B%T10) ¢ < EAR Q@Y 2 FUc
QR (BE%T0) (FHMEGN "EHEE
M CURET) UE—AkLbofsL (O
HANELXYE ()
CR2LOGUUGRELES
BMEHLNIINCERHROETRHYEOL YT
(B3N

TN HE 2 EYEQ T 7 B s 3T
B EOHEEHE D A ME RO
NCDV RO —L &= £REA
AYany (| L GQWHUNA (AR XS
L —FAAR LA L [{EO
BHO (oA —g £yem (S ASFE
PGB HIA S S X IBE iy EEESE
TR IS, Hy e [ LTVINEO
°Z

LU QB HEANERER EFORTE
B (%1°¢E) [46£Thig089RID. (&
HEco—rKg=a FRXA 2 an
Y1 & eNHBHEHNA (AR TL “A—
LELAARL) BWEYUGLI ENY “SH
S (BEEY) ATLNLNHEE

YR G T I B G A O
YEMB D ASEDIME TR GRS
GN—L =0 LQEGEMN A (1242 %

WH O OYRYR T QUG QY FEH
OO U R TR U N T R T TR
B (ML HEF QUL ) RN T T
ERWE T GOm0 T T THE B (T
TG4
RZEWHGE N TMhR2EH 8%
QERVCEFE " LUNE+2EE 20%
@R TCUNILLBEX LY "HEE
W YT — s Ll ofL “4REA:
(L FHEIULN) SBEXEX BHE
W AR AL L4 L 464 (1
HAIBLYE (1)

(%

W) AR MRS I 2 HEH
SPGB B OB YEME D Ak T
E “RIavcEREcor—L 5=
KRX AR 2Oy i & 4O0F BN (
ARAXEL “—FAAN LA A oL
: 201
Honod-—g 4y (~CASIER
SHGUCHEM A & VBB ey MR
SR IERRES CHiy o 1 LIVIN Eo
(R AT

Teh ZEHLINEBAUI FREEE "1
LG+ 288 2092 23U
QRN IR TR IR
THE - (kK% T (s R
QUL TOETHEE TENETW (T
"L CURBWHGE 1ThEg
FUNSH YU QREEE LG+
ZEE Q0REI IQUAILE (B
FEXAX EHIT) ATR—AxLr
LA4L T4 (ML EERIULN)
RIEUEIVEE YAy A A )
HAHNBERYE (D

SWZR | =L “—FAANLLANMA] O L CHE | FRHT Y I HRCHEER B0

(WL HEEE) UCLRD (1T | WD ASFIME B C D& e

| W (%90 MELHEEAENE ° (¥ | ov—gg=mod CONBNA (45
T i AN L L N e (AL N LfA ¥ BT Ak 4 2 [ Lk K o ng
B — 0o E 1 %

GNT GA% 4 SN L Lff (5 H—
FE—WIEEEE L]



Sl

"R T CLREW AR Teh R
B&YUG QRGEHE Q0L Y
UG Re (3 W 4 (1 L5
W 4 (N L5 (L

°R 2 ¢ L2 BT RGN
TehBEHLNELUUI QRCEE "1
BRD) &A=LL14 NG BEER
B D QORWR 2oUNIRY (HHLEH
H) ¥EEEN (ML FEH TLERS
YEHER SLERZ O

*RTC LB BWIUEEN TchZ
FHUNSH YN @R EHE VLY
+E2EW DOTDYT YU YRR
=B (V3 SWBME ° (Hk
FHE) (33 UosuYof-suoAdlS) I
BRSO (ML FHED)  (NAL : siskjooan
Jeuntoptds oIxo) e NG 2 FEFIEE oh
m.ﬁu.*&k% N A%mwlmmﬁ GOmﬁzo—.umco>3mv
A TRIEITHE © (NEL ¢ sisfjosoaN
[eunopldy otxo1) WA A ZHE H (S
°7

2 C LR WGBS EFQM A T
HHEME ‘2192 2 9L ThBEHOMY
N RREOSY XEHON ST L)
NEH YN @RS (BEY) B¥O
i CBEEd WA WK D0 ew
ITCUKYLE (BK%I0) FUWREE
FUFE o

"R e L BEW

RABBN ThR EH NS S AU @Y
BE LG 2EE D09@wR 2
QUGG Ly (M EE) B (SK%S
~T0) SEEFH © (L) LT
BE SRR IV (¢
‘TrcLE
BWHGEN T ZEH NS L AIUIR
MY VLIS 28 D03

* RLCHREMRGE T

h 2 ERPANSH AU RBLEE " E
B2 (FETA=£L£L14 NOE) HEH
WHE "2.02RUT 2 ENTLEWE
UCE Y@ (ML EE) ¥RHEM L
‘22 CLREURBEOEEHOEA
FALHHRE N TR T "1
WEARHOSWX R 21CIE "1
SEAUGILSE (BEW FEORY
WM WA CH¥E C20TPER 2
Uk R (BE%T0) UTER (9
TRCLRBWY

BB Y7 E T R EHANGERNESHY
UG QU OEM BB 2.0 Qs
TIQUCEIRY (HE%T0) FEIY 8
HeH2BATOE YUY FAY B2 12
YeanY (L4 "N A (AAEELY
VHZIEYO (oA - —g oxes i~ (S
‘P2 CLREUWREGEE N1 ThEkE
FMUASH YU RBCEE "L+
2EE 209 TUTIQE (B
¥%U0)  (HEGTOSIYO[-SUoAIS) g I
IR~ (NEL : stsAjosooN [eunsspidy
oOL) TAWWEHETIGEh (v

‘R CLRZBMREGE T hag
HEANCH AU QRYEE LG+
W QLOYRET T QURIQL (B
¥%T0) SEHMHGHEE CcHRHET
@ (1dD) I'TV ° (10D) 1SV “HEE (¢
‘T LA EMNGE

WA (M FHE) TR (6
‘T2 CLZBWMUEROHEHOMA
T EFRE M WEZBRORY X #
B2 G T h B EH NS4 UUQ
Qs (2% H¥o 4 HEM
WA EEDLOZRELI I QUGIEY
MR E R 0 (KL FED VUWRER (8
‘2 UZEWLBR
TehEEHRNSEH AU @RYLEF "2
OZRLEIIGUEYLELTWYT 4 i Y
3 (M HE) T/W L0 L5 (L
‘2T CLEZEW

LYBE N TR EHUANSEH A UVIEE
CHEE NMEE (HFA=£L£L1 4 °NOE)
HEYERE 20w I UT
QRETLEHE "FERWEN . (HdH
Heus) TLENS "HERER 9
‘2T
L2BwmR R N T2 5321883,
ULQRBELEE D OILRELTI 2 TUTY
@ eFEY T (ML) FHH (S
‘RRCUZBWY
BENThEEHANIE G AUUI @R
HE VLG 2EH 2 09Q2 2 Y
UCEQ Qs (A TF UOSUO(-SUaAR]S) g
TEIE B (NEL © stsjorosN [euuaprdy
oxol) W WUF A EWEE D @ (MY
FHE VL) (FEHIF UoSUYO[-suAdlg)
430 T M Tk B 3T (NAL ¢ stskjosooN
Jewopidy o1x0L) THHICHE N EF & (v
‘TRel®
BEmLGE N T h2EHRNS % AU
@RECHE LG 2EE 20D
TIQUGKIRUER "S- HRE ¢ (B
¥%10) BEE" (HELFHE) TLHWE (¢
‘R CLUZEWRER N ThB &5
B E YU QBRQEF VLG 2

TIQUGIQLUEHIY  FUAYH
"R CURBWY
G N Teh Z RN EHLUQ @Y
HE VLA 2EE TD0@wW 2
QUGILLTERTH * TEHTH (1
"R S
HEOLTTD. (W—A & LA F)
(D) HEANERYE (O
‘T2 L RBWHIGE "1
TMeh ZEFRNGE LU RELEY 2
OZRR T YUK IQLHREY HaEn
ROV . (M FHED HYER @
‘2 L2EWHBE "1
Teh 2 EHLANCGUUY GREEE "2
DZREL QUKL LUITTT 4 i
3 (HLEE) HWT 408 O
‘2L RBWHE
BN ThZ2EHANSE LU @0
W OERI BA=£L14 NOE) B
BYBEHE D2 0%QEI TQUKILY
FEHER  (HLEHE) FRBEM ¢
72 CLRBWMUG
B N Toh 2 RN E LU QR
W OOVLDEA2HE D029 U 1Y
P @Y () EF UOSUYO[-SUSASYS) i)
TIBITHE 2T (NHL:stsAoroaN [euspidy
oxol) TRMMWH I ETE D ©  (Mk Y
QUL (FE4)TF UOSUYO[-SUSASIS) i)
TR 2T © (NEL:stsAorooN [euusprdy
omoL) TWE N ETIE D (v
‘TIeh
ZEWHGE "N Th 2R NS%LU
QEEWEE OG- 2EE 2.0
QYR T QUGIRET LM HRE TR
SEEH YT - (M FHE UL
Sobtl ERE SRR TN (¢
AL REMHIGE "1

TGN AL L N— L Lff Rl A f Lo A K WHNT (A 4 SA— (LA £ nww
.m —
&S —W¥oEg | E

T A G 2~ L L Lo (5 T ol
BH—WEHEE L1



91

G e
Ah TR ERuEY
M ch B @Iy B W H

B W GEEWH| g

@
BB @K TORE (1

HASLFH | BRE%I0 | BRE%S-1°0

A EENEAET ]
M EEE | BRE%I0 | BRE%S~10
"R CUBEWMHAE QUG "R

1B YUK Y QW HNBT ¢ T O YT

TPRFEGEHY
NHE g IruosII-Ie8uNIo7 R EHIUL
i CHERRS G CHEEIEE T TEEBo
HaEomox (€)

°2 2 LR B WG GEN T
ZEFHUNEG A UIQRBRQUEE 208
REI QUYL EHEHBE HY %

) CHEy EEYY CELNE CEYR
YR (€

2L BTG T dh
RN G A UIQBECEYE 2082
7 QUG REHF X LY CEHHIW
HEHXIEY HHHEW (€

R LEWMY

G Tch 2 NS LU QYR
¥ QORI QUG RUEE YW
2w (1

LU R
SUHYEOL YIS (W—A L L d k) S
(3Ef) HAHNELXYE (O

°22 ¢ L2 BWMIGEN
ThREEHLNSELCTOT 2092
R IQUH QR (Hak ) TRy
WEC L IR ZET tA 0 LE T hE0
bW T (IdO) D LW MY
ARG (3

v
QiR b OB — + R R & [
SFRMNGHTEIRURS S o Ldf [
3%

HOEGHGS T~ RIX SR @ (A2 E
FANMALLEHY TUFREERYQ
NHf HpgTuosyI-e5W0Z7 Y HI T
i CEERS G CERES T CEREo

HyEomox (T

kAt
“EAEY g
-2
o A
bt
GrE yE
E HE

BN AR

B |G 2
ke g%
FRK%I0 | BRE%S10

:Mmmﬁ@m

S & g Tuosy[E-o3u[oZ
"HURRYER Y 90H " FRIHUY
#OCHRRSH RS T+ CEEEC
HANEOHO X ()

‘¢l

BHEE N ThR2EUNEHALUD
QUECEFE LOYLPYI 2TUAGRW
BRET WY L HRERYY CELY
HEZYR D (HLHE) SRS (01
‘7
DCLUREWMHGE T hR &3 R
SN CTODOTLEI T FUEY
@UTHHEENM O LIPS RET A0
LETHEQFHTET (dD) A L

T %A @I
gn "y
SAK Y
Mo CmE
T ¢ a2
TECEEL B oW 5
we
MUUE|H ¢ > ¥ EV
E.11 kL AT B B
ML | Weewl | Mervs~1

°7 2 CUREWRGE D WIGTF TR
NSEALUCE YRGB AHET ¢ TOLYT
HIHEgoHox (€

"R CLUZBEWMHAR " T ch &3
RS HNUCTOT P20 LEEITY
U QRTINS (RS2 ET
AA0LEIThHNW T ET (D)
MO CRHLLW BN - TEyRITOYE (S
‘R CLUREWRBREOS
GROMATNHFRE "N YEZTY
QOFHE X BEINEXE "1 T h 2RI
SEUU@BwE (HFES) AFodw
‘B W% W 20T REI 2
UGG RHUHER - FURER ¢
226

LZEWREE "N Th2 5308 %3,
UG @REEFE "MTERD (HBA=£L1
4 'NNd) HEHEEME 2 02@w 2
UG LTI EHD | SLERZ (¢
"I CLZBWMHGRE N Tdhzg
FRNEH AU RBREFT 2022

Ta N FV—L el & V=L &L fns AU~ L Lf A K IMNT GA K 4 2N Lff (T SM@
WL E | %

BN T QAN LG 2A— L f K (T 0 Y—
FE WL LT



Ll

< . #T
mwwmw ISR O GRR R E E RATR Wwwﬁwm ] || HOT
i BT S BHEN 8% LML (vE Pz T RO B 4<av
T y ERI T A IEE IR TR (A T
N BUREREI R ThR2EHR&Y || o | v 'w| (w6 %N@m
ke WA 2% TRR [ YQ@ERE VLG2EE R || 2 aw{m wdo|meowe| gl |0 o0
HE%T BREY%S~1 T Ya%S °3 2 e o ZEL T (109)
owwm%wM§#Bﬁvwww¥ﬁ,ﬁ CETMhREHRNE LI CTOT T ME%l | BEE%ST | T Ya%s _ 18V
EMMWHWQ&@%E&Fx-%Q%a RO St OHoBYoO (oA mm\nﬁ4m WWMM B[ (%8L) et
=3 AN ) o x5 1l - — N (g 7 f %8'L
WWOBH (A - — g Gre (o | PICTERHNO £ SRS _ w0
\ kb Y CRUGEThR G || v ¥ BY % (%660)
°> CFNEME O BRI TIED B0 EHYUG G RUNTL ¢ PO T 2 mm|E wedo|E - | mas
WS 0D RS P E T O ki o 7o wE A
EIET =T [ O O AN WAYY N1 | %S | T VA%
Y HWL=|Q (D) [HSL HT ¥ wl . 2 g #T =g T °
FALE B OO WKL R CF T e ml e . GG o CEINPMOEHY € O R prnxY (£
W BN 07 HF|0 NOD - o possriest A Il W s COMBUNA (AR KT L A= L f
RC9GONH L WA - A L PG I &4 i KHOP S 2 LOMY SRS
EHYbe| 88 BhlnLvacH| Bod kot VT | =9 | Mo © Wy D PR RE Tl e EH O B
R WA A =£ LA 5
By uc 2@ ERk ¥E ¢ "NOEQ .
Qoatd gk ¢ | o a&a%umu*.bﬁm RE: 1| R ] BOEBOEHO MDA - —F 4T (i~
0 CAE m : LR | e %
W - b AR W
W E % bl WS T
W R *H Honk) EE | W Mg PO B
L EVR[T R S| oy ok B va ¥ CEE M| wtaE) TYiC ¥ W
i L QY ¥ wE | 'o N C R LAk g e
®wy-en F 0| B w4 CEE| B @ ESR: LINIE X4 Hy
RERE Zholgiy| @ W (g || LoEEtw]  Eweon LU PR ALy [
"HLE A 5 E W \MERQR| S b el IR A Sk
A 4 @ 41D WE @ & By BmE CHT W
FiHn 375 | " COEN [ EY ML CE ) AR -4 “HAT YOS | ORI yop| | |99 B M| ((1dD) MO @ *
E=I TV T 1
CETHW e . d1oh g1V R REEE ¥
ET o HAT (1dD) (1dD) | “HE K B o
LD - Ad - TV IV IV C TR MM L
ET w4t (1D) IV * (109) « *(1oY) p7
AVAAS] (10D) I1Sv| K ISV| <80 44 (T T HAT 1SV LY W KE kW B W
TG AN L Lf & VU=l f i & AU~ Lfok K UNT G4k & 2N~ L L f £ LT SM@
R ALY | %

N T LAY G 2N =L Lf £ T 0 FIH—
FH—WELEE LT



81

pre=rl AN WX 2 cuy
kC- G - =y
,Mﬁbg. FEUR OB L LT EHANE
S o YU RBRCHE LG CH
@ — N ¢ e TMh IR
@ wm o] | AEETUCI@RETRCTOD 0 H
°> CF AW OEFIEEW = T OFNY
AAYEnY (| L GORBYN A [ AAK o o5 ﬁmw@ WOEHYEDAA oY i £ 60H Yy
T L OTL A LN =L L L £ LD T - WA (AARTL AL L LY
HEGE T IR XK B R FH O E Bk SEOVBEM S RIX S E R E O h 2
B . UE &
e %Mww HIKE
o N 17 414 7 o, oy o -
MM,MMH TES | kg W€ amwm Rum T2eh
o B ETo 8 FEUHEBR B TR EHUNDE
“WUN @ £AAGA % AW YUQEECHETE UL 2EE T T
L YEHE “dLoh 1D “ET LT EXER
TEE S ‘HAT d A—O LY N8 EHAIUGILENTER PO T H
NE S AL v P BE &
18 ET o) 1TV THEE F T
0 54 B F th WX N HEEY Wox| | [y s
W) = ) QAL B
N GBS e isv B O s B i
Fra ok 2R CEU % W
NIV A ) e YR NS EE Y I ET
SR R R¥E "0 = AU—n Ly
A N b EO L A=W H#
B ¥ED (%010 ¥E ¥ (%1'6) B 2% TaH "R
“weA0 | maw 0] RO E "% HWE W HEEY o>
5 H R G| AR B (%18L) wm 7| memem| o) m| | |8 g =
‘o | g eEEw EERE 7113 | B i wra| e ol | (20w e B A
#® ~ = - Brghlagy B
EEL N mgny| || BEERL | WRE%CT | TYI%S Era 0 EE T
70 70 % || na1 ¥ z
HAT d-1V| (D) IV OEBOBEHO (O - — & £y [~ qian LRy
S dID- At (109) ISV B 0o — A BT H ‘2R
7y L AReE N Ty g HUE W
sk BB Teh B2 EHOMEE N GXE "FUCLEH | |7 (1a0) oAy 7 a3
R 7 Bl NN YU ENY ¢ H R EE OB IV ¥ Y m g
Wy <M B T > E T O TR ) L TG 2 | 1T (L0D) BOgb ey [y
TG (N A [ Lo N Lt CAL Nl Lt A ¥ WNNT G A 42— [ Lfk F Q_Mw
E—WEaE | E
N T QAN L 2N~ L L LK T B —

EH—

TR EIBE LT



6l

°>
CEINEHEH ORI € 01— L=0
XX AR ey [ £ gQ N g~
(AR TL W= LLALALY LG
HREES T RN KE B R O E

HE Bk
SE QS o B (v
U% OBEL (€
‘T
® (1d9) IV
* (10D) ISV R
(¢ B (el 6 4
TEKEY C¥Rdn (%L8) HEH
CTHED VB ¥ (WCED) | #|AE (O
BEk%S~1 T 1A%S

‘¢
2 0F O (T1I%1 HE) HHANES
NG QR LU LD BN k¥

‘rrclz
BEWRER G A h 2R E %L
U @B CEF LG22 (¢

22
CEThBEHRLNSEHCTOT (TR
TOCENEN MO

Meco i ey ( £ QNG
(AAXTL WN—L L LT
SR X E PN RO R E

EAL

Y R
B
- BET
QA —no
LAY
BT @

R 7

TO A fFN Ll b

ML Ll A4

N KL

GNT AL 4 2A— L Lf (T

ol —

| %

N T GAK G 2L L fo f (or  BRl—
EE—WEEEE L]



0¢

W T CLAFEREFFO~YEO DGR (O
[ QU UREH

¢ (WEED) "LHOEY2 k44 "TE
HA2 N 4 £) BEYED. (Sv/5w ocgl
X4 BYBWOOP O < L) YBIEIE]
°R T bEEO 2% YR 4k

2 QET 2R Y R QT HRIY
2O @OFG [ @2 MR KSR (1)
Sw 0z@

[ QO UREHET 2

gt Lg M (N € 4L) ¥WIEGIE)
CITCRRATREE

HEE LEHLEZRY WA EE
W2 HBEREGHO~ Y HOhEE ()
[ °@uUD g REEseira
QOFEYRELO T "D ¥V R By
2 (TVAEMANBmOS) ~Rbanv ity
N (T3 2848w 00b) spe~ (A4
XL N (HAYBWGT) T4 (1 L —L
L LML CL AR QUSRS
€ (WEED LHOEYS 44 TTHE
A2 A £) FEUGD. (33w ocT4d
4G CBYBWOOYOFY £ L) BEMIE)
°2 2 Qb EFLONE% U R Ik

2 ET 2B W EOTHYURIY
WO QRO AL RPN YR (1)
wES@
HRO~-HYWRE NE CWH 9

RLG b
FANFEA L LEYRSELUGIE Y
(e THAIE) ) HANBoHGTHEE
MHEE 209 LYR T QUKD R EBHE
Y 2 aog I DRI« lre=CL AT b S DI 2
e U R D MO 1 R ERIEY

[ "D UREEeT 2
CELg~ R (N C4) EriE]
CITRRLFZURE N

% L5 LB RS "W EEW
QUM EHO~YHOhEE (T)
[ "2 g QY ER o[t
HEOUMHANY T THHOREOLGEH
TR YN GRRAG% (H/38W 091)
AA ey (£ 40N (H /A8 00S)
G2 (AR L S (H/BBWog) A/
L L L AL KL SR P
G RRQIYBFOEA Y SD. (H/BYBw og
OF) 464 AR °CU2UIGEH
W2 2VE O P BRI TO G ER I M
bW D) (N 4 £) ¥ydegiE)
PG EEFFLONEHTUR MR @
GERT B YUHTEOT HHURIY Y
C@ORBL ¥ AWK M (1)
HRO~5UES WH W 9

o2
CEEHNER A LHHEEHCE
H¥2.0 22 L MOBHFEFWHO L "0
SN WAL E LD S E I —

[ SV URSHWT 2 L%
~d R o (BUBw e OF < L) BE
HIE] R TCRRAFRRE NE%C
SEFEERRY WA EBEETI ZFH
BEEGHO~YEOR W - BUH (D)

[ "ZU2US S (1
BrOosEHANG0) FEHED. (B1Swee]
OBx+-4) BEGHE] °22¢
S EHONSHB T UR Mk ET ZH
MUCHBEOTHE "RAYHZROHR
Bl @A MWRRIK W - S8 (1)

EHO~-HNUE WH WH 9

ARG LEHNER S L5k
ZEHICEYY "2 OVNELT 2T
LB EF WO "PWEHRID B
Y eUREY MO TE Ry

[ "QMLUR SR 2 g LH
~ehTEE N2 BUBms | < £) W
UIEDLAN— L LL A EGRIYT ALY
By] "R TYRROFIUE NEEHT
LEHEHZIRY CATERETIZH
BRI O~ Y YO BB ()

/A DR Pri¥ 17

UHTAEZ LHNGHOLHH] 222
LERCONSE SRR Y ET ZH
WY CREHOT I Y HI QOH
eln QAT X MTY C BT (D
FRO-HYUS WH WP 9

CRLQLEHINBEH IS E
BFELHROREE 2O 22
1 S rEMETHOY MM B
O QUREY BN 7 E Rk

HHO~FWE S SR~ FWE S RO~ FWY S TR ZWY S
TE M s e s s S S ESS V=L LfA BNT Gk f A~ L LA gww
E-TREEE -

BNT LA N G 2N L Lf ¥ LT B —
R —WIEMIEE L]



1T

(21

QU 24 HYZTPYELET
QOEWHEIHO N TSR ULERIE 1Y
[ 2T LY B WA 0 TR
{—=Adld) °R 2@ EEEIC T LB
2N G —~AJIIR ¥ OFRRILD
X (O

TS LEERC

PLADLO 200U Y S YE
TR C @M 0 @2 EYERIEY
S (D

BEROTHE '8

® (T s R )
NN L N THRIRT ZE S L2 Y
HHO~HH L

TRALY

LB TR @2
YOMYMBEE 1S OB EREH
IR ONT QRN T MW (T)
[ " DUREHEYI T4

¥ 2 TS L HHOSFUEIMO 1 2o
ZUERNE Y HHET %
AR G B0 —4 dIld] R 29
SEEC PO LB WOINF aHD LY —4
did PEEOFHRE d1d @ a3 (1)
(5 ao)

[ 2w

REWU T 2L EYRTYEREFOS
BN T TS RULERIDNE 1 Y~
HIHEY G AE 0 T2UEROY —

A dld] "R SEEC T LMW
Haag] —4 did BEEORD did
R[S

(A L1L)

HEROTHE 8

® (MR BE
F) MR N TMRRSES LM
HGHO~HFU L

[ °@d

USRS 2 LW 2TPELHT O
SIS THBUYEZLNE Y
~EHRE IR E 6 T 2RO
—A dld] R 2QLEEIC T QLM
TH 9G] —4 dId BIEEOHKTT did
TR (O

TR LEENBEEC

TELEIA > AL/ GUN CGIAVER
‘RO CUGIHY 0RO BYUL Y
TR (1)

BEROTHE 6

°2
SCLZEUWHGEL ) WA By
QLR E MU B

B CBEH CEQ CTEN UE 6T
NEHFBON—LLLAE KT R
HHEW 8

© (LB
) AL THRRHTE QLN
HHO~HHI L

[ °@w2
UREHYR 2 LK RTHEUEHTO
LB N 2 EREERIDIE M
~EIHEY IR W AR 6 P 2RO

—Adld] R SEEIC T LB
1 GHAE —4 dId RIEEOFHTD dId
B NN A

BEROTHE 8

® (LT B 0. M)
ML N TS ZG L XE N
HFHO~FU L

[ "QVLURBWET T
G ELg WY ({ € L) WERE)

°2 T YRR AER U
B LEHSERRY WA EE

TAN LA bl VoL el hisa UL LfrF N T G Ak 4 2~ L L f f A5 gww
B-EkEE | ¥

BN T QARG 2N — L L LAk 3 G —
FE—WEEEE LT



























