+rXoLATEIL 10mg,

BAh 7T 20mg.
FEXEUDLBRAHAENS S 10mg.
Rl AR 7S 20mg

ICRA9 H&EF

AEMICRESNFERICHEDIIEFRVCARDEREIT X FFERDKARHITIFE
TH5LDTHY., BEFREZBEFALSOEFBMICFIAT A LETEERA,

TASERrHEKEH
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1.5.1 BEICE- =&

YENEIZOWTIE, FH2H 5.1 1R LT,

1.5.2 BARDZHE

AHFETIX, =Y AT T =~ T2y LK (LLTF, DI6IH) OifjitkfiEsR (RE) O
HERRTE, WONCIERA T oA FHPIARJER (NSAIDs) XITEHET AU > (LDA) #5HC
BT EHEE (GU) X+ 4BIEE (DU) OFREMENOWT, NISHT 2 B LR OH &
DOBEMEHHE LTS, KEFEIZNHD DI6IH OBAF ORFEX 2 X 1 1287,

X 1 BROFRER
CTD . 2018 2019 2020 2021 2022
= AERIE
EEE RBRIE H
St =h D el et bttty il <&
L 55 111 AR AR BR 12
G 3.5.2. 7
B 53521 D961WC00001

1.5.2.1 B IZET BB OB
AEIORFECHIY | SEICBIT % H A RBE ER L TR,

1522 JERR R SLER D BEBK
ARIOHFEICHT-0 . Friz e IERRRBR T L T 72,

1.5.2.3  REER 0D LB

WEENFICOWTIE, F 28513 ERN53H D 5.6 IR LT,

1.5.3 ML DOREFEIRR
2"(%[ %%7377&& bS1ANEN fﬁf qja)ﬁuu N %ﬁifocll\
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— %4 Y RT T — )L~ TR AKF

1.6.1

2023 £ 6 ABUE, 107 WEAZBZ DHEA TERBEN TV D, TEETOAGRRINOFEMZ K 1

NEIZH 1T B ERIKR

AstraZeneca

(R L7,
x1 FEREDERIKR
E4 R34 AREAH
K [E Nexium delayed-release capsules 20 mg 2001 £ 2 H 20 H

Nexium delayed-release capsules 40 mg

Nexium for delayed-release oral suspension 2.5 mg
Nexium for delayed-release oral suspension 5 mg
Nexium for delayed-release oral suspension 10 mg
Nexium for delayed-release oral suspension 20 mg
Nexium for delayed-release oral suspension 40 mg

Nexium L.V. for injection, for intravenous use 40 mg

Ak
2011412 H 15 H
Ak
2008 /£ 2 H 27 H
2006 4= 10 H 20 H
Ak
200543 H 31 H

Nexium 20 mg gastro-resistant tablets
Nexium 40 mg gastro-resistant tablets
Nexium 10 mg gastro-resistant granules for oral suspension, sachet

Nexium I.V. 40 mg Powder for solution for injection/infusion

200047 H 27 H
Ak

2008 47 H 28 H
200543 H 10 H
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1.6.2 ITEEDORTLEDHE
EEEOUM CEOME L 2 1TRT, 2k, FOURIRAEE L L,

x2 REDFMNXEDOHE
Hr7e 4 Nexium delayed-release capsules 20 mg

Nexium for delayed-release oral suspension 10 mg

Nexium for delayed-release oral suspension 20 mg

1 Zh8E - ZhR
1.1 b AMEREER (NLAMEEER) OIBE
A

2X T DRINME T TRV K OR T T AR DRI AN L, RN T AHEEZK SN OO AMERER (O ARl
RK) OIER M OJEROIER 2 EWIE S L, 4~8 HEOBHIMREG 2175, B, 4~8HEOKREEZITo THIRBm LAAWEAIZIE. &5
WCAKN 2 A~ WRIHK G T HZ EE2BEBLTH LV,

12~17 /N BE
FX T LRTIYES TV R ONR R AR ORISR AN, 12~17 O/ NRBEEICBIT 2D AMERSIEROBE A EIGIES L, 4
~8 HE OBHIE B G %2179,

1~11 /N BE
F T AR ARBEHEBREANL. 1~11EO/NEBRFICBIT 200 AMEEROEBAZEES L, S EEE COEHMES 21T,

AR 1 A ~1 AR O /N ERAE
T LR OIRIERREANL, % 1A~ R o/NEBRFEICR Y 2 MREEO F§ fEWHTEIC L 5 O b AMERIE R ORIIR IR
(ke 6 HE £ T) ZEINEE T 5,

1.2 OB AMRERIBEEZ ORERRE
2X T DRBMES TRV K OR T T AR DRI ANL, RAIZET 2O AERERIGEEZ OMEFHRIEZEIGE L 35, 72
B, 6 0 H &2 5 i IREBR I3 5E50E L TuhZeny,

1.3 EGME B REYHUE O TRR
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x2 REDRTXEDHE
DIN
RF VT DRIBNED TRV R OFF 2T S ARBEIREANL,. BANICIRIT 5 B RE (ZEER S 2 M0 213 T & DREER

DFETEIRE (4~ M) ZWISAE & T 25,

12~17 D/ R
XX DRIEMED TR KON T VT AR ORI AN, 12~17 o/ NEREBRE BT D HRE Y (ZHEIK 45 i) & 1%
D & T DREER OEHNEE (4 HRE) ZE ST 5,

1~11 D/ BE
T AR ORBIEREANL, 1~11 Eo/NEBEFICRB T 2 B AEVFEICRR T 500 21X U &9 25800 HE% (8
MET) ZHEE T 5,

14 AT oA FHEFAER (NSAID) BRMEOBFEED Y R 7 8B

XX VT LRIE S TR RO F VT AR ORBIERREBANT, BIREORIE Y X7 23 é 5 N BF T 2R 72 NSAID {5#1C
FERT 5 BEERIED U 27 EABIE L T 5, BIEBORIEY 2 7I12o0nTIE, FElh (60 il L) RO/ T BEEIEOBEARIC X
WU RZHY LRSS, 2B, 60 H &2 5 lse aRBRIZ M L T\,

1.5 +THRBEEOV A 7EBEERNE Lic~) anyZ— . val ORHE
~Yanyz—--vral (Hpylori) OBREITH _fBEAEEOFRY A7 283252 LR LIS TN5S,

3 AL

FX T ARIMES TR TR X 7 AR ORBERREFNTI T T U RN T 2uaw AT L ORI L Y AT a2
Sr— o E°rz JRRGe K O R IGEETER B (JEEME STl S EUINOBEERE) 28T AMABREICRB T2 A~V aN\I 40— 7 VD
FREE 2 B & UToiBR 2T & 35,

1aH (BRE) (ISR LZEEISE L TE, BEMmA R T2 28, 77 ) Au~A AT HMMENHER S o5 6 U3k
PRI 22 i T E 2V aE, BIOMETRIEICUID R D 2 & [HRFERE (124) kT2 7V a1 2 2 DI X ﬂmh

1.6 Zollinger-Ellison JEERE/ & D FEE /MBI ZSIE
XX VT LRI T TR RO T AR AR BIMEIRE AL, AAIZ IS8T % Zollinger-Ellison JiE BE#E 72 & DI 72 'H FE 73 Wil 2 0E
EHNERZ#EIGE L 55,
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
— kL I R T T — )~ TR AR

*x2 REDFHXEDOHE
2 HERUCHE

2.1 FRAICE T DBEERHER N &
FRANAZ IS 2 AFN OHELE ] & 2 W SAERNC K 117,

AFKN OB G HARNIRA SCEICED ST NEE « 058k OB G A O R OFINET — Z I N/ BE D EZH = — X125k
SWEbLDTHDHZ &y AFNOREIZZDRRT v "B U A7 & ERIDEAICOH, Bk, ki 52 L,

£ 1 : AR T 2 AF| OB ISENHREH &
B B XY AR SRR I W AR ORI

PRI YR P B B
OB AMERITER OB 20mg Xi%40mg' 1 H 1[A] 4~8 3f 2
7 > %356 PR ERER 1 2

OB A B S OMEES L | 20 mg 1 A 1 1] O P ERASIRIREREFE L ce
P e S S S 43R, FERNBTER L WEgEAITITE I
JE e T BB W AE D TR TR 20mg1 H 1 1[a] 4R OB EET S - L

J [ESVIEEN =, X 7 > s L HE%VN [y
gmm@ﬁ%®a@%®9x7% 20 mg U340 mg' 1 A 1[5 %fﬁ%ﬁzém@ﬁmﬁ%m%MLTm
T HRBEEO U 2 7 BEE H | AF U A 40mgl A 1[E! 10 A
ElLloAYanNsg—- 'z | TEFTTY L 1000mgl B 2 [H 3 10 H [#]
Brea (3 AIRIE) 77 An~A2500mgl B 2[A3 10 H A

B EIX 40mgl B 2B 954 Hik- HEIX

Zollinger-Ellison e 2 & o i | THEH D= ACEDETHET 5 = Lo BT

B o ( ) o BER A AL & X4 5 H
e C 240 mg/ B £ CTOREGRERN O D [ MK

(14.7) W .

EEOEE (Child-Pugh 5% C) #HT2HEFITIE, 20mgl A 1A% ERE LTEET 22 ENMRIND [FRHIREMN~DRY 8.6) ZHT

KL D BT 4A~8 BELIPICIEE T 5, 4~8 WA FE L THIBHE LARVAEFIZOWTIE, BREEL-OICE LI A~ HEORERVEIIRLBEN DD [BFAR

(14.1) =/

B L OSSR E AR E BT A EOREICOVWTIETEXF I U RIS ) e, DR IELZSBT L2 L,
FEEOIFIFEE (Child-Pugh 23 C) ZAT5HEHICIE, 1E20mg 1 H2ENS 0BG RHERSND [BHREM~DRY (8.6) ZH] ,

22 /NEBEIZRT AR OBISIERHELEH &
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— kL I R T T — )~ TR AR
*2 KEDRTXEDHE
/NREBFEIZBIUT D AKIOHELE & 2 IS ERNZ 2 2 1ITRT,
2 DNRBEICRT 5 AFOBISENHREH &
1 JEE B DR HELEH & Eac il
O D AMERER DR 12~17 % FX T DRBNES TR/ AT R T VU AR ORERR R | 4~8 B
#l : 20mg i 40mg1 H 17|
1~11 %" I T AR O IRHE R A 8 1 ]
A 20 kg AT
10mg1 H 1Al
(K 20 kg VL |
10 mg X3 20mg1 H 1 [A]
FRERE O FREVIEIC L | A% 1 WA~ | 2370 AR O REMEES KE6EMET
LD AMERIER DIRE At 2 {AFE 3 kg~5 kg
25mgl H 1[A]
T 5 kg H#i~7.5 kg
S5mgl A 1A
A 7.5 kg #A~12 kg
10mg1 H 1A
SEMEE BB W PAE ORI | 12~17 % XX VY LRI TV TR T U AR ORI | 4 R
7l -
20mg1 H 11A]
1~11 5% I AR ORI RRE A & £ T
10mg1 H 1[A]!
1 mg/kg/ H 22 2 HRITHE L TR0,
1.33 mg/kg/ H &8 2 5 I EITHET L TWh2Ruy,
2.3 m%&vﬁﬁtwﬁa
XX DRI TR TR T VU AR O ARERERN I RO | FEREILL ERTNCIRA 5 2 & (kR (12.3) 2],
. ﬂ&iiﬁﬁ&ﬁ%bf%;w
. %#tnt BlX. TX DRV LN %@Eht\%mﬁﬁé Lo %#tm;ﬂowt®@ IR OMHAKEH Tod > 728
i\%ﬁﬁntAi%ifoﬁwm&ﬁ%% T OTEMARERICRAT 5, RRHZ2 B EZRH LW &
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*x2 REDFHXEDOHE

X T DRBES T
XX VT LRI TR L TRRCHEV, OG- 50, TEETF 2 —7 20 L TEET 5,

B O 75

o RXTTLRKEMEN T ENMITEDEFEIRIATL Z L, WHATZ DN TZ D LTIE R B 2R,

o T BNEERFAT Z L BNNEER BT OW TR, RRRBMED e v 2T T REOERIEZ T v VY —RTIR Y T T
H L, OB TOMEBITEHE L TWenizs, HEE I,

1. EBORBIT—TNAT—2 1 WgDT v TN =R Nivd, BEHTL7 v 7y —RFEL o2 b, Flo, ETITE

BIADD XN DFTEPNEDOTHDL Z &,

ABNRHANED 7' 2T, FEHOERZFEERS T v 7V —2AD EIZHIT 5,

BRI &7 o Y — AR IRED,

BE S DORE CICAIAT, FERIZ AT 0 -0 LTI B0,

YR E T v TN —AERET L OEFENY S ol E . oo m3BEET 5, RAERAT DI ZHRFELRND

&

wkh e

BEF 2 — T TG

ARNRHANED 7'V EZBRWC, RO EZ DT —T AT v 7 U Y 60mL IZHIT D,

YERIZ /K 50 mL & IRE S,

TV —ERRLTC, AT —TNAF TN oV E ISHEELIED,

U TOSE EIZMTTRRETH T —T T v ) USSR BRI o TR W )HERR T D,
NT—TNF TV o DrERWEF a2 —T I L, BETFa—T%2 N LTI v YoFgEHRNICEET 5,
PRI 5441, BT o — 71T K& BN LT,

BEZ b0, FANBEDICHERT2 2L, BRASEHUIAEL TWO A EAIIRE LN &,

Nk W=

X 2T L O R R i
2% U LR ARBIERRERNL TREICE, RARET 20, XIaEF 2 —7EH LFFEE L2 L T&RET 5,

R BEY
1. AF25mg LS mg HalOFH %, KSmL 2 ANTCHGHFICHIT D, 10mg, 20 mg KT 40 mg 73 EZ DV T, e H %
K1SmL Z ANT=RRIlHIT D, 2 0aZRATI2LERS HELE1F, HREOKEMNZ TRRIZETE S,
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1.6 AMENZIS T D RIS I BT 5 Bk

AstraZeneca
gL I AT T == TR AT

REDFHXEDOHE

2

2. KIZANT=3EORH 28T 5,
3. 2~3 3 ME L TRE D 2T,
4
5

R LT 30 2 INICIRE %,
AR BEPICARID > TOD AT, S HICKEZMATHRELEDIZRAT %,

BWEF 2 — T KNI EFEZ I L= RS

1. AKSmLEZAT—TNF v 7 DIZEML, IRWTAH 2.5 mg Xix 5mg a0 & &2 i{INT %, 10 mg, 20 mg 2 T840 mg 57
BUZONWTIE, &K 1SmL DKEDT—TNF v 72U o PIRT 5,

BEHIZAT—=TNVF vV UEIRED, MR D ET2~3 5 iET 5,

HT—=TNF TV PEFED, 7L FHA X6LULDRBIEF 2 —7 UIBE 2 LT 30 5y UNICENICHR 5T 5,

SHICHEEOK SmL XX 10mL) A7 —TNVF v 7 U DICHERET D,

VIV ERRES T, TS T D AKZ BlETF = — 7 XX HE 2/ L THWNIZH Lidte,

Aol

4. EHS
o ARANZ, BHLANL XA IZ Y — VRIEFIUIARFN OS2 IBBEUE OBEREREE AT 2 BFIIIE G LR &, iBEUEK

JGELTIE, 774 9F%—, TFH747%v—a vy, MBI, Q&0 AERME MEMER K, SRS R 8N

ExohD [BEROMEH EoEE (5.2) . FIEH 6.2) 2H] .

o FTIRMBIBEOBEREY X7 OREE N E LAY ans Z— - v ) OREICBOWTARI LT 5 0ERNH LT EX T
Vo7 T 2a<A v OERICET AHERICOVTIE, BEFOTBMN LEOEBDOHA SRS 5 Z &,

e KHEEGEL o hrBELr A rbebEX— (PP 1. VALY LEAREIZEETOBREFICITES LN [HETEH
(7) =H]

5 BLEROEALOEE
51 BEOFE

RN T, AFIOTERIZ K VIERIZH T 2R DRz TH, BEOFEITIERI N2, PPLICK D1 AT > CTh i e R 03556
NS TG ESCHHHER O BN AL NTZHEIE, ENODORAEEIIK L, 74+u—7 v 7RELOZETHREDENZEET 5
T &, mEREOSEAIT, NEERELEE T L,

5.2 2RMEREERR
PPI R D BREIZB W CAMRME R EEB R (TIN) ORENRBOH LN TEY ., PPLIZXK DEETIIWVTORSIZBWTH 2k
JRAVE B ER RN T L[ 0EENH D, O « ERIT, JEGEMEOBBUESSN S, BHERE DK T 2/~ 3 FERF A 72 ER (F -
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x2 REDRTXEDHE

R, D, BRRRZRE) ETERKICOIES, ERHEICE D &, BIMER (B BB B2, MR L) 3a<, ERick-
P S NTZEE BN D, SHERMEREEBRP DN LS, AAIOFRELZPIE L, YEFICH L TREFLFEM T2 &
(255 1) 2],

53 ZBRARNYTUL T T 4 2 VIRYIERE T FIGE
NFEINTWDLEERIFZEICBNT, AAIDOL SR PPLICEDIERIZIIZ 0 A N UL « T 7 ¢ V)VEGHERE FHED U A 7 N &
BEMEDIH D Z ENRIB I TEBY , FHIAPEE THETH D, BERALNBRWTRIZOWTIX, ZOZMEZEET L2 [GIF
M (6.2) 2],

PPI |2 & 2 1RFITIRERI R O RICE L= Ko HEE L, okbEWETH2 L,

J7BARN) VT LT T 4 VVEGYERE THIE (CDAD) 1XIEIET R COPFIREEOKGIFICME SN TS, AFIEHT D 0E
DHLPEE (7 7V A0, v ROTEXT Y V) ICFFAOFEMIERICOWNTIE, FIRACED MEBE RO EOREE] OE
BT HZ L,

54 B
ANESNTVAEBOBENRICBNT, 78 Ry 7 A e X — (PP) 12X AT EHEEIC AL S RS E T, FREE
Ir. BHEETT OV A 7EINEBEEMEDH D Z ENRBIN TS, mHE (1 BICEEERE & EFK) O PPLICL 22 RHIM (14
ML E) S 7B CIEHY 27 83L& STV A, PPLIC L AIRIRIZIGIE G ORRICHE L7 RIEOHE L L, 1ok bEn
L2, BHBREICHEIBITOU 270835 5BEIL, MSLSNTIRIBRTA RIA Nt TEHT DL [ - JHE 2) k&

NIEH (6.2) BT

55 BIEAE LCOBEEREEE

PPl OEEHAIZHEN, AT 4 —T A« V3 vV UEERE (SIS) o R L BSERARAE (TEN) | AFERERHE S & & ik & fF 5 K
& (DRESS) . 2MEREMIEBMIEEAE (AGEP) 72 EOEEDRIERENEER & LTRESHTWD [FIEH (6.2) 2], Bl
ER & U T E R G E O O E - ERSOMBEUE D Z DM OBEENTRD SN B A ITIIAR OB 52 Ik L, SR RESE2 %5
BIbZ L,

56 KRERUCEZEMHTYT< b—T X

T AT =N EOPPL E#RATOREICBWNT, RETU 7~ h—7 A (CLE) kO &HMH=Y 7~ h—7F A (SLE) OFIN
WEINTWD, ZINHIFECREEBROFHEBIEL LTHET TR, BETI2ECRERBOHEEL LTROLNEZLOTHLH D,
PPIFHRMET ) T~ b —F ARBYEF ORI E ) T~ b—FT A ThH-o 7=,
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PPLIC L DVRFBI CROONTZEET ) 7~ b—T 2D 5L, b E AL WAIIHE MR ETY 7~ h—7 X (SCLE) Th
0. P EE £ TORFITBV T, PP 280 M) G EUFERIfk e 5 L2 & 8B Lo, L T Mrrpr LIERo b
M. MEEsR A LA BN o T,

PPl & GHOBRFICHALNLEHMETY 7~ h—FT A (SLE) OREHEIIZETY 7~ F—T ALV bRV, PPI & BEMEDH 54
G ) 7~ b—F R IEEYFRELG T T~ b—FT ALY bilE, BMETHDL, ST ) T~ b —TF AORERITIITH
RN D Rl £ COEBE TIL, B, BRABEZEEANOERELNTH L, BEORZEIIREZE L T e, BIERCmEkE
WIELHE SN TN D,

EZOICKLEE SN L L RYIEICHT=2 PPLOFGI13HET 5 2 &, AFZ2EEGEHORFICBWTEETY 7~ h—F A X%
EHMETY T~ h—F AT D - JERDFRO HNTHA L. AFIOES A FIE L, MEE @Y R M EICHEN LR A
M e, RKEOEBRFIZPPLOFIEOHLT, 4~12 HEUNIZEERADND, MIGFHRE (B PUEdke &) BEEOLE RS
0. IMIE PR O BRI RER LV b2 OWMKICENM 2 E S 5 /6N H 5,

57 /ubv RFLEOMEEER

AF e 7o R LV EDHREBEGIIRTAZ L, Z7aE R LI 7Te RIv 7 Thbd, 7B RZ LTI D f/MREELE 1
O & ZITIEEREIC L 2D TH D, CYP2CI9 EMEELET 2= A 77 V) — A EOMFREAIOFEHICL Y, 7 K7 LILoik
PEACHI ~DIGH N B b D TRENE NS D, T/ AT T =)L d0mg L7 R LV EAEET DL, Z7ubt R L LoOKEE
PEDME T 5, ARNZHEHT 2581, OB IMEEEEET D2 CEYHLIESN (7) 2#] .,

58 V7 /ang Iy (BXIVBI12) RIHE

By W RO BRI (Bl 21X 3 0L E) IChe @ AR EIC L0 | REBE XUIERRIE & 720 . ZNRFINTY T/ ang iy (B
X IV BI2) OWINARBENELDZ ENRD D, BEUWINHIEEIZ X DRI PN T 2 33T I U RZIENIEBL L Tc 2 & D3I SRR
HEINTNWD, VT ang I U REEIC—ET DERERDRD DN GEIE, ZOZWEBETHZ &,

59 K~ 3xT U AMERTIRTAREH

PPI % 3 4 AL LG L= BFICBW T, JEEE R CVEEEE DK~ 7 3% v 7 AMJERFICHRE SN TS (1FEAEDHAE, 14
DIREZITHEL) , BEELAEFRZILT ¥ =—, NMERKOEERIERETH D, K~ 722U AMIEITERA VS T LFERIK S Y ™7
LAMJEZFIEHITZENHY ., VAT DOHLHHEETIIEEOR I LY T AMJEAEESE LWL H D, 1FEALEDEE, K~/
VU AMIEDIERIZIE~ 7 32 7 AOFMFE L PPLOF LSRR TH D,

PPLIC L AIRIEN RIS E FHIEN A BERL, Va3 bW o BRI TR~ 7 x> 7 AEA 5| X8 2 3345 FIRA72 2)
& PPI ZOFH T 2 FBE T OV TIE, PPLIC X A 1RHBAGERT N VARG EWIMIC G~ 7 2 v U MEZHET D 2 & Z EREEE 135
ELTH R [FIER (6.2) /],
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*x2 REDFHXEDOHE

BAHNY MMIED Y A7 PNEEFT 5 8% (B BIFRIBEEREIS ME/R E) Tid. ARAI oG -BtGET M O 5Bt #% E I InE~ 7
I LEROIN T D MEEZRET DI EEETHIE, - LBIGU T IRV TAKR/ XIIINT T L E/HTETDH
Lo BTNV AMIERTE D IZ WIEAIE, PPIOHIEEZEET L &,

510 A3 U4 KU Yy (StJohn’sWort: £ b« Pa—2 X U—h) XV 7700 OMAEER
CYP2C19 XIE CYP3A4 HEA] (AU A XUV, U772 B0 E) IV AT — )LOMPREZ R VIKT S5 HE
YRHD CEYHATEN (7) ], KAl a4 ) VoIV 77 B EOfHITRET S Z &,

511 MREASWERE OB ARE L OHEEM

AN LY BRBENMET 5L, ZRICHEE L TG €7 7= A (CgA) ER EHT5, CgAED EFIZ LD | S0
R OB W IR AR ROMAIGE & 22 D ATREEDN & 5, IRIRIEHEA L, CeAEDOMRED D72 &b 14 ARNCAFI OS2 —FrpgiZ g
HTEEEBETLHIL, £l CeA DAHMENRIETH D HEE, BREOEBLEET L L, £=4 VY »7EO AR THRAZ T
HNCES T D% alE. F—ORBMRAREKE AN L TRELFZHT 22 & (RERBEIC LY BEENRRD L3O 07120)  [H
SR (12.2) ZHT

512 A b bhUFH— 1k EOHAEER

PPI % A K b ¥ —h (FICHHE : A b bLXH— FORMCESRR) LOHES T E. A bRV — RO/ XTZEOMH
VOMmEPREN EF L, EFENFRLTA N MY — FOBEREIT L AREMEOH S5 Z E N TRBR I TV D, mHED
A b bV —b2RET 841 BEICL > TPPILO®REG A2 kT 5 2 L2 ZEB L TH L\ LEYHAIEN (7) 2H]

513 BERK)—7

PPl O FHICEENFHIERA Y —F DV 27 RN@mE D, 20U A7 (ZEMR., 82 1 F2B2 5 THERKT 2, BERR Y —7 %30
L 7= PPLE GO I T B EEME TH Y . NHREERE CIERER SN D Th D, PPLIC K D IEEMIEITIEE R ORIRICE L7 HHE
O ETAHZ L,

BIYEM
UTOEERBIERICOWTE, TRlCi#iT 2 & & bia, R SCEOMIAICLEEHEH L TV D,
DR VTR R [BER O LR (5.2) B

J7aAN) TN T T ¢ )VERYE R NI [ Z R O OV EE (5.3) B

BT (BRI LR (5.4) 2]

RIVER & U CoOBEERERS [ZBERMEH LOrE (5.5) 2]

=)
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

*x2 REDFHXEDOHE

KRR NG ) 7~ h—T A [ZLER O EDME (5.6) ]

T ang Iy (X2 BI2) RZTIE [BER O EOMEE (5.8) B
e~ 7 20 NJEKR N 2T VARG (B R O L0/ EE (5.9) RF]
HIEMRAR ) —7 [BER O LorEE (5.13) M)

6.1 FRERFABREE

BRIRFRBR IR AR 2 R T CTHEM SN D728, 8 2 RS O RRIREER TR B 7o @INEH O FE BLR 4 il 0D [ 25 i D il R FAUR TRE
D OINT-RIER OB R L EHEERT 5 Z L3 TE 3, o, BRI T 2 BRNERIGRO DN DR LB L THRN I
EbH D,

AR

X7 MRS TR 0% e, EESE R RER T 15000 B2 2 D RE (18~84 1%) Z 6 ITEHME L7, PR o RS
DOWNERITKIET 8500 BILL . BRIN KL O F 4T 6500 HlLL ETH -T2, £7=. 6~12 7 HIZ K SEWEERTIX 2900 #2825 BE NP
FNC X p1pEE =TT,

FRNIZEBT 200 AMRIER O Z B & LT ARAIBE G- O % 4 SO AL b sk IREFRGER TR L 7=, REEO&RE
BERINARIEL, AH20mg 1 B 1 [B1EE 1240 1], AF40mg 1 B 1 [RIEE 2434 6], L OA A 77—/ 20mg 1 H 1 [FIRE 3008 ] Th -7,
IND3EET AT T BHEEICERO ONZRIER GEEER 1%L E) 1388 (T4 5.5%, 5%M N 3.8%) MOVFH (3 BERH TR E
RIZETALNT) Thotz, EO, 8, B, [H, MOOWNEEL, AFIREL 42 7T — VB CREEOFR L TRO i
7=,

RBEORITER GEBLE 1%A0) ZasBE RN TIC— %1 5,

—M - PFEE . BEEIER., 7 VAR OGS, BGE, EEE. R, ME T, BT, CRAEMEEE, 1ETh ., . A v
TN WK, SaMERE, TRRE, ARk, EE, EE

DI E AR - WL, mii)E, SER

I - R R

FGEER - (EEARR], EREE, AR, WETRESE, HLE R (dysplasia GD) | L, B O, BEES, HAE, H
fE2c. BRGHIN, FEMABROBEIBER, Leo< 0, AL, OFERE, WHEEkE, EEREE, MmigH A N o8, HEE, 5%
fEE, YEIEME O NS, MEr:

eEZ . Him, HEY

MlEE o A, REEMERN, B o EE, s, BimEREIE, AiimEkEE, i MRIBE

HPEFREZ - © U Ve IE, eSS, g GOT ., i GPT #4I1
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

*x2 REDFHXEDOHE

LA eFEfEE - R, BRI, K NU W AMGE, TAB VKRR T 2 —BHIN, OB, B4 32 BI2 KZIE. KERIN,
(R EE D

AR REE . BAEE. BIEIIE, BOMNRET. SR, BHERRIERRE, ~ =7 UV U~ T LR

PRI a2 - BECRIRE, Mg, RA0THE, 85l © DO, FEIEO U, FERIRTTHE, AREE, EOTSIRR,
AVRT A RIE, FERR., FEERIEE, SRR, MEIRPEE. IR, REk. BHEMED F BRI

AR - A RRINEEE, A RREEE, R

PR ZRE R - Wi B Wk, PEORIAEE MEEVEIE, WHEEAE, Sk, Fl SR

SR M EaREE - S METRIE, RER. O FEE, ILMEZ O FEE, 8, ABMERE, Bk mBIREE, REDOK
fiE, 2T, ZHRZ

FEERE I AE A - WP H e, WUEEERA. WRITIEC. WRTEEISE

WIRAAEFIEZ - PJREE . TU7 IR, MR, BERINEE, H@de, MR, BERMER, =V 7, MiRE=V TE, R
PR REE - REESR . SRR

BRARFRERIZ I\ T, AHI L ORERZICE D 5, IROBRANCEE L 722 5 ATREMED & 2 BRI R0 1%L FTOBRE THRESh
72 Z LT F BN, REREIN, FRE UL E BN, TAB YRR T 7 XA —EHIN, ALT #900, AST #ih0, ~F 27 2 o800, [
ERECN, i/ EI, MyET A N U I, Y v A, N U oA, A w8, RN AV 8 [
H (12.2) 2], ~Er7vvy, AMERE, M, BV UL T RY A KUY A 2Fx 2 A O0W I B LT,

RIWEH & LTS SN NESTR AT R - +f6Ih%k, BBk, BB, REiRy., REfmiog, 5185, 5 ~v=7, B
DRV =7 IR, Ny NEIE, RO,

D AMERERIBH % OMEFRRIEZ BN E Lz 6 7 H M OBRRFBERFIZAK 20 mg 1 B 1 [BI#ETERO bNIZRIEH ORBLFIZ T 7 AR
BEFRECH T, &E 12 4 AR OMERRERIZERO - RITEA ORI, EHIRRE 50 L I L TR A Do T2,

SEEME E A TEOIRE AT, lABRE 7102 %5 L LT2 2O 7 TRt BaBr4 £ L7z, &b EHEEICHRE Sn-FIfE
FIE TR (4%) | 580 (4%) . ROWER (4%) Thoi-,

FF DA TEFYRKIS T IR~ D 3 F R

+ BRSO RMEIZ B E Uiz~ anxy Z— . vu ) OFREICET 2 KRR Clx. AFIREED 7t TR0 ) v
KO Z ) Aa<A vy EOFHRGICREOZOMOBEIERITERD 5T, SHEMEGERHIGED OGN TWHEIWEH LR TH - 7=,
AH, TEXFVY RO T Y A< A rOih %2 10 ARSI 72BEITEBAEICERE SUEERIZTH (9%) . WREISE
(4%) . MOYER (%) Thotz, AFIETEFI VI VRO T ) 2u<A 2 AR GIZBW T, FEHRNAH| 0 B G L b
L TCLY@mOEERIZA Lo T,

AFNETEXFT VI RO T Y 2a~vA oS U EREER T, BRSNS 3 AIFRRIEICRA OB R A B2
IERD BN T2,

Z

C
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

*x2 REDFHXEDOHE

TEXTVINTT T ) Auv A o BREREORER LK OBRRAE R IZBE T 2FE SIS oW TR, B34 O RM SCE ORITE
DEZZRT D L,

/N
1~17 %

XX T DR T RO F T T LR ORI RREAR O L MOV T ERME B B EWTE OB ICE T D 4 S ORER R
T, 1~17 WD/ R OVF R R G 316 Bl &2 X SUCHHN LTz [dgkatgg (14.3) /] o 1~11 /NN B 109 Bl i\ W CEiE s @
HINTAAEGICEET 2RITEH GBBLE 1%L ) X TH 3%) . B8R 2%) ROWIHR 2%) Thoto, 12~17msD/NELEE 149
BHZIB W CTEBEICHE SN ZRTER GEBLEE 2%LL F) 1300 (8%) . M9 (3%) . TH# (2%) KOVEL 2%) Thol-,

A5 1 U H ~1 AR

TYRT T =N~ TR T LADEEMEIZONT, 3 DOEKRREBR CTESL 1 7 H~1 kil o B BB e 2 A 2 5h it 167 14 Xt
GUZFHN LT [455 0 EFI~D RS 8.4) /] . NREF 3 Hlzxt58 e L-RBRICkE T, MEEICRE SN2 AT T — )~
T X AORWER GEHE 5%LLLE) X5 RN ONEM:-TH -7, 2, T AT T =~ T 27 LEiE 6 BEKRE L-/NNE
BE 98 BN D 72 DB (BEBUE RIS EIEA BT Sz 39 Bl 2 & de) CTHESNARIERIZER (1%) . XKL (1%) . 4
MEE (1%) . KROYALT #8001 (1%) Th o7z,

6.2 THHER OfF FRER

ARFN DGR GE AL OFHICE W T, UTORWEANERSNTWD, 26 DORNWERITHAS R AR LM O B RAICHE S
NIebDOTHLIeH, T LHBELZHERICHE TE 2 LIRS T, KRR & ORRBEGREHL XN bbb D, 2D DFRIE
S8R FIc— &1 5,

M LNV N - BRI ERE IR E

RIEZ . TR

AR - WER, MINZ, BMEERIRIBR, BIERR Y —7

HFERREE - R4, PR, SIEE LD TR

BRERIEE . T T4 xRS, T 74 9% —vav s, AT )T h—F R

JRRES S OVFAEIE - Wb D FRE, 7 A RN DT A T T 4V EYE B R HIE

CAfE L ONRFEEE . IR~ 7 3y U AIE (KDL D AGESIR Y UV U AMIEZFRT D AReEN o D) [ZEER O EorE
B (5.9) /]

T EIEARL L Okl - KT, AR, BT
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

*x2 REDFHXEDOHE

PREERME - FTIERIE, BRIEFRE

FErE o BOREE, B 5 o, X1

Bl OREEEE - FEMEE %R

IR T L A M EILE

IR v, IR L OMER R 2 - SRV SR

ST L O FRIE R BAE, ZIUALBE, ZITIE, JORBUE, A7 4 —T R » U a Y UEREE, PRRIER B IEERE
(—HB. BFEME) | AFRRERMEZ L RHEIRZ M O UL (DRESS) | SRS IERIAE (AGEP) | BE=Y 7~ h—7 A

FAT T = NDOREIHESEWERIL, =Y AT T = A FHERIZBWTORERAT L Z LB FEND, MR ZEMERHIZ OV T
F. AT T VORI IERLEZRT L L,

7 EWIEEIEH

TY AT T =)V EOFREE LT & SRR A 3 A AR 34 U 2 3550 R O2 It i & O BAER., SWONCZED X 9 72
FIHEAE 2 PR T E T 5 7= D Of R HE A2 3 L OE 4 1277,

PPI & O EAERICEE T 2RI W T, JHHERIORMN CEEBRT L2 L,

F3: VATV N L HRRET AEFICEEL T TRARNICEERMEEER R OZ K RARE L OMEER
irhbr A L RE

PLL ha oA VAT KIET PPL D

P LHI B TIEZRu,

o Pl buUuALRIEOFIZIE, TT N EPHEEGT DL BEBEENSED L, ZRIZL0HTT A LV AEH

e S - PMET L, BRI ORBENMEE SN D ORI H D (B : Ve ey TEFFEL, X7 4

e FENRY)  [BEFERE (123) 2]

o F, mYRATSTFTV PR ET D LREBEESEINL ., FESERE NS AREOH HHIL e A L
2L BHD (B X FENRE)  [BEERE (12.3) 2H]

o ZOfth, =Y AT TV — )V ERRMICEBREEFEHE RIS WL e AV 2EE B D,

UNAEE D CEERA KK OB EIIRETHD (B2 @) ZHT

THEFF e WHICETAERICOVTIE, TE VT ELDIRMNCEEZSRTLZ L,

FELE | FVT 4 FEI KR E ORGSR D 2, RV T 4 T ELDORMNLEELSZRT L L,

YEXFEN IV )Y FFTEAEEFREOE=4 1 72OV F T ELORMNCEEZEBRT 2 L,

ZOMOBIL ba oA VA FFEOHIL ha A NV AIEOIRM CEESRT L L,

B

LItkx Th D, b OFAAER ORERAE ZM & OFH BAEH OMF X
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 Y RT T — )L~ TR AKF

AstraZeneca

* 2 KEDRTXEDHE
UNT77 v
TYRT TN EELRPPLEUNLT 7 U U EFH L TWAEFEICBWTINR ML O 1 s b o REEEE
BEAHgE - | BRO BN S, INRBENME O b v EURFRIERIC LY, BEHmzkT 28360, SRICEL LD H
Do
Py INR kN7 a b B llaE=4 07 L, RETHIUITLT7 7 U OREZFHEL T, BIEO INR i
| EMERET AL OIZT D,
AR RFLEF—L
TYRTTZY = AN UR— ]k (FiCaHE) Z20HEST5E AR MU — RO/ UTE O
BRI - | MOMIEFTREN LR L, EFENRFHHLTA M MLX— FNOFERBIET L RENH S, BHEDOA N B
L 4— k& PPI & O IER 23 AAEHRRER X520 L T\ e [ZBER O LR (5.12) /)
HEELE - | BHEDA N ML X— AR ETOBREIZL > TI, AFIOKG 2 —BIChl+ 52 2B L TH Ly,

CYP2C19 OEE L LTERTAES] (Bl : Jub KF LI, V¥ 7FTAh, VRAZS—LRY)

Jue RI7Lv

7 RTVLIVETY AT T =1 40mg OUFHEEGIZL Y, 7 vt K7 LV OIEMERGE O M P E MK T

Vi S e ot e
U, i/ MRBREVER 2S5 LT (B (12.3) M
e KA OPFRBEG TS D 2 &, Flo, REOHUVIMURIEEZBIES D 2 & [BEROREN LOVEE (.7) =
PRTE |
vEUTT A
BEFHEEES - | 2 a5 AOBRBERNEINL, AUk QTIER Y A7 WNEE5 [BFEFERE (12.3) W]
PGV | A a T AOMEERRK20mg/ BIZHIET D, 42077 MO LEESHRTHZ L,

SRS —)v

TRAK =)V a A — )V OIEERE O 1 > (3,4-dihydro-cilostazo-1) DOWMRFZ RSG5 [k FAE

73 GEZIES .
BRER: | 133) zmy
s | YAAZY VO EEZ 50mgl B 2ENIHET A2 EE2BETDH, VRAZ Y —ILVOIRMICGELSRT 52
L5 L
vaxyy
BRRRgEZEE | oI X T L OWRGBEEDINT DN D [HKFERE (12.3) )
HEEE ke VIAX T UOMBETREEZT=F ) 7 L, RETHIVUE, IBFEADEYIRE MR 5 X O ICHEERET S

Tl VAXFTV DR CEEZRT AL,

77 VA,V RRITEXFT VY L OPERHEE

CONFIDENTIAL AND PROPRIETARY

17(48)



1.6 AMENZIS T D RIS I BT 5 Bk

kT AT TS e SR A

x2

REDFHXEDOHE

AstraZeneca

g ) 2w A v MBI EZEAEREG TS L, RICEDL RO H D AR E. BEERRBWERANRET L2 &
Wb, TO, 7710 2a<wA 2030 OOHEK L A2 E > T b,

W 225
TEXVVI UG, EYMEAEERAEZEL B,

7TV A< AT DA CEICGTEH EN TS L, LR MG FOESRT 5L,

FHE G

TEXTVY VOTRM CEICREH SN WD EYH L EHE BT 52 L,

RIS BN pH ITIEET K (B : 86K, =ruF=F, ¥H¥F=7, —uF=F, Iardz/)—ABET=FN, Fhraty—
N A Zary—n)

HRRAGEREE - | =Y AT T Y — 3 Z O FARREK TR (BRWEHIER) ICX Y MAIORIRZHEH+5 2 L1355,

Savx ) —NAEET7 =2F /1 (MMF)

: MMF % % 5. OGRS M O as BT (=Y A ST — D Z
YIRTHLIAAT T —NVEHHEGE LIEEZ A, IEEREW I a7 = /7 —/LEE (MPA) OIRFZENED LT
EOWENRHY . ZIUXEWN pH O EFIZHEN MMF OFEfEENME T L2 slck b B2 bnb, AFlL

BTG - | MMF %% 55 OISZSBAEERA 1BV T, ISR ) IE T MPA MR B O BRI EEMEIC SOV TS

MTRV, MMF 2 &5 Ol EE (CIIAR A EER T2 2 & (AR (12.3) K]

W UN A E N pH I3 5 F DO FERN O SCEESRT L 2 &,

271l AR

B B &7 l) AAOUEGE RN 5 ATREMED & 5, FFIZ CYP2C19 ORHNENED FEMAY (intermediate

777 | metabolizer) SUIMEIETERY (poor metabolizer) Dfigas A EE TIXPHETH 5,

B o - Z7ual AX@éﬁuEP?%E%%:5’ Uo7 L, BETHIL, 1BRADIEDIRE LR+ 2 X 0 ITBELZBRT

HIRTE - a2k, 270 ) AADBRHIESSRTS L,

RN WEROZE AkRE L OMAEIEA

B2
W],

PPI (Z L 2 BIKFEE O TFICHFE LTI 7 827 7= A (CgA) N LA T2, CeAED EHITL Y | Mk
BERHIEZEE - | WO MES O W AR ENBIIEC D Z RN D [BEROEH Eo/E (5.11) | BFEFERE (12.2) =

CgA RAEDD72 < &b 14 BANCAAIOR G2 P IE L, CgA DAHHEN®IETH D58 IITHMEELEET 52

HELE | & B2 7EO BN TRAZ EMNCERT 25613, F—OREBKRRAEKE 2R M L TRd 2 £ 54
5L (MBI KD RN RR DI LRHLD) |
7 VFUARRAR S OHEER

=S

BEkmEE : | e 7 VF UV AMBRBICEUSE L TH A U U WANBRIC T L, A RY  —~ EBIEShD 2L Bb 5,
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
— kL I R T T — )~ TR AR

=2 KE QRN XEDHE
HELY | A 4B AR ORG24 5 2 & [BEER (12.2) 2]
THC JRIREEA BT

s . | PPLEGTOBFCENTT b7 Fanrf e/ —L (THC) ORAZ D == T RAERADP B R > 7
T | LowERD B,

HELE | BEOBER R RIS 5720, MOWRBETEEZEET 52 L,

F4: MBI LFERBELIZLZC Y AT T —NVICEEL EX ABREICEERHEER
CYP2C19 XiZ CYP3A4 FHiEH|
B =] - ) PS5 N ) e TR /T; K
s %ﬁigg%wxmcmmmm%ﬂ&®ﬁﬁﬁﬁkiD\i/%77/ UL S S vR A NN S 52
a4 XY VT (Stlohn’sWort: Bk« Pa—r X« U—1K) . PHHEZBET D Z & [EEREH L
HE G | DR (5.10) T
U b eEEREA]  SEBORMCEESRBT L L,

Ry arFy—n
BRHIEEE : | =) AT T — VORGERZEINSE 5 [FRFERE (12.3) B/

W ARFIOHEFFEO LI T2, LA L, Zollinger-Ellison JEMEREICRA L, mAEEZMIEL T3 REMEDOH

HELV | DIBEOEGAEIE. HEFELZBELTH XV,

RV aF ) — VORI LEESRT L L,

8 FFRIREM~DEE
8.1 m~D&E5

U 27 ZB4 % K

2 xtGe & U=t no 0 s A B W - Y A 75— )L ORERITEM L TV, =Y AT T — LI A AT T — )L
DSxTFrFA~— (SIK) THDH, TNETIHOLNTWDHEFFET —XIHS L, HIRFE 1 H WHRo~128EHE) [ZBIF54
AT T =N OFGIHEVE KRR RGO OMOF ERITREE)FO U A7 KT 5 L Ot lIF#ER STy (Fio 7 —
SBW) . Ty NROUYXE WA AEFERBR T, A7 7Y — L EROBRHAETH D 40 mg DK 3.4 [5~34 5 ({KE 60 kg
Db MBI DERFREHRE) OWRGRTROKELIZE 24, HREGFEORIE - IBIRETHED ST,

BT AR AEFTBERER T, 7y NEOBUY I AT T~ 32T A EROERHAETH D 40 mg DZIEIK 68
FEROREOREE (KE60kg Dt MIIT HAREMEEE) TROBE L7, EHBEERRO bR oz, —Ji, KPEOIR
RO 238 L CRROEER & 40 mg ORI 34 (FLL EE2 R E L7277 v P HAE LR IRIZICB O CTEEEROZ(EARD iz, 72
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

*x2 REDFHXEDOHE

B, BEY~OEGEPIERMBIIZIR S 56, HARWTRORHIZEW TS, IR ORGSR 2 EEITRER O i
Motz (Fro 7—%2W]) |

ARIEOEJSR GBI 2 EBRZEREE R OCBRIREOE Y A7 IIAATH L, WU L THERIZIE, EREXE, B
RIREZ T U, AERIMIROIRIFICED U R BHFIET D, KEO—RERTIE, BRRINCHER SN MRS T 2 BRI KRR
RO ERREDIE 5 U 271X ENEN 2% ~4% K TN 15%~20% L HEEF ST 5,

F—4

W T — %

I/%f?f~»iﬁ%7?f~w®Si%/%ﬁ?~(S%)T&é 4 ODOEFHREITBN T, BERSIEEIR Pz ff?f~
AR U7-ARICEB T 2 e KRB OBEIZ DWW T, BERDERHIF I Hy 2 RS HEE T2 O o BEE A2 H L7z s i %
BERE L Pl LT,

1995 75 1999 4= F TP Swedish Medical Birth Registry (A 7 =—7 LV HIZAEBGE)  (EIREERK 99%) ([ZHESEMN—ADHK A
M& ah— MEFRELY . BEENERMBETICA AT T =V EEH L7 955 BloFLIE IR 1 I TogER 824 ) (5 5 39 i34t
BRES 1 WIDARE & MREEARGE) | IEURES 1 BIDARE O GRER Blﬂluowfﬁiéhfwéoﬁffﬁyww I FENTIRE L, B, K
AR M@HXZTﬁﬁ SUFABENE U7 SR O BIEIT AL BT 263 & [AEkTh o 7=, DEHRR KB O LI OFIE & O35t
PE LD ¥ %%lf%@éﬂé%@&%@bfﬁf77/ww CIRFE LA ThIcE o T,

1%&$ﬁ%mw$if®7/v~ B 2ENRMAEZG L LTEMAN—AD®% AR E ak:— MFEL Y . BB EIRE 1 i
FAT T = EEH LU AERBA 1800 WJ&U&%}%%)“!IE&)& L ¥z e b /1“"/7"4’ e —meEH Lo AR A 837317
BUZOWTHE SN TS, BEBIEIRES 1| $llcA XA 77 Y — Vv E R L BirERIZS T 2 e KRR ORIEIA1X 2.9% T~
PR 1L i e bRy 7 A ey —%4 <@%Lﬁ#otﬁETium1%oto

BAMEaR— MFEL YD . 2R EEIEE I A A 75— L OWNT I E RS 1 IR L7 689 5] (56, AT
V= VA 134 1)) R OMERRES 1 811 n%% HEA L7giso 7ot 1572 Bl SW Tl ST b, BERIDEIRES 1 $licA A 77
V=V T Ho S RS TR 2 L 72U BT 2 A B DR BLEI AL E N ZE I 3.6% & T 5.5% T, REBLS 2416 ORI A H L7
Mo=3H IR TIT41% TH -7,

IR BT & BB o R — MFFFRIC RV T, IR A A 7T ) — v i U205 113 61 GRIRES 1 BT =R 89%) 7%iE
Brsivic, ERRIERETEORERIIA AT T — IVEET 4%, FEME D OXHREET 2%, HEBX ek REE (disease
paired control) T 2.8% Cdh o7z, BIRGE - N TIERPHE N OCRPEOEIS . TERBIE., W ONOFHHAERMAEICIEME ZITIZ & A LR
Y (WA IRV

BEOTENIE 2L, SHFEET oM EYIB ORI & L TR 200 FILL EIZ A A 75— L Hilalkk 1 &5 SO X H R E AR &
HR3EE &=y, AR O A ERBEINEEBIIA LN o = b E SN TV D,
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
— kL I R TT Y — = TR KK

*x2 REDFHXEDOHE

FElH T — %

AT

AR ERBRE LT, 7y PR UBFEZRAWEA AT T — LD « IBIRBAEICET2HBBREEHKL, A ATV —1LE%T
MR T 138 mgkg/ H (B O 4% 5-REO BRIR FH & 40 mg O 34 {5, REEAHRE) KO 312135k T 69.1 mgkg/H - ([RIEFKH &
40 mg OF 34 %) FTORLGETENENGEBRINIKER OB Lz 2A, AT TV — M X DEFEERT RITE< Gl Sh
Rinole, UHXTIL, AT T Y =% 6.9~69.1 mgkg O &HiJH Cay BN G LR, HEERGFIR - BT, kK
W, M ORI (pregnancy disruption) OIEIAFERD Hivlz, F/z, 7 R T, AT 7Y —/L% 13.8~138.0 mg/kg/ H O &4l
PH (RIEGA & 40 mg OF) 3.4~34 1%) TRERIN DRI E TG L=HEMW )5 O JICB W THERIFIRIE « IR IR EME L O A%
DIANTKET 2 BT BT,

IIRAT T —)L

AFERAEFRNERABRLE LT, 7y PROUSXZANWEZ Y AT T — Lok - JRIRRAICHET I RBBREZEH L, =/ AT T — L%
Z v MTIEHE T 280 mgkg/ H (RFHEFEMRE T MI40mg 2R OG- Lz 0K 68 %) KON T Y X213k = T 86 mgkg/H (hF
AFEMRECTE MZ40mg 2R AOBE L= D41 1%) FTORERBTENZNEBEERIICKEROKRS LZEZ A, I8 RIERA
~DOEBITRD b o T,

Ty bWz Y 27T — VO HARTR AR OFAEICET 268k (Bl 2T 5720 OMIE R 280 Z%EfL, —
VAT T == TR A 14~280 mgkg/ H (RREFEHRE TE MZ40mg 2RO E Lo & 2D 3.4~68 %) HREKROEE L
720 138 mg/kg/H (REFRFEHRE CTE MI40mg 2R OEE L2 2034 %) LIEOHEBRICBWTHAR HAER RS (HAER»
DHEFLET) OEGFENMET Lz, £/, 69mgkg H (KAREMEBEFE TE MZ40mg 2R O#FG L& 2001765 UL EOMHERT,
(REEJED, RE MG & O A T BN B I X B ERIE RN D & 7p o 7o, S HIZ, 14mgkg/H ((RRmEEHHRE CE MC
40mg R OEE LIz L 203465 U EOHERICEWT, KIREE, REBELOCRETREORD ., EEmREONRD, 1N
B~ T OB M ER T AR bR, £/, =Y AT TV =<7 37 A 138 mghkg/ B (REREREHAFE T M2 40 mg 2 F%
OGLEED341%) UbEETy MORO®KE Lz L Z A, WHHRIBICKERE B IRIE TR 20580 b7,

7 v b RO AR AR ORAE R ORMROEREICEIT 2 BT, =Y A7 T Y — )~ %7 A 14~280 mgkg/ H (K&K
FEAE Tt MZ40mg #RR N5 Lic & 20K 34~68 fi7) ZIEIRF K ORAIO T v MIROES Lz L 2 A, B OF ~DRENR
BOONTZ, HRT7 BEBAER 21 A HOBAW E TT v b~ 5 &2k L7256, 138 mgkg/H (RERMAEHBE T NI 40mg &
BOKE L E0R346%) U LOREBERET, 77 2 REER & L CREFANA B2 REM O KRS EEORD (KD %
14%) RO BTz,

Ty FNERWEZ Y ATIT =LA arF UL (Y ATT) =< 327 LOREBR L SE/VEEZEH) oA RO ER
DOFRAEICEHT HREBRICBN TS, BEW A OEEMWIC BT A RIT B E R TH - 7=,
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

*x2 REDFHXEDOHE

T FEHOWERAEFBERR T, =Y AT TV —~7 375 280mgkg/ H (HHREREHBERE CE MZ40mg 2 AOKEG Lzt &0
68 f5) Z4EHR 7 B H OUIAENR 16 B B2 O HERFE T G- L, WEMWI OB OFEAE £ 2 B B> GBI £ ClEpamMn Lz, iy
~OEEDERMBICR SN 756, HAEZROWTIRHIZHE N TS, RO F IR E I REIC KT 2 BT O bR o7,

8.2 TFHB~OEE

U 27 24 % 85K

TIRATT—NIF AT T =D ST A~v— (SIK) THYH, [RonTr—#0hb, AT 7Y —nide MEALHICBIT
THAREMERH D Z EDRBINTWD, =Y AT T — VOIS IRAEE I RIET BT 2R T — X 135 o T, 38
B EROWER Eofzil (FFLRE) OFAMEIC YW T, BERICHT 2 3% 0 0 AOERM BN O 2 0 A I REBL O JEpE R
DA RIFTEEBO R LI TEBIETH 2 &,

84 /NER~DEE
D5 AMERIE R DI

1~17 DB

KT DRI TR RO AR ORI REANL, 12~17 mO/NBBREICBIT DL AMEEERDOERE AR LT 58
&L (4~8 M) IZBWTEDZEER OFIENHESL SN TS, Fi2, 1~11 BO/NRERFITBIT 200 AMEEERDOER %
HEY & L7omHI#R S (BE S#HM) 1B\ T, AAIRE O BRIERE R O %2 2 M OB ZIWEDRHENL. STV D, 2 OISIZBIT D AH
OF IR A Z %S & L@ o+ 2R L B2 B W 2B B G b= B F VAW NS I~1T O/NEBRE R L Lini e
PR OSSR BN RERRBR DB INT — Z 12 K > TET BN TWD, 1~17RO/NREREICBIT A AR O 2T v 7 7 A VTR BE & [FEE
Thol- [FIEH 6.1) . BEEFEPE (12.3) | fkase (14.4) =]

1 A~ AR DA

At 1 B H~1 RS OFLIRIT I B ARFIRE D AREERRE A O 2VE L OB, BRBEE RE W AEIZ L 2 D AMRIERICKH
LS E 6 M) ZHiEE LT SN TWD, ZOMIGIZEIT 2 A KO HITRR A 2 x5 & Uizt ho-+4 7¢ gt i
BEWIZRBRO LA LN BT AW NIAER 1 1 A ~1 Rl o/NLEE 255 & L2t FEMBRE L O3 ) 73R o8 s —
ZIZE>TEMTOENTWD, £H% 1 IHA~EREOLBEFICBIT DABNORZENET 07 7 A MITRANBE LR TH -7 [FIEH
6.1) . BRRFERE (12.2, 12.3) =],

Atk 1 H A RO BFICEBIT DB E H A WFEIC L 2 5 AMERTERDIERZ B & LT AR D22 20 K O WE IS S
’Cl,\fcﬁl,\o
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

*x2 REDFHXEDOHE

St B AT (B Al i iiE)

1~17 DN EE

X7 DRI TR RO T AR ORI RREANL. 12~17 mO/NBBREICBIT D B REWITICHE Y e 21X LD &
HEEEROBEIIER 4 ITBWTCE DR e OFIENHESL S TWD, Fi2, 1~11 Bo/NRRFITBIT 2 B Bl iiiiE 2 £
IMGRNT ZIT U o & T HFEIER OEHNER (R 8 M) [TV T, ARAIRE DIRMERREB A O 2L EIE b SN TS, 2
OB I T DA FNOME IR Z RS & LTzl >+ 0 7R it R 2 B W 2R B 68 b B F AN 1~17 D/
Faxtg b Ul et OB ERER OB MT — X I K> TEMT O TV D, 1~17EO/NREFIZB T 2 AR OLZE2MET a7 7 A
JVIENEE LR Ch -T2 [BIEH (6.1) | BRAFERE (12.3) | [k (14.4) =/

1 AT O/ NI 231 DI B B W FAE D IR D W THEARFI OB O BVE IS S AL TV,

L] A~ R DA

SEMEME S BBV IEZ AT H4E% 1 W H~11 A OAN 98 il ZxtGe & U= Zhuak b, MiEA({b, “HEMR. kg, 1HEF kR
BRIZBWT, AANTIAEZITRWZ ERHL N E o7, ARBROMANRRIT, HREVTIEDRE VDV | JEBREMEE B WRE, i
ARSI CHERR S 7o B BB WRIE & BRIRZI S o /B8 & Uiz, MA AN BT 98 Bl 20 FlIXNHREEREZ I L, 6 fillcisn\T
NR—=2 T A VIEFONIESERE TO S AMERTERPHER SN, ARBRIT 2 @R OIEEMBIZ 5% 1T, xFEREBE 2FNAFIRE O35 R
#2101 ERO®KE Lz, 80 BINFHRNCHE LIERSEEL~LICEL, ARBRO —EHERIICBIT L, —EHERHITIZZND 80
Bl a2 AR IT T 78R %2 S B 4 G T 2FICE CHBETEESICHIN 17, EEREI TR R DIERE LI X o3BT 1L E
TOYMEBRF L, ULV 4 BEOEEF IR BT 2 ARKFNOFIMEEZ T Uz, T ORER, ERE(LIC K 2 P IESRICARFIRE
T T ARBR TR FIA B EITRO DL holz, LEEN-oT, ZOREND, A% 1 7 H~1 R OIS T 2 IEfEE Al
WE DVEH Z B & LT AR ORISR S 20,

Z DD TE SE
NSAID ERMEOBIEHEO U A 78, + 8BRS OFR Y A7 E B E Lo~V any Z— .- ©a U ORE, W7 E RS W
WZIEDOTEHIZB L Cid, /NEBFITI T D AKOLEVE R OE DI TR STV,

A BN % FH\ 7 T R

T v FEMERR T, 7RV AENORA Ra U FILMEOT Y AT TV — LA EREBEHBE TE ST 1 B8 40 mg D) 34~
68 [F DGR TRAKE Lz, ZORR, SHER CHETHOEMA A S, SHERCRERD ., (RERINmE, KEREEE&K KR
BRE R OWD . SRR RIRIEN R bivs [FEEKRZENE (13.2) S/
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

*x2 REDFHXEDOHE

85 mEE~DOERE

FERABR CAKN 2 &5 LT EBEED 5 B 1459 S 65 ~T74 D HBE T, 354 FlN 75 Ll EOBETH -7,

LR OOV TIEEIE &I & TR RZITRO LT LU OBRRMEHRRICET oHE TH., miind &
FERME TR D ZITHER SIVTWARND RANZXT T 2B MEN L0 @O E RS OFEIE S E TE e,

8.6 MEEFEDOHIBE~DOKRSE

FHEOFREE (Child-Pugh 7336 C) 2H T 2 HBE TIE., BEFERBRE LR L T2 Y A 77— VOB ER DR D EINT 5, 0L AN
BIER OGN, NSAID ERMEEEO U A 7B, + _1EHEEOFRE U A7 OREE HIE Lo~V a s 22— ol ORE, &
O Zollinger-Ellison SEMERE 72 £ DIl 70 B B /0 MBS E 2 B IVE & T 586, BEDOATFREE O H 2 B T8 L UIARFIO &4 1T 5
VENGHD [HERCHE 2.1) . BEERE (12.3) 2H] .,

WL 7> B AR OAFFESE  (Child-Pugh /738 A e OV B) BB 5 AR OLE T2,
2021 4F 8 HLqT

=3 EEDORTXENHE
R5E44 | Nexium 20 mg gastro-resistant tablet
4 ERREER

4.1 JEIE

RAICEIT D R F 2 7 LBISEE DO E

H Al iiE (GERD)
- OB AMEWRME R TE R DTG
- OB AMERIBRIGES OFBIIEZ B & Lo RIFMERIRIE
- EEEE REWTAE (GERD) DR

ANY a2 L — - B YOREIZEB T 2R uE A & OpFERE
- NY Nz z— - e VRERYE TR RIS O
- ANV ANz Z— - Er VRERMHEGEE R DRSSO T

AT a A FHEHIRIESRK (NSAID) Ofkkef 5.3 LB B
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1.6 SENCI T 26 ARSI BE T 2 8k

AstraZeneca
gL I AT T == TR AT

x3 REDHFNXENHE

- FERT a A RUEPIRERE R B 1SS O 1R
- BIEV AT DOBHDHEEICBITHIEAT O A FUEFIRIESE KM O 585 & O R IEE O 15

Zollinger-Ellison FEERE DR

12 ik L EOFHEMBEIZIBT D R F v U LGIRSED i IE
HAE e (GERD)
- OYS AMEWFENERE R D IRIF
- D AMERERIGEZ ORI A2 B & L 7c REIMERRR L
- JEBEMEEAEVE (GERD) OIRE

ANY moN7 = VERVE IR ORI B T 2 BiE#Al & OO L
2 FERUHE

F N

SEE

HWHE  (GERD)

- OO AMEEVE B R DIRE

1[E140mg Z 1 A 1[5, 48R 5,

BIERDMEE L TORWIIIER DR L TV A 5A1E, SOIC4EMKRE 35 Z LRI n5,

- UbAMEERIGEHE ORI 2 BP) & U RIIMERRE
1[E20mg %= 1 A 1[EE535,

- JEEMEE A E (GERD) OIR¥E
BEREZRIEL TWRWERIZIZ, 1H 20mg 2 1 A 1 FEEGT 5, 4 @BEOTEGZITIERNPELZ 2 br—1r I THWRWEE
X, BEORIEIZOVWTE BITHEMARRE - MBS 2FET 5 2 &, JERA —HdESiE, 20mg 1 H 1 B O#FHETZ D% DIE
arbe—z27oTH IV, MEZSCT, EHIZT20mgZ 1 B 1EEGLTH LW, 2720, BIEE I+ a5 2%
JET DU R DHHIEAT oA FHEFIRIERE G PO EE I L TE, BRIy ha— Lo dOARFOEAIIITHRWE & NE
F LV,

NY AN L — - B Y DEREIZF S B RLE A & DO
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x3 REDHFNXENHE

- NV anNss— - e VRERE BRSO IRE
- NV N2 H— - B VERPMERERECS T D EEERE R O T8
FFTTALE20mg, TEXFVY U 1E1gRRT T ) Aa~A 2 1[0]500mg Z[FFHC 1 B 2[6, 7 BEBST 5,

FER T 2o NHEDLRIEFE DRI T 038 B
- ERT v A RYEFLIE SE K 1 BB D15
WEH. 1E20mg & 1 B 1[G L, BGHMIT4~8 R &35,
- RBIEV AT DD BECBIT HIEAT 0 A RYEFLRIE SR BIEE &K O+ a5 O T b
1[E20mg %= 1 A 1[EE535,

Zollinger-Ellison JEIRHE DGR

HEEBRA I EII AR F U L 40mgl A2EITH D, EOK%, BRAIZEZY LRI S 55613, BEEICHELZ TR L TRK Lk
HTE, INETIH/OLNTWDERKRT —ZIZEKS &, REHDBEIIZ Y AT T —/180~160mg D 1 HE T2 hu—/LA[EET
HbH, 1 BEP Omg B2 2%G1E, 1 A 2BNIhEREG T2 &,

175 2 ZE ]
Bl

EIPRBERE T B IS 2 B OMEIT e, 2L, BEEOBERERNEET IOV T, EHBBRARON TSIz, HEIC
FhHETHZ L G2HBH)

Vit
R b A ORT IR E BT 2 B OLEIT RV, BEOFEEFEEICOVTIEL, AFlE 20mg # ERE LTREGT L Z
& (52HEBM)

EHE
EEE I A HEREOLE TR0,

NN E
IZ/‘T?@Hi@ HEREE
B £ EiclE (GERD)
- OO AW B E R DIRRE
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x3 REDHFNXENHE

1[5 40mg Z 1 A 18], 48R 5,

BIERMEE L TORWIUIIER DR L TWA5A1E, S OIC4BEMKRE 35 Z LRI n5,

- U AMEEERIGE S O L4 Hi & U 72 RHIRERE RS

1[E20mg %= 1 A 1 [EE53 5,

- JEEMEE AE Y E (GERD) DR

BEREZFIEL TWRWERIZIZ, 1 20mg 2 1 A 1 T 5, 4 BEOTEGZITIERNELZ 2 br—1 I THWRWEE
X, BEOREIZOWNWT I SIZFHMIARRE - RESZ2FEMT 52 &, ERS—HESI T, 20mg 1 B 1 [BOEETZEOHDIE
Wz br—&2fToTH IV,

NY TGN K — o B YR B DA
T 2 PFEIEDOEIRICHT- - Tk, BOMME, HEHIM GEFEILX7 B, &E 14 B) ROHEA OB IEME BT 5% E L%
HIKDOHTA X A BRIV DZ L, BEITEMFICEIA2EHTTITHY>Z &,

HELEH BRI T oY TH 5,

LR &

30~40 kg 2HIOFEA &G 1SR XL T L 20mg, TEFTL U 2 750 mgkg KOV T U 2= A 32 75 mgkg % 3
FIFERFC, 1A 2108, 1ERES T2,

40 kg 2HNOHEAIE PR 1 ENCRFT T L 20mg, TEFT Y 1gh7 T An~A 22 500 mg % 3 Al
(2. 1 H2[E, 1 AT 5,

12 Rt DI
1~11 5 DO/NRIZB T D HEIZOW T, 357 7 A8 O BREE B IERERI 738D SmPC (BRMNUSST SCE) 2235 2 &,

AR 515

BANIZFOFEEKEMAT D, SEAIZMEATZ Y HNTZ0D LTiEZR B0, b PRS2 BFICOWNTIE, 8281%2 2 v 7RO IEREE
ARIZIREB L CIRA SETH XV, B, REKIIBEE D —T 4 NIRRT A AREMENH D=0 H LW 2 &, BERINARET S £ T
R L, EHIZSUIFEER 30 2INIC~ Ly N ERE LRI ZBREE D2 L, 2%, 2y EROKTCay 723 AT 2
Lo XLy MEEATZ VN0 LTI b0,
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x3 REDRIXENOHRE

W T AARARER BE IOV TIL, SERIZIERIKICBE LEEF o —7 L 0EELTHL LW, 72770, YU U PR RF a—70F, &
%iiD%@ﬁ%®ﬁ@@ﬂ+”Lﬁﬁéht%@%Eﬁbfﬁwé:kﬂégf&éo%%&@ﬁ%i@@%ﬂowfﬁﬁ6@%§%
THI &,

43 o

AHNDOENRLSy . B A A K =) XL 6.1 TEIZFEH T 2 WA O W ANk 2 @ BUE O BEERE 2 A4 2 BEIZITAHK %
BE LW &,

AE 27 4 FENVEPFRHEES L & GSHESM) |

4.4 ZEEROERHEOEER
SOALSER (B BRI LZ2WE LVRERCD . FRMEOIEN:, W FREE, i, 2 L7 d) NEEA LSS, XIXBEEOIRIE L
ZDENNRDH HBEEIE. AFNC L DIERIC LV IERDBEIM SN TRZNEND Z L0 H 5720, ﬁ%@rfﬁw L EMERT DL,

RHI8G

RHiEE (R 1 2B 5% 5) 220288 1 LTI, EFMICHREZIT IR EL TEHETICES 2 &,

TEH

W & U TARFIZ IR LW BEICH L TE, IERORBICEEN A N B BICIIEMORBE LT 2 L 585 2 &,

NYanNgi— - E'o UDBRE

ANYaNTEZ— - Er YDORBEE T Y AT T — LV EWGFT 55813., 3 BIRIEOREREES OF XTIz W CTHAEH O /TN %
EETAHZE, 7TV Au~A U037 CYP3A4 BHERITH 5720, CYP3A4 IZ L > TR ENDMHF (47U R d) 20
LTWABREIZIFRIELZFERT 551, 77V 2Au~A v LDt O AR ORTRENZ ZE+ 5 2 &,

HERIAETRES
T hRTA e B —DOREIZED, PILERTEL RN Z—FHR S LD BHEGD U A7 BT INEINT 5 ]
REMER DD (5.1 THZM)

B4 2V B12 ORI

ETOBREPWINHF & RIS, =Y AT T — Vb IERBE T ERREIC LV EX I B2 (37 angIy) ORNEZERTSE
LAREMER B D, B X 22 B12 DRNEFEE D L TV D BE T 2 v BI12 OWIUE T OERIN T2 79 5 BE AR & K&
54288003, COREEETDHZ L,

CONFIDENTIAL AND PROPRIETARY 28(48)



1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x3 REDHFNXENHE

B~ 7 %27 LMUE
TYAT T EOTa hRy A e X — (PPD) OBG% 3 THUE (1ZEALEOHEEIF1FER]) 2T TWDHEFITEN
T, BEOR~ 7R U LAMIENRE SN TWD, I, 7X=— e, K, FEEOE0LOOEEAERO L 5 REERIK~
TRy LGEOBUEE < SERDFEELT D AREMEDN H D03, T OB < SERITIBEITIEICAAE D RESND AR H 5, B, K~
73T AMIEEIIE LT2BE ORI OWNWTIE, 7R T LADOFE KR O PPL OG- H LI L VK~ 7% o 7 AElLd8GE LT,
BRGNP SN BH, IV o0~ 2o AMEEZFHRT 2B NOH 5345 FIRHFRE) & PPLEOHT 5 HE
FTxF LT, PPI B G-BAGART R OB 5-Ba% EMIMINC~ 7 2o U AREZRET D 2 L 2 EENEEHILIEET L2 L,

Bt 27

Tu bR TA e B X =T, FRCEHETEYM QLR b LGE. BEE 280 T UM OBEE O fERRIK 10
FAETICBWT, R, FREES L OFHEO BT A7 B0 5/l fettnd 5, BIEIFERICBWT, Yu hrRr7 (e e
A= T BT ORI ) AT & 10~40%EM S5 0[EEMHEOH D Z LAVRIBEINTWD, ZO LD FITO U A7 BN o [k 1
WCRKT 2RSS H D, BHRIED Y A7 B 5 BFIL, BATOWRETA RI7A4 Zh-ifEE=F, B4 D KOHLv T A
Ao EBRT O MNERD D,

HAMEET) 7~ F—F A (SCLE)

7 bR TA B BEX ORI, T<HIC SCLE BHELT 5 Z LD D, AN, FEZHIGITEET 55 O RIEIZHRD
DTS E. £, BHETRZME O LA, #NICEFREEZ 2T 5 X ) B AR L, EEEEEIIARO®R G F L2 HRET 5 2
L, T bR TA e BEX 5441 SCLE & RJE LTIERITlX, 0% e bRy 74 e BX—I2Xk->TH SCLE D3
JEU A7 INEE D A[REENH D,

fth5 & DO

TV AT T =T FEALOOHEGIIHRE I WSsTHESH) [ T e LT e hURY A e X —EOPFHN
ARELRE S M SN DA, THAY T ELEZ 400 mg (ZHEELTY bFEL100mg LT D & &b, EEES BWEMBEA21THY 2
ENRERRIND, e, ZOBA. VAT TV LOREIZ20mgE ERETHZ L,

TV AT TV =T CYP2CIY ZHET D, T/ AT T — ) KD Z MG SUTF T 521X, CYP2CI9 247 L T &b
RN OMEEH O REN 2 EETHZ L, Zub R LV ET Y AT T — L DM THAEEANRD LN TWS 45HESBR) . 2
O EMER ORI EERIIAAE TH D, BEFREL LT, VAT Iy =7 u b R LLORITRET S Z &,

TY RS —VEERE LTUET 2581, =Y A 75— Lo iR EEDESR) 2L AME L OME/EROEELYZET 5 2
L @smEBR)
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x3 REDHFNXENHE

EMER L U COEERZERZE (Serious Cutaneous Adverse Reaction : SCAR)

T RAT T NDEEI RN, EMmEENT RN S S, S (EM) | AT 4 —T A« Vg Y UdEGERE (SIS) |
PR BAERARAE (TEN) | AFFRERFE 2 & 25 ER & 11 5 Y5 (DRESS) 72 EOEELRLERENEIER & L TlREICHRES N
TW5,

BEITIL, BEEOKERE (EM/SIS/TEN/DRESS) DO « JERICHOWTEI L., 2D X 9 728 Rt 2 sied 4 g « kv iE
OGBS EFRE 22T o X 28T L,

R G R O - FERDAREL L7 HA 1T, EHICm VY A TS5 — o529 1E L, LEIZS U CEINO TR I Bl 22 21T
rZ &y

EM/SJS/TEN/DRESS M 38l L 7= B#F 21, AR ZHES LI b0,

B
AANTABEEER TS, BEARMHE, Zva—R « T 7 b—AWINARR, XFAZ T—F « 4 V<X —BRBIESD N8R
MIRB AT HBEIIIAFEZRE LN &,

B R AR A e\ M F S R

suaEr7=A (CgA) RED EFIC L MRRN G WIERE ORI ENECHAEEN DD, O X ) REBEkT 57
W, CgAREDDLRL b 5 AN Y AT T — LRk 5 2 L (5.1 HBMR) , PEHER, CgA XUIH A RY o
BERFHEE 2 LTV WA, 7B hr R A v e B X —% X512 14 BRI L ClIEE HEERT S 2 L,

FTrVvAGHEE
AFNT 1EEFOT MU U LAEHEED 1mmol 23 mg) RiTHY, EANIZ [T FI VLT —] THD,

4.5 MOEEM L OMEERKONZEOMOMEAEIER

TY AT T = VDM E O S EhREZ K F TR

7' 77— ES

FATT = Fn onhoTa T T —EREA EHEEREZ TR T Z ERRESN TS, ZNH0WE SN TV HHAEHDER
FIBEEMER OIS T LHA LN SN TW D DT TlERWn, AAT 7Y — U EERFRICENpH B EATAHZ T e T7 7 —Ef
EHRIOWINNEAGT L ENEZOND, ZOMDOEZ SNHF1L CYP2CI9REICLE DD TH S,
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
R Y AT G — L TR AKF

x3 REDHFNXENHE

THAPF LN ERLT L FEMIONTIE, ARATTY =L EORHRICIEFRENME TS5 2 E03mE SN TR Y PRI
S, AATZY— 0mgl B 1[E) &7 XHFFEN300mg VU hF EL 100 mg & REEMBRE ICOFHE S Lz 2 A, T
FTENLOEEENE L KT LZ (AUC, Chaxs Cmin THI75%) o 7X#FFTELOHELZ 300mg IZHELTH, AT T Y =L 5D
T AW EREBEREA~OEBEEMET DIIEEL o Te, AAT TV 20mgl B 1[E]) L7 XY FENL400mg VU hFEL
100 mg ZPFHE G L7cHaiE, A A7 7Y — Q0mgl B 1[E) Z0fHEFIc7 2% 400mg” VU M E/L 100mg 7 1 B 1 [F1#
B UIGE LW LT 2P BV OBRE RN 30%BA Lz, £/, A7V —L (40mgl H 1[E) EoffHIcLY, xv7 1
EL®D AUC, Cumaxe Cmin 2374 36~39%80/0 L, FEHMEREHY M8 D AUC, Cmaxs Cuin (X3 75~2%b LTz, AAT T — 1k
T AT T I HERA R OEWERE 7 0 7 7 A AP L T D Z b, Y AT T — ) & T XY e OfE &G
BENRD GATEBR) , £2, =/ ATTS =L RV T 4 FELOHEGIIEETHD @3 EHSBR) |

PXF N (U RFEALEGH) (220 TiE, AATTY =L (40mgl A 1[E]) &OPFRAKEGICI Y MiETFRENEFLEZZE (80
~100%) AEHEENTWD, e (U RFELESA) KOT 7L (B3I U Fen s 0if) oREEICIE, 44
77— 20mgl B 1 EIFFHEGICE 2 EEIG0 biahotlz, =Y ATTY—L20mgl H 1 EIEJFAKRSGLEZEEL, 7o 7L
FEL (BT e EOEH) OBRBRICEEIRONIRN Tz, £, AATTY =L 40mgl B 1 EfEHELGELEZEEOR
vre (U e EGH) DOREEICHEEITA LRI oT,

A PR LFF— )
PPl L DPFHEGIZL Y, —HOBETA N ML — FOMPREN EF L EHRESN TS, GHEDOA N ML — N2 EE
THHEAIE. = AT T DR G R OB NSLIE L 25 Z 8B 5,

Loz JAX
TV AT IV = VOUHKEEIZEID 70 ) AADQMEFRREN EFT5L0WMENRH D, ¥ 27 v U ARADIMIEFIRE R OVEH#EE
D VTF= I VT T0R) OF=F) 7L, LWEISUTHX7n ) AAOHEZFETLZ &,

DR 73 B4 pH I 775 #A)

LAY N pH IR TE T 2 AN DWW TIE, =Y AT T — L& LU LT 5 PPl 2RSS L. ZOEmAOWMHEIERIZ LY .
P AME FUTRT 5 2 L D%, HNBEREFSELMORHA L Ak, =Y 2777~ A EPRLESE S, 7 haty—i,
A LT 3FS—AROEATF =T 7 EOFAOBSMETTH L0, IR ORBIKRT 5 2 L#3b D, FAT T —
L Q0mg/ H) &YX TR BBEBREICORAREG L A, I OAMRFIFIAEN 10% (10 FlF 2 FITHE 30%F T)
ERLE, DS OREORERR T, LisL, BREO=Y A5 — 2 il It 5 S W RS LB CD 5, =
DYy, VAF VUL DEMERDOET= L ) v T EIETRE Th D,
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x3 REDHFNXENHE

CYP2CI19 TICH# &4 & 5

TY AT T = VIIARKN O FE RIS Th 5 CYP2C19 2[HET 2, LR T, =Y AT IV =% PTERL V&7 T
Lo AITT7Iv, 7uIrI730, Tx2= b U EDCYP2CI9 TREFSN DAL OHHT D &, 2 SEF O MmAEFEREN EH4
HAREMEDNH D . Z O DEENBULERIGEAEND D, ¥, T AT TV =V EEMAE L TG T 283 EEEETHZ L,

PTE A
CYP2C19 DEETHHYTENRLEZZ Y AT Z =1 30mg EHHLTIEEZ A, PTERADOZ VT T AN 45%IK T LT,

= ,g
T7x= MM UERAFOTCANPABFIZZ Y AT Z =1 40mg LI ZA, 7 2= MO N7 7REN 13% EH Lz, =
VATG = ORI EBBTHIET 258, T2 M v omEREREARET S ENEE LU,

DY =z F =
AU a3 —u (CYP2CI9 OIE) A4 ATV —v (1 H1E40mg) EHFHLIZEZA, RU 3F YD Coux LN AUCAZ L
ZH 5% KN 41% E5H Lz,

2 XE S —)L

TIRXATTS =N TRS A AT T =)L CYP2CI9 HERIE L THERT 5, BEEBRE NSO 7 0 24— =R T, A 77
V=LA Amg DB TY R ALY — )L ARG LIZE A, v EAX Y =D Cux LN AUC BENZI 18% K TN 26% ML, &
AL — )L OIEMERGE O 1 DI DUV T Cnax 2 Y AUC 23 Z 2VF 30 29% M O 69%H8 0 L 7=,

YR

W E I Y AT T = 40mg LY 7V REFHAZREG LzE 2A, 7Y RoifmErgE-mE iR FmfE (AUC) 75 32%
BN L. WIS (tp) 28 31%IER L=, 37U RoORESIMEFEEOFEE R FRITRD N o, V7Y RoEMmEEs
FEIZ QT RO DT NRIEE N A ONTZN, V7Y Rex2 Y 277y —LFHEG L TH QTe RO X 572 IR ITFED Lo
7= (44 HZBW) |

=77 2
FERARBRIZB N TIUNL T 7 U NS K DIRIRFPOBREFICT Y AT TV = 40 mg KRS L& 2 A, MiREEE R R X FFA & PHN T
bHotl-e LL, ZYRATTS—NE2TNLT7 ) LTS L& XIZHREICIE L 72 % INR O _FF- 23380 - IEF 25 i il % 12 3
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x3 REDHFNXENHE

FHNDBHME SN TWDE, LER-T, YL77 U oI 0mn 7 <V UiFEREEHTABICIE, =Y A 7T — LBt
BE N OV A IR INR 28T 5 Z L R SN S,

V=0

R G x5 & LIeBROFER O, 7 r e K7 Lov (BAsAA R & 300 mg #EFFH & 75mg/H) &=V A7 J Y —)L (40 mg/
AiRO#&E) & oEYEEZr (PK) /3HH%H (PD) HAERIZL Y. 7 at K7 L OGN OVREE 3 ) 40%50 L.,
(ADP (2 L %) I/ IMREEE S 5 e KBLE RS 14%IK T2 2 LR aniz,

TR S 2B & LT BRICB W T, =Y A 7TV —120mg & 7EFAH U FLER (ASA) 81 mg OEEMABEREAKZZ o K
JUNERES LI 2 A, 78 R LLVOTEERBOBREREN 7 v & K7 LVBEME 55 & ik LT 40% L7z, Lo
L. ACHEBREICBNCZ o E RV EHEREE LZSGA L, 7B N7 Lre (Y AT TV —L+ASA) BEAHFIZ RS Lz
e & T, (ADPIZ &%) M/IMREEERIZKRTT 2 e KILEFRIZF —ThH o7,

FHELNE A X N OBAEN STz AT T —)L D PK/PD FEAEA DERREMEZRIC OV TIE, BIERBRN S bIEERBR D b —
BLlr—#ig@Esh Ty, HEOEZEE LT, 7 R LLEDOPFRITEET S Z &,

pEHk EIHEE & 722 5 A TEH 50 X 207005 72 KA
TEF R NF=
TYRAT T VET XU O XUTF =T o OIRNEEYBHRE IR EIBE & 705 X 9 7B % T S e o Tz,

FaFE Xt 2 7 =2F T
TR Tl F T iIn 7 2 ax o7 EOHBEGIZOW TR LR, BRIV TR LR & 72 5 3
BB AR EAERIIERD SN o 7=,

TV RAT T =V OEWYENREIZ 5 2 D D8

CYP2C19 X TF~ X/ CYP3A4 2/ 255 HH

TV AT TV — UL CYP2C19 KON CYP3A4 IZ L A2 T D, =V AT TV — L CYP3A4 DILEAITHL 7 7Y Au~v AT
(1H500mg1 A 2E) OHFHKEEGIZEY, =Y ATTY—LoRgEE (AUC) 28 2 fFIZHINL7Z, CYP2C19 KT CYP3A4 DjJ7
ZIHETIEANE Y AT T — V2R LTBEIE, =Y AT T — LOREEN 2 SBT3 N H 5, AT
T = UZOWNWTIE, CYP2CI9 KON CYP3A4 #[HLETLH2ARY a2+ — L EDPFHICE Y, AT T —/LdD AUCTH 280%HE 1 L 7=,
FROWTROLEIZBNTH, =Y AT TV —LOMELEMOICRET 2 L8320, BEFEEREICEEGT 255 K EY
BENVE L SHAEAITIE. HEABL2EZET D &,
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x3 REDHFNXENHE

CYP2C19 & T) X/ CYP3A4 #7525 5 FH)
CYP2C19 . DN CYP3A4 XiTZDWT N EFEST L Z EMBEHMOIEA] (V77 o, B4 a3 UA MY Yo l) X, = AT
VL OREAEREL, FRICEV Y AT S — L OMIEPEEZ IR T S5 RN H 5,

N
M HEAEFRBRI IR D FZ it G2 I Fhii LTV 5,

4.6 AFEERBICKI T HEEE, ERP R ORI OFEH

e

AFNDOIEIRF OFEHAZHDONWTIX, 7R IRT — 2 BFELRV, TZEIRTHLA AT T — VITIERF OR5ICET 5 25 0%E
FRET - NELNTEBY, ZNH0T — & ICEES b ERMERS (FB) CIHBE~OEFEMEERIIHR SN TR, =Y A TT
=N EBE LB ERTTH . IR - IR ﬂ#éﬁ@%xiﬁ@%&ﬁiﬁ%% IR I TRV, TEIRERG L8
AREROFER, IR, ok, UXHAER DR F ﬂ#éﬁ@MXiW@m&ﬁ PRRCBIORIE STV, IR I IIAH A H E S S
THZ L,

TV AT T =)V EFRE U EEIZ BT 2 FREO R (300~1000 FlOMIROERIF) OF —X b, =Y AT T — Uz X5 RN
B (FE) RBIR A IRA~OBEIIRE S TRu,

YBRIZIB N TS, AR AETMEICE U, EENIREN 2B EER I RSN T (53 HESH) |

3
TV AT T UINREAHICRBAT T A0 EDIE AR TH S, TERFIRICAE LY AT T — VDB HOWT b+ 72 i Hix
RN, Y AT — VI RAICIE G LT &,

A JHRE
TEIRTHLAAT T Y — Va0 &G LEEWRD 513, ZRRE/ AFERE~ DR EIT R SN TR,

4.7 HEOEER R OB OBIERIICXT 58

HOER N OB OBERR NI T D AT T — O8I T T TLRWA, i ﬁ&bib\ ({&#EFE : uncommon) . %
HO(FI :rare) R EDORWERANME SN TS G8IESM) . Lo T, EENRD ONBEITIE, HOBEIE X IO BEL
fThlnz &,
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 Y RT T — )L~ TR AKF

x3 REDHFNXENHE

AstraZeneca

4.8 EIfEA

BAEET v 7 7 A L DL

BIVEAH— %%

BRIREER (M OHHRIR EEIREER) ISRV TR b Z<ME SN TV LEWEMIZ. B, BE. TH., BoRlThbs, £, JH @
JIE, fElnE K VBB RN R 25 HE6 TS, Kty n 7 7 A VIR TH 5, HEEFEEORIEMITHR ShTuiuy,

TV AT TV = )VOKRR T v 77 LA AIHIRERED S TiLoORIEH b LW OEETy) PRI TWDH R, HEKRFME
DOEIWERITR D o7z, BWEANITRBSEE TS U THFE L TV D : very common (HRD TEiBEE) 10%LL E ; common (fAHEE)
1%LA E 10%A3 ; uncommon  (EAEHEE) 0.1%LL E 1%AK0 ; rare (F41) 0.01%LL E 0.1%A 5 very rare (186D T E A1) 0.01%A3#. not
known (BEEAH] : 5N TND T —2 06 HHAEE

B AINKRLE HEHE BIYEM
M LY R REE Rare FERBAE i MR JE
Very rare HESERIERIE, LI BRI E
G Rl E Rare WBUER G (B : 3B, MERE, 77 40 7% — i, 774 7%
=g v )
PR S OV [ Uncommon AN MV i
Rare K b U U A E
Not known K~ 732U AifE (44 HSH) , BEOK~ 73U AEIFK S L
7 AMAE EFHAICESE L CHRREMN S D, F2, K~ 7 R U AMSEITE
A U LMIEEET 2568088 2,
FtlEE Uncommon AHRSE
Rare ek, $5EL. O O
Very rare BEEVE, L)
PR TR P Common e
Uncommon FEIEO 0, SRR, IR
Rare R
R PR E Rare FEi
H R Ok E Uncommon [FIHAME & F U
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1.6 AMENZIS T D RIS I BT 5 Bk

— %4 Y RT T — )L~ TR AKF

AstraZeneca

=3 ZEORMIXEOHE
RE . BOERds L OWERIFEE | Rare SRUE ST AR
A I Common Fdm, (AL, T, S5, Bl EH, JIERRY —7 (BiE)
Uncommon 1 PN R
Rare NN, ks o O HiE
Not known BEPRBER K G2
FREE R Uncommon JTiEsR B
Rare BIHAE D DR VTR
Very rare A%, IREOBT 2 A3 2 B& 81T 5 ME
FeJE ¥ K OV T REAk R Uncommon BIER. £ DFEIE, BB, FHKE
Rare PiBAE, YeRkmE
Very rare ZIHEBL, AT 4 — UV R« Va Y EGERE, TEER R RS A ARE
(TEN) | WfERERIEZ & 2E eIk 2 1F © 3L (DRESS)
Not known oG 7~ h—T A (4.4 THBR)
R Y VAON ey Eh i Uncommon B Edr. FREEEI. FHEEIT 44 HBHR)
Rare BEHTm . AR
Very rare WIET
M OVR B PR Very rare FEMEE R (HoBE T, FARFICBEREPTHESNTND) |
TR E KL OHEREE Very rare LAV EL
—% - BEEE R OB | Rare Bk, 2T

NS

Beo LVWREITEH O S

3K 5 D BGEIRGEAGEE . BIWER DS RO D581 MG T 2 ENEHEETH D, ThITLD,

78 SHl[oRaS SyAVEE U S/EA

TR BRERICE=2 Y SR D 2L b D, BEEEFEE L. RIERRSRDON 255133~ T, Yellow Card Scheme ® 7 = 7 ¥
4 b (www.mhra,gov,uk/yellowcard) £ ¥ . XX Google Play # L < I% Apple App Store T MHRA Yellow Card Z 52D b, @& 52 &

NROBEND,
49 BERE

INETOEZA, ZKBRoNZEKNREER G ORBRBH 5, =Y A 77—/ 280 mg DiEHKEHIZLY | JERE L THBEIR
KOWNBHE SN TND, =Y AT 5 —)L 80 mg DHEIRGIIMERD o7, BERMORFRIREHFERTR, =V AT T — /X
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1.6 SENCI T 26 ARSI BE T 2 8k
gL I AT T == TR AT

x3

REDRIXENOHRE

AstraZeneca

MmAEZ N FIELSFET D20, Bk o THRESUTS Y, BERENEELELAITIE

US TS i (general supportive measures) PIEHTHZ L,

o XEREIC TR ATV,

—fB

2021 4 12 AT

WR7E4

| Nexium 10 mg gastro-resistant granules for oral suspension, sachet

4  FEPRBES
4.1 TEIEE
FF T LR O REA O E/REVEIXLL T O®mY TH 5,

Ny

NS

1 NI I DI

HfE I iE (GERD)

- WS A CHERE ST OVD AR MR IE R DR
- JEENE S BE VT OTRE

4 i DI
Y Ry Z— - en YRR RO T 2 hiE#Al & OO

JEANK OV 12 A LD AR E

12 LA EDBEIZIBIT DWISIEIC OV TIE, AFIGEEED SmPC (MR CE) 2235 2 &,

AR ORI X, e L CKICO B S BT ARG EE DM T NN 2 BEICHHEHTE 5,
42 HAEERUVHE
JHE
NYE S

1~11 % THHE 10 kg LD/
B BEIE (GERD)

- WG THER S4172 TN 6 AN DT ER B

- {KE 10kg LA E20kg AR : 18 10mg & 1 B 1[5, 8 BMHKET 5,
- {KE20kg LAl 1A 10mg X% 20mg % 1 B 1 [, 8 HFEET 5,
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x3 REDHFNXENHE

- JEWEPE B RE D AE (GEED) DIgk
- 1E10mg 4 1 A 1[E HFKRTIHMETHEGT D,

1 mg/kg/ A 288 %2 5 FHEIIHGET L Tz,

4 e DI
NY N & — o B Y R IS DR

Y220 HBREOBIRIC S T2 » CiE. BomE, BEWR GEFEIX7 BRI, &E 14 BRE) KOPUEA O EMS IR 2 51 & O
W DT A X A EBEBIZDND I L,

BEITHMFICLDEHTTITO 2 L,
HELEH R T oY TH 5,

LR &

30 kg ATl 2HIOHEAI DA c 1TENZRF T T A 10mg, 7TEXFT Y 2 25mgkg KOV 7Y Ar~A 2 75 mgkg % 3
FIFERFC, 1A 2108, 1ERES T2,

30~40 kg 2HEIOFEA &P - 1 EICRFT T L 20mg, TEXFTL U 2 750 mgkg KOV T U 2= A 32 75 mgkg % 3
FIFERFC, 1A 2108, 1ERES T2,

40 kg 2HNOHEAIE PR 1 ENCFRFT T L 20mg, TEFT Y 1gh7 TV An~A 22 500 mg % 3 Al
(2. 1 H2[E, 1 EAEE5T 5,

1 R DI
VRARTM OFIL 265 & T DAFOREFRIIRON TR | FEIHEES LR C1EHZHR) |

JEA R TN 12 i | D EEREE

12 %L EOBRFIZE T D HEICOW T, AFIGAEEED SmPC (BRMNIRASCE) 22452 L,
el 722

ElE S

BHERERE E R I T 5 HEFREOMLE T2\, 72720, BEEOBBEERNEERFIZO VL, MHARBRMARON TSI, HE|Z
BTz L G2HBM) .
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x3 REDHFNXENHE

%T“ZPEEP EEOMFREERE IR L TX, HEREOLE T, 72720, 12 EOEEOFFEEEE TR L TIL, 20mg = LR
ELTARZERET D2 L, I~11ROBEEOIFEEZ AT L/NREZITHLTEL, 10mgx ERET D (52HEBH) |

L=<
EEE IS A HEREOLE TR0,
JRIH
10mg ZiRHT 255, 10mg HDEOFEEAT, 15mL DKEZ AN T A48T 5, 20mg ZRAT2561%, 10mg /5el 2 2o

hE AT, me®m%Ant77xwaé F%Ki@%bﬁw & FERINSECT A E TR LI, K0 N TH E THOM
RET 5, HEBREL T 30 0LNICRAT 2, BRZWATZ VN0 LTI b2, S5 15mL OKTY T A%\ THHE
Kix 2 TRAT S,

BEF 2 —T7 IHEEZRE L TWDLEEICOWTL, 16.6 AL OEM LR 23R+ 5 2 &,

43 o

AHNDOEIRLSy . B A A K =) L 6.1 TEIZFEH T 2 WA O WUk 2 B BUE O BEERE 2 A3 2 BEIZITAHK %
BHE LW &,
AE 27 4 FENVEFRFEES L & GSHESM) |

4.4 ZEEROFERHEOEER
SOALSER (B BRI U Z2WE LVRERCD . FRMEOIEN:, W FREE, i, 2 L7 d) NEEA LSS, LB EEOIRIE L
DN DH LA, AFNC L DIEBRIC L VIERDBEIM SN TRZNEND Z 0D 5720, ﬁ%@rfﬁw L ERMERT D L,

EH&E
EH#EE BRIV FE2B25%E5) 220 52BF I LI, EMNICREZITHO MR ELTERTICELS 2L, EHERSEO@EILND
O AR OEFEHBEETH S (12 L, 41THSR) |

A
WEHE LTARIZARM L TV D BEICK LT, EROFFEIZEIEDN A DNTZGEITEMORE 2T 5 L 01 Ed 52 &, /b
WIZBT DA DN TIFRET L TWhenizs, /BT 2 & LT@@FH ;’E?E RSV WANTAN
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x3 REDHFNXENHE

NY TN KZ— - B YDORRE

ANYaNsZ— e °r YDORE BT Y A 77—V EWGFT 55813., 3 BIRIEORERREES OF XTI O W CTHAEH O /TN %
EETHZL, 7T Au~A U3 CYP3A4 BHERITH 5720, CYPIA4 IZ L > TR SN HHF (47U R ) 20
LTWABREIZ3IFRIELZFERT 551, 75V 2Au~A v LDt HER M O AR ORTRENZ ZE+5 2 L,

HERIAETRES
T hRTA e B —OREIZED, VILERTEL RN T X —FHR S LD BHEGD U A7 BTN 5 ]
REMERH D (5.1 THZM)

B4 I Bl12 DI

ETOHBEWANHEIF &[RRI, =Y 27T — )V B RBRE UIEFREIC LV EX I BI2 (7 anxTIy) ORINEKT S+
HAREMENH D, BHX I B2 ODEWNETEES D LT ABE XTI E X 2 2 B12 OWIK T OfEMRIK 12 H 3 5 BE AR 2 R &
545881003, ZO8EEETDH L,

B~ 7 %27 LMUE
TYAT I EOTa hRy A e X — (PPD) OBG% 3 THUE (1ZEALEOHEEIF1FER]) T TWDHEFITEN
T, BEOR~Y 7R U AMIENRE SN TWD, I, 74X =— e, K, FEEOEOLOOEEAERO L 5 REERIK~
TR LGE OB < SERDFEELT D AREMEDN B D03, T OB < SERITIBEITIEICAAE D RE SN AR H 5, B, K~
73T AMIEZIIE LT BE ORI ONTIE, w7322 U7 ADOMFE K O PPL OG- H LI L VK~ 7% o 7 AElLSGE LT,
BRGNP SN BH, IV o0~ 2o AMEEZFHRT 2B NOH 234 FIHFRE) & PPIEOHT 5 HE
Foxt LT, PPl EBAGERT N O GBIt EWRIC~ 7 2V U MBEZHET D 2 L 2 ERNEFEHIIEET DL Z L,

eV

Tu bR TA e B X =T, FRCEHETREYM QO HFELE) b LGE. BEE 280 T UM OBEE O fE BRI 10
TEETFIZRBWT, IRREET. TSR OFHEO BT Y 2 7 N0+ 2 /REEN H 5, BIEMZEICB W TC, e hrRry 7 e
2 —XEPT ORI AT & 10~40%HE M ST AEMEOH D Z EAVRIBINTWD, ZOX I FIO U A 7 BEANIM O fERIK 1
WCERTZAEELH D, BHRIEO Y 27 03 5 BHEIL. BUTOIRETA T4 VIR T2REEZ T, EX4 I D KO ALT T A
BT ANERD D,

WAMKEET Y 5~ h—5 A (SCLE)
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

x3 REDHFNXENHE

Ta bR T A e X =D, < SCLE BRILT D Z ERD D, THEN, FRZ B RITIBRET 550 ORI
baE. o, BEVRAZE O BEIE, HONCEREEE A 23 5 L0 BT R L, BEREEEFIIAFORGH I BT 5 2
L, Ta RIS e B — 5412 SCLE Z23JE L72ER TIX, Fo®%Blo7a ko Ry 7 A4 e X —I12k»>TH SCLE D3
JEY A7 W@ E D AREENH 5,

i & DOk

TV AT T =T FEALOOHEGIIHRE I WSsTESH) o T e LT e NURY A e X —EOPFHN
ARETRE S M SN DA, THAY T ELEZ400mg (ZHELTY R e 100mg LT D & &b, EEES WEMBIEA2ITHY 2
EREREIND, T, ZOBE, Y ATTY—LVOHEIF20mg E ERETH L,

TV AT TV =)V CYP2CI9 %[ ET S, =V AT T — /M XD 1E¥EZ B I I 5 B8121%, CYP2C19 =4 L TRE & D
AN OMEMEROARENZZET L2 L, JrE R LV EZ Y AT T — )L ORI THAERNRD N TWE 45HESR) . =
O EMER ORI EELIIAAE TH D, BEFREL LT, VAT I — L7 u b K7 LLORITRET D Z &,

TYRATGY—LEMEAL LT 3881, =Y A 75— L oIiEhEE oS 12 LAWK E O E/EROREREEZEST S 2
L AsEBHE) |

EMER L U COEERZERZE (Serious Cutaneous Adverse Reaction : SCAR)

TV RXAT T = VDEEGIEN, EmEENT RN S D, S (EM) | AT 4 —T A« Vg Y UdEGERE (SIS) |
PR BAERARAE (TEN) | AFFRERFE 2 & 25 ER & 11 5 Y5 (DRESS) 72 EOEELRLERENEIER & L TlREICHRESN
TW5b,

BEITIL, BEEOKERS (EM/SIS/TEN/DRESS) DO « JERICHOWTEI L., 2D X 9 728 Rt 2 mied 4 g « kv gE
SN HGE TN EFRE 22T o X 28T 2 L,

R G R O - FERDAREL L7 HA 1T, EHICm VY A TS5 — o529 1E L, LEIZE U CGEINO BN I Bl 22 21T
2Tk,

EM/SJS/TEN/DRESS M 38l L 7= B&F 21X, AFNZHEES LI b0,

M O L a—R (7 Kok
AHFNIAPER XNV a— 2 & EG8T 5, RERMHE, ZVva—X « 77 b—=ZAWINAR, XiFZRA7 7 —8 « 4 V<& —EBXREIE
FOENRBMREEZAT HEBEITITIARZR G LW &,

B B A A SR A M E
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1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
gL I AT T == TR AT

3 EEDORTXENHE

saEr7=A (CgA) RED EFIC L MRRN G WIERE ORGSR ENECHAEEN DD, O &) BT 57
D, CgAMEDD72 LB S HEIMNOT Y AT T —LOi5 2%+ 5 2L S1HESR) . PIERER. CgA XIIHA MY Ol
BERIHEE |2 L TV WA, 7B h Ry A v e B X —5 X512 14 BRI L ClIEE HEERT A2 L,

4.5 MMOEEM L OMEERKONZEOMOMEAEIER

TV AT T — )V HMA O Y EhRE I T T

7T 7 — T ES

FAT T =T oo T a T T —EBHER EHAEEREZ R T Z ERRESN TS, ZbOWE I TV A AERH ORR
PEEELOFIILT LB LN SN TWE DI TR, AT T —VEERHZENpH N LA 52 ikl e s 7 —8iH
ERNOWINNENT D ENEZBND, TOMDEZ LN HHEFILX CYP2CI HEIC L 2D TH 5,

TEFFENLERNVT 4 FEMIZONTIR, A AT T Y=L EOPFRRFICIEFIRENMET T2 2 ERMEINTE Y, DFHITHESE
S, ARATZY— @0mgl B 1[E) &7 XHFEN300mg VU hFEL 100 mg & REEMERE ICOFHE S Lzt 2 A, T
FTENDOBRGEENELIKT L (AUC, Cmaxs Cmin TR 75%) » 7H# YT ELOHEZ 300mg IZHELTH, AAT T —ICLD
T AP ENVREE~DRBE M T DI EL ol AAT TV — 20mgl B 1[8]) &7 XY FENL400mg/ Y FFEL
100 mg Z P& G L7chaiE, A A7 7Y — Q0mgl B 1[E) Z0fHEFIc7 2% 400mg” VU M EL100mg % 1 A 1 [F#
HLIEGAE L L CT X ENOBREENR 30%D Lz, £z, AAT TV —L 40mgl B 1E) EOPFHICEY, xv7 1)
ELD AUC, Cmaxs Cmin 2373 36~39%/0 U, FEERIEPERGHY M8 D AUC, Cumaxs Comin (3] 15~R% D> LTz, AT F7 —n &
T AT T VT IPHER L OSEEE 7 0 7 7 A ADERI L TS Z D, T AT T — )L &7 X eOf &5 134
BENRD GATEBR) , £2, =/ ATTI =L RV T 4 T ELOHHEGIIEETH D @3 EHSBR) |
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~100%) 2HEIINTNWD, Xt eL (U MFELEGH) KO 7L e (BMSUXY M e b0 ) OREgEEIZIE, 44
77— 20mgl B 1 EIFFHEGIC L 2 EEIRO bnihol-, =Y ATTY—L20mgl H 1 EIEJFAKRSGLEZEEL, 7o 7L
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x3 REDHFNXENHE

4o AR
TV AT IV = VOUHKEIZEID 70 ) AADQMEFRREN EFTL0WMERH D, ¥ 27 v U ARG IRE R OVEH#EE
VT F= I VT T0R) OF=F) 7Ll LWEISUTHX7n ) AAOHEZFETLZ &,

YR 23 B pH 12 106775 )

WS E N pH ITIRTET D2 HANC DWW, TV AT TV =& F L ET 5 PPL2HH&ERET D L. TOHBSWIHIERICL Y,
AR T XTI KT D2 DD, HNBEZK T IELMOEAEFE, =Y A7V EALESEAEL, Z hatb Yy —,
A RNTaFy— kR raF =T R EOERFOWRINMETTHZENBY, VIXFT L ORINNERTLIZENDD, AT T V) —
N Q0mg/H) EVIX VU EREREBREICIPHER G Lt 2 A, VI U OEMFRIHERN 10% (10 #IF 2 #ITlE 30%F T)
ER L, VXL ooFEHEORETENTHD, LL, BHBOT Y XTIV — L2 ERE KRG T 2B FEERNLETH D,
oA, VAX VLI DEMIEFEROT =X ) T BT RETH D,

CYP2C19 TICH &4 5 57

TY AT T = VIIARKN O FE RIS Th D CYP2C19 2[HET D, LIeRn-sT, =Y AT IV =% PTERL V47T
Lo AT T30, 7uIrT730, Tx2= b U EDCYP2CI9 TREFSN DAL OHHT D &, 2 SEF O MmAEFEREN EH4
HAREMEDNDH D . Z O DEENLERIGAEND D, ¥, T AT TV =L EEAE L TG T 8RR EETHZ L,

PTENA
CYP2C19 DEETHHYTENRLEZZ Y AT Z =1 30mg EFHLTIEEZ A, PTEBRADZ VT T AN 45%IK T LTz,

= hg
T7x= MM UERAFOTANABFIZZ Y AT ZY =1 40mg AL ZA, 7 == MO N7 7REN 13% LA Lz, =
VATG = ORI BB UTHIET 258, T2 M OmEREREARET S Z ENEE LU,

RY =z F =L
AU aFr—u (CYP2CI9 OIE) A4 AT —L (1 H1E40mg) EHFHLIZEZA, RU 3F V=D Coux LN AUCAZ L
ZH 5% KON 41% E5H LTz,
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HERRBRIZB W TINL T 7 U NS K DIRIRFPOBREFICT Y AT TV = 40mg KRG Uiz & 2 A, MiREEE R R LR & PHN T
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
NEXIUM safely and effectively. See full prescribing information for
NEXIUM.

NEXIUM® (esomeprazole magnesium) delayed-release capsules, for oral
use

NEXIUM® (esomeprazole magnesium) for delayed-release oral
suspension

Initial U.S. Approval: 1989 (omeprazole)

-------------------------- RECENT MAJOR CHANGES -
Warnings and Precautions,

Severe Cutaneous Adverse Reactions (5.5) 03/2022
Hypomagnesemia and Mineral Metabolism (5.9) 03/2022
--------------------------- INDICATIONS AND USAGE -

NEXIUM is a proton pump inhibitor (PPI).

NEXIUM delayed-release capsules and NEXIUM for delayed-release oral

suspension are indicated for the:

o Short-term treatment in the healing of erosive esophagitis (EE) in adults and
pediatric patients 12 years to 17 years of age. (1.1)

e Maintenance of healing of EE in adults. (1.2)

o Short-term treatment of heartburn and other symptoms associated GERD in
adults and pediatric patients 12 years to 17 years of age. (1.3)

o Risk reduction of nonsteroidal anti-inflammatory drugs (NSAID)-associated
gastric ulcer in adults at risk for developing gastric ulcers due to age (60
years and older) and/or documented history of gastric ulcers. (1.4)

e Helicobacter pylori eradication in adult patients to reduce the risk of
duodenal ulcer recurrence in combination with amoxicillin and
clarithromycin. (1.5)

e Long-term treatment of pathological hypersecretory conditions, including
Zollinger-Ellison syndrome in adults. (1.6)

NEXIUM for delayed-release oral suspension is indicated for the:

e Short-term treatment in the healing of EE in pediatric patients 1 year to 11
years of age and of EE due to acid-mediated GERD in pediatric patients 1
month to less than 1 year of age. (1.1)

e Short-term treatment of heartburn and other symptoms associated with
GERD in pediatric patients 1 year to 11 years of age. (1.3)

---------------------- DOSAGE AND ADMINISTRATION —-eermmmmmeeceee

Population Recommended Adult (2.1) and Pediatric Dosage
(2.2)

Healing of EE (1 year and older)

EE due to Acid-Mediated GERD (1 month to less than 1 year)

Adults 20 mg or 40 mg' once daily for 4 to 8 weeks; some
patients may require an additional 4 to 8 weeks

20 mg or 40 mg' once daily for 4 to 8 weeks

see full prescribing information for weight-based
dosing and duration of treatment (2.2)

12 years to 17 years
1 month to 11 years

Maintenance of Healing of EE
Adults 20 mg once daily. Controlled studies do not extend
beyond 6 months

Treatment of Symptomatic GERD

Adults 20 mg once daily once daily for 4 weeks some patients
may require an additional 4 weeks

12 years to 17 years 20 mg once daily for 4 weeks

1 year to 11 years 10 mg once daily for up to 8 weeks

Risk Reduction of NSAID-Associated Gastric Ulcer

Adults 20 mg or 40 mg' once daily for up to 6 months?
H. pylori Eradication to Reduce the Risk of Duodenal Ulcer Recurrence
Adults 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 Conditions Including Zollinger-Ellison

Syndrome

Adults Starting dosage is 40 mg twice daily* (varies with the
individual patient) as long as clinically indicated.

! A maximum dosage of 20 mg once daily is recommended for patients with
severe liver impairment (Child-Pugh Class C).

2 Controlled studies do not extend beyond 6 months.

3 Refer to the amoxicillin and clarithromycin prescribing information for
dosage adjustments in elderly and renally-impaired patients.

4 A starting dosage of 20 mg twice daily is recommended for patients with
severe liver impairment (Child-Pugh Class C).

Preparation and Administration Information
e Swallow capsules whole; do not crush or chew. For patients who cannot
swallow intact capsule, the capsule can be opened, and the contents
mixed with applesauce. (2.3)
e Mix packets with water to create an oral suspension. (2.3)
e Opened capsules can be administered through a nasogastric tube and
oral suspension can be administered through a nasogastric or gastric

tube. (2.3)

--------------------- DOSAGE FORMS AND STRENGTHS --------—---—--————
Delayed-Release Capsules: 20 mg and 40 mg esomeprazole. (3)

For Delayed-Release Oral Suspension: 2.5 mg, 5 mg, 10 mg, 20 mg, and 40
mg esomeprazole. (3)

CONTRAINDICATIONS
Known hypersensitivity to substituted benzimidazoles or any component of
the formulation. (4)

Patients receiving rilpivirine-containing products. (4, 7)

Refer to the Contraindications section of the prescribing information for

amoxicillin and clarithromycin, when administered in combination with
NEXIUM. (4)

----------------------- WARNINGS AND PRECAUTIONS  -——-----mmmme -

. Gastric Malignancy: In adults, symptomatic response does not preclude
the presence of gastric malignancy. Consider additional follow-up and
diagnostic testing. (5.1)

. Acute Tubulointerstitial Nephritis: Discontinue treatment and evaluate
patients. (5.2)

. Clostridium difficile-Associated Diarrhea: PPI therapy may be
associated with increased risk. (5.3)

. Bone Fracture: Long-term and multiple daily dose PPI therapy may be
associated with an increased risk for osteoporosis-related fractures of the
hip, wrist or spine. (5.4)

. Severe Cutaneous Adverse Reactions: Discontinue at the first signs or
symptoms of severe cutaneous adverse reactions or other signs of
hypersensitivity and consider further evaluation. (5.5)

. Cutaneous and Systemic Lupus Erythematosus: Mostly cutaneous; new
onset or exacerbation of existing disease; discontinue NEXIUM and
refer to specialist for evaluation. (5.6)

. Interaction with Clopidogrel: Avoid concomitant use of NEXIUM. (5.7)

. Cyanocobalamin (Vitamin B-12) Deficiency: Daily long-term use (e.g.,
longer than 3 years) may lead to malabsorption or a deficiency of
cyanocobalamin. (5.8)

. Hypomagnesemia and Mineral Metabolism: Reported rarely with
prolonged treatment with PPIs. (5.9)

. Interaction with St. John’s Wort or Rifampin: Avoid concomitant use of
NEXIUM. (5.10,7)

. Interactions with Diagnostic Investigations for Neuroendocrine Tumors:
Increased chromogranin A (CgA) levels may interfere with diagnostic
investigations for neuroendocrine tumors, temporarily stop NEXIUM at
least 14 days before assessing CgA levels. (5.11, 12.2)

. Interaction with Methotrexate: Concomitant use with PPIs may elevate
and/or prolong serum concentrations of methotrexate and/or its
metabolite, possibly leading to toxicity. With high dose methotrexate
administration, consider temporary withdrawal of NEXIUM. (5.12,7)

. Fundic Gland Polyps: Risk increases with long-term use, especially
beyond one year. Use the shortest duration of therapy. (5.13)

ADVERSE REACTIONS

Most common adverse reactions (6.1):

. Adults (> 18 years) (>1%) are: headache, diarrhea, nausea, flatulence,
abdominal pain, constipation, and dry mouth.

. Pediatrics (1 to 17 years) (>2%) are: headache, diarrhea, abdominal pain,
nausea, and somnolence.

. Pediatrics (1 month to less than 1 year) (>1%) are: abdominal pain,
regurgitation, tachypnea, and increased ALT.

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 INTERACTIONS
See full prescribing information for a list of clinically important drug
interactions. (7)




----------------------- USE IN SPECIFIC POPULATIONS --—------memmeemeee-

Pediatrics: Use is not recommended for the treatment of symptomatic GERD See 17 for PATIENT COUNSELING INFORMATION and Medication
in patients 1 month to less than 1 year of age; efficacy was not demonstrated. Guide.

(8.4) Revised: 03/2022
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 Healing of Erosive Esophagitis (EE)

Adults

NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension are indicated for the short-term
treatment (4 to 8 weeks) in the healing and symptomatic resolution of diagnostically confirmed EE in adults. 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.

Pediatric Patients 12 Years to 17 Years of Age

NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension are indicated for the short-term
treatment (4 to 8 weeks) for the healing of EE in pediatric patients 12 years to 17 years of age.

Pediatric Patients 1 Year to 11 Years of Age

NEXIUM for delayed-release oral suspension is indicated for the short-term treatment (8 weeks) for the healing of EE in
pediatric patients 1 year to 11 years of age.

Pediatric Patients 1 Month to Less Than 1 Year of Age

NEXIUM for delayed-release oral suspension is indicated for short-term treatment (up to 6 weeks) of EE due to acid-
mediated GERD in pediatric patients 1 month to less than 1 year of age.

1.2 Maintenance of Healing of EE

NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension are indicated for the maintenance of
healing of EE in adults. Controlled studies do not extend beyond 6 months.

1.3 Treatment of Symptomatic GERD
Adults

NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension are indicated for short-term
treatment (4 to 8 weeks) of heartburn and other symptoms associated with GERD in adults.

Pediatric Patients 12 Years to 17 Years of Age

NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension are indicated for short-term
treatment (4 weeks) of heartburn and other symptoms associated with GERD in pediatric patients 12 years to 17 years of
age.

Pediatric Patients 1 Year to 11 Years of Age

NEXIUM for delayed-release oral suspension is indicated for short-term treatment (up to 8 weeks) of heartburn and other
symptoms associated with GERD in pediatric patients 1 year to 11 years of age.

1.4 Risk Reduction of Nonsteroidal Anti-Inflammatory Drugs (NSAID)-Associated Gastric Ulcer

NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension are indicated for the reduction in
the occurrence of gastric ulcers associated with continuous NSAID therapy in adult patients at risk for developing gastric



ulcers. Patients are considered to be at risk due to their age (60 years and older) and/or documented history of gastric
ulcers. Controlled studies do not extend beyond 6 months.

1.5 Helicobacter pylori Eradication to Reduce the Risk of Duodenal Ulcer Recurrence

Eradication of H. pylori has been shown to reduce the risk of duodenal ulcer recurrence.

Triple Therapy

NEXIUM delayed-release capsules or NEXIUM for delayed-release oral suspension in combination with amoxicillin and
clarithromycin is indicated for the treatment of adult patients with H. pylori infection and duodenal ulcer disease (active or
history of within the past 5 years) to eradicate H. pylori.

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 prescribing information for clarithromycin].

1.6 Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome

NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension are indicated for the long-term
treatment of pathological hypersecretory conditions, including Zollinger-Ellison Syndrome, in adults.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage in Adults by Indication
Table 1 shows the recommended adult dosage of NEXIUM by indication.

The duration of NEXIUM treatment should be based on available safety and efficacy data specific to the defined
indication and dosing frequency and individual patient medical needs. NEXIUM should only be initiated and continued if
the benefits outweigh the risks of treatment.



Table 1: Recommended Dosage of NEXIUM in Adults by Indication

Recommended Dosage of
NEXIUM delayed-release capsules

Adult Indication and NEXIUM for delayed-release oral Treatment Duration
suspension
Healing of EE 20 mg or 40 mg' once daily 4 to 8 weeks®

Maintenance of Healing of EE

20 mg once daily

Controlled studies do
not extend beyond 6
months

Treatment of Symptomatic GERD

20 mg once daily

4 weeks; if symptoms
do not resolve
completely, consider an
additional 4 weeks

Risk Reduction of NSAID-Associated Gastric

Controlled studies do

ul 20 mg or 40 mg' once daily not extend beyond 6
cer months
NEXIUM 4 ily' 1
H. pylori Eradication to Reduce the Risk of U 1 0 mg once da.1 Y Jaily? 10 gays
Duodenal Ulcer Recurrence (Triple Therapy) Amoxicillin 1000 mg twice daily 0 days
Clarithromycin 500 mg twice daily’ 10 days

Pathological Hypersecretory Conditions Including
Zollinger-Ellison Syndrome

Starting dosage is 40 mg twice daily”;
individualize the regimen to patient
needs.

Dosages of up to 240 mg/day have been
administered /see Clinical Studies
(14.7)].

As long as clinically
indicated

[see Use in Specific Populations (8.6)].

treatment may be required to achieve healing /see Clinical Studies (14.1)].

patients.

Use in Specific Populations (8.6)].

2.2 Recommended Dosage in Pediatric Patients by Indication

Table 2 shows the recommended dosage of NEXIUM in pediatric patients by indication.

A maximum dosage of 20 mg once daily is recommended for patients with severe liver impairment (Child-Pugh Class C)
Most 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
Refer to the amoxicillin and clarithromycin prescribing information for dosage adjustments in elderly and renally-impaired

A starting dosage of 20 mg twice daily is recommended for patients with severe liver impairment (Child-Pugh Class C) /[see




Table 2: Recommended Dosage of NEXIUM in Pediatric Patients by Indication

Indication Patient Age Recommended Dosage Duration

NEXIUM delayed-release capsules | 4 to 8 Weeks
12 years to 17 years or NEXIUM for delayed-release
oral suspension:

20 mg or 40 mg once daily

NEXIUM for delayed-release oral 8 weeks
Healing of EE suspension:

Less than 20 k
1 year to 11 years' 10 mg once daily

20 kg and greater
10 mg or 20 mg once daily

NEXIUM for delayed-release oral Up to 6 weeks
suspension:

3kegto5k

Treatment of EE due to 2.5 mg once daily

2
Acid-Mediated GERD 1 month to less than 1 year

Greater than 5 kg to 7.5 kg
5 mg once daily

Greater than 7.5 kg to 12 kg
10 mg once daily

NEXIUM delayed-release capsules | 4 weeks
or NEXIUM for delayed-release
oral suspension:

Treatment of Symptomatic 20 mg once daily

GERD

12 years to 17 years

NEXIUM for delayed-release oral Up to 8 weeks
1 year to 11 years suspension:
10 mg once daily'

' Dosages over 1 mg/kg/day have not been studied
2 Dosages over 1.33 mg/kg/day have not been studied

2.3 Preparation and Administration Instructions

e Take NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension at least one hour
before meals [see Clinical Pharmacology (12.3)].

e Antacids may be used concomitantly with NEXIUM.

e Take a missed dose as soon as possible. If it is almost time for the next dose, skip the missed dose and take the
next dose at the regular scheduled time. Do not take 2 doses at the same time.

NEXIUM Delayed-Release Capsules

Administer NEXIUM delayed-release capsules orally or via a nasogastric tube, as described below.
Oral Administration
o Swallow NEXIUM delayed-release capsules whole; do not chew or crush the capsules.

e For patients who have difficulty swallowing capsules, NEXIUM delayed-release capsules can be opened, and
the contents sprinkled on applesauce. Use with other foods has not been evaluated and is not recommended.




1. Add one tablespoon of applesauce to an empty bowl. The applesauce used should not be hot and should
be soft enough to be swallowed without chewing.

2. Open the NEXIUM delayed-release capsule and carefully empty the granules inside the capsule onto the
applesauce.

3. Mix the granules with the applesauce.
4. Administer the mixture immediately. Do not chew or crush the granules
5. Discard any remaining mixture. Do not store the mixture for future use.
Administration via Nasogastric Tube
1. Open the NEXIUM delayed-release capsule and empty the granules into a 60 mL catheter-tipped syringe.
2. Mix the granules with 50 mL of water.
3. Replace the plunger and shake the catheter-tipped syringe vigorously for 15 seconds.
4. Hold the catheter-tipped syringe with the tip up and check for any granules remaining in the tip.

5. Attach the catheter-tipped syringe to a nasogastric tube and deliver the contents of the syringe through the
nasogastric tube into the stomach.

6. After administering the granules, flush the nasogastric tube with additional water.

7. Use the mixture immediately after preparation. Do not administer the granules if they have dissolved or
disintegrated.

NEXIUM For Delayed-Release Oral Suspension

Administer NEXIUM for delayed-release oral suspension orally or via a nasogastric or gastric tube, as described below.

Oral Administration

L.

5.

Empty the contents of a 2.5 mg or 5 mg NEXIUM packet into a container containing 5 mL of water. For the 10 mg,
20 mg, and 40 mg strengths, the contents of a packet should be emptied into a container containing 15 mL of water.
If two packets are needed, mix in a similar way add twice the required amount of water.

Stir the packet contents into the water.
Leave 2 to 3 minutes to thicken.
Stir and drink within 30 minutes.

If any of the contents remain after drinking, add more water, stir, and drink immediately.

Administration via Nasogastric or Gastric Tube

L.

Add 5 mL of water to a catheter-tipped syringe and then add the contents of a 2.5 mg or 5 mg NEXIUM packet. For
the 10 mg, 20 mg, and 40 mg packet strengths, add at least 15 mL of water to the catheter-tipped syringe.

Immediately shake the catheter-tipped syringe and leave 2 to 3 minutes to thicken.

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



4. Refill the catheter-tipped syringe with an equal amount of water (5 mL or 15 mL).

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

3 DOSAGE FORMS AND STRENGTHS

NEXIUM Delayed-Release Capsules

e 20 mg esomeprazole in opaque, hard gelatin, amethyst colored capsules with two radial bars in yellow on the cap and
NEXIUM 20 mg in yellow on the body.

e 40 mg esomeprazole in 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

e 2.5mg, 5 mg, 10 mg, 20 mg or 40 mg esomeprazole in unit dose packets containing a fine yellow powder, consisting
of white to pale brownish esomeprazole granules and pale-yellow inactive granules.

4 CONTRAINDICATIONS

e NEXIUM is contraindicated in patients with known hypersensitivity to substituted benzimidazoles or to any
component of the formulation. Hypersensitivity reactions may include anaphylaxis, anaphylactic shock,
angioedema, bronchospasm, acute tubulointerstitial nephritis, and urticaria /see Warnings and Precautions (5.2),
Adverse Reactions (6.2)].

e For information about contraindications of amoxicillin and clarithromycin, indicated in combination with
NEXIUM for H. pylori eradication to reduce the risk of duodenal ulcer recurrence, refer to the Contraindications
section of the respective prescribing information.

e Proton pump inhibitors (PPIs), including NEXIUM, are contraindicated in patients receiving rilpivirine-
containing products [see Drug Interactions (7)].

5 WARNINGS AND PRECAUTIONS

5.1 Presence of Gastric Malignancy

In adults, symptomatic response to therapy with NEXIUM does not preclude the presence of gastric malignancy. Consider
additional follow-up and diagnostic testing in adult patients who have a suboptimal response or an early symptomatic
relapse after completing treatment with a PPI. In older patients, also consider an endoscopy.

5.2 Acute Tubulointerstitial Nephritis

Acute tubulointerstitial nephritis (TIN) has been observed in patients taking PPIs and may occur at any point during PPI
therapy. Patients may present with varying signs and symptoms from symptomatic hypersensitivity reactions to non-
specific symptoms of decreased renal function (e.g., malaise, nausea, anorexia). In reported case series, some patients
were diagnosed on biopsy and in the absence of extra-renal manifestations (e.g., fever, rash or arthralgia). Discontinue
NEXIUM and evaluate patients with suspected acute TIN [see Contraindications (4)].

5.3 Clostridium difficile-Associated Diarrhea

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

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



Clostridium difficile-associated diarrhea (CDAD) has been reported with use of nearly all antibacterial agents. For more
information specific to antibacterial agents (clarithromycin and amoxicillin) indicated for use in combination with
NEXIUM, refer to Warnings and Precautions section of the corresponding prescribing information.

5.4 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 (6.2)].

5.5 Severe Cutaneous Adverse Reactions

Severe cutaneous adverse reactions, including Stevens-Johnson syndrome (SJS) and toxic epidermal necrolysis
(TEN), drug reaction with eosinophilia and systemic symptoms (DRESS), and acute generalized exanthematous
pustulosis (AGEP) have been reported in association with the use of PPIs /see Adverse Reactions (6.2)].
Discontinue NEXIUM at the first signs or symptoms of severe cutaneous adverse reactions or other signs of
hypersensitivity and consider further evaluation.

5.6 Cutaneous and Systemic Lupus Erythematosus

Cutaneous lupus erythematosus (CLE) and systemic lupus erythematosus (SLE) have been reported in patients taking
PPIs, including esomeprazole. These events have occurred as both new onset and an exacerbation of existing autoimmune
disease. The majority of PPI-induced lupus erythematosus cases were CLE.

The most common form of CLE reported in patients treated with PPIs was subacute CLE (SCLE) and occurred within
weeks to years after continuous drug therapy in patients ranging from infants to the elderly. Generally, histological
findings were observed without organ involvement.

Systemic lupus erythematosus (SLE) is less commonly reported than CLE in patients receiving PPIs. PPI associated SLE
is usually milder than non-drug induced SLE. Onset of SLE typically occurred within days to years after initiating
treatment primarily in patients ranging from young adults to the elderly. The majority of patients presented with rash;
however, arthralgia and cytopenia were also reported.

Avoid administration of PPIs for longer than medically indicated. If signs or symptoms consistent with CLE or SLE are
noted in patients receiving NEXIUM, discontinue the drug and refer the patient to the appropriate specialist for
evaluation. Most patients improve with discontinuation of the PPI alone in 4 to 12 weeks. Serological testing (e.g., ANA)
may be positive and elevated serological test results may take longer to resolve than clinical manifestations.

5.7 Interaction with Clopidogrel

Avoid concomitant use of NEXIUM with clopidogrel. Clopidogrel is a prodrug. Inhibition of platelet aggregation by
clopidogrel is entirely due to an active metabolite. The metabolism of clopidogrel to its active metabolite can be impaired
by use with concomitant medications, such as esomeprazole, that inhibit CYP2C19 activity. Concomitant use of
clopidogrel with 40 mg esomeprazole reduces the pharmacological activity of clopidogrel. When using NEXIUM
consider alternative anti-platelet therapy [see Drug Interactions (7)].

5.8 Cyanocobalamin (Vitamin B-12) Deficiency

Daily treatment with any acid-suppressing medications over a long period of time (e.g., longer than 3 years) may lead to
malabsorption of cyanocobalamin (vitamin B-12) caused by hypo- or achlorhydria. Rare reports of cyanocobalamin



deficiency occurring with acid-suppressing therapy have been reported in the literature. This diagnosis should be
considered if clinical symptoms consistent with cyanocobalamin deficiency are observed.

5.9 Hypomagnesemia and Mineral Metabolism

Hypomagnesemia, symptomatic and asymptomatic, has been reported rarely in patients treated with PPIs for at least three
months, in most cases after a year of therapy. Serious adverse events include tetany, arrhythmias, and seizures.

Hypomagnesemia may lead to hypocalcemia and/or hypokalemia and may exacerbate underlying hypocalcemia in at-risk
patients. In most patients, treatment of hypomagnesemia required magnesium replacement and discontinuation of the PPI.

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

Consider monitoring magnesium and calcium levels prior to initiation of NEXIUM and periodically while on treatment in
patients with a preexisting risk of hypocalcemia (e.g., hypoparathyroidism). Supplement with magnesium and/or calcium,
as necessary. If hypocalcemia is refractory to treatment, consider discontinuing the PPI.

5.10 Interaction with St. John’s Wort or Rifampin

Drugs which induce CYP2C19 or CYP3A4 (such as St. John’s Wort or rifampin) can substantially decrease esomeprazole
concentrations /see Drug Interactions (7)]. Avoid concomitant use of NEXIUM with St. John’s Wort or rifampin.

5.11 Interactions with Diagnostic Investigations for Neuroendocrine Tumors

Serum chromogranin A (CgA) levels increase secondary to drug-induced decreases in gastric acidity. The increased CgA
level may cause false positive results in diagnostic investigations for neuroendocrine tumors. Healthcare providers should
temporarily stop esomeprazole treatment at least 14 days before assessing CgA levels and consider repeating the test if
initial CgA levels are high. If serial tests are performed (e.g., for monitoring), the same commercial laboratory should be
used for testing, as reference ranges between tests may vary [see Clinical Pharmacology (12.2)].

5.12 Interaction with Methotrexate

Literature suggests that concomitant use of PPIs with methotrexate (primarily at high dose; see methotrexate prescribing
information) may elevate and prolong serum levels of methotrexate and/or its metabolite, possibly leading to methotrexate
toxicities. In high-dose methotrexate administration a temporary withdrawal of the PPI may be considered in some
patients [see Drug Interactions (7)].

5.13 Fundic Gland Polyps

PPI use is associated with an increased risk of fundic gland polyps that increases with long-term use, especially beyond
one year. Most PPI users who developed fundic gland polyps were asymptomatic and fundic gland polyps were identified
incidentally on endoscopy. Use the shortest duration of PPI therapy appropriate to the condition being treated.

6 ADVERSE REACTIONS

The following serious adverse reactions are described below and elsewhere in labeling:

o Acute Tubulointerstitial Nephritis /see Warnings and Precautions (5.2)]
o Clostridium difficile-Associated Diarrhea [see Warnings and Precautions (5.3)]
o Bone Fracture [see Warnings and Precautions (5.4)]

o Severe Cutancous Adverse Reactions [see Warnings and Precautions (5.5)]

e Cutaneous and Systemic Lupus Erythematosus [see Warnings and Precautions (5.6)]

e Cyanocobalamin (Vitamin B-12) Deficiency [see Warnings and Precautions (5.8)]




e Hypomagnesemia and Mineral Metabolism /see Warnings and Precautions (5.9)]

e Fundic Gland Polyps [see Warnings and Precautions (5.13)]

6.1 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.

Adults

The safety of NEXIUM delayed-release capsules 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 to 12 months.

The safety in the treatment of healing of EE in adults was assessed in four randomized comparative clinical trials, which
included 1,240 patients who received NEXIUM 20 mg once daily, 2,434 patients on NEXIUM 40 mg once daily, and
3,008 patients on omeprazole 20 mg once daily. The most frequently occurring adverse reactions (at least 1%) in all three
groups were headache (5.5%, 5%, 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.

Less common adverse reactions with an incidence of less than 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, leukopenia,
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, hernia, 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.

The following potentially clinically significant laboratory changes in clinical trials, irrespective of relationship to
NEXIUM, were reported in 1% or less 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 (12.2)]. 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 adverse reactions during 6-month trials for the maintenance of healing of EE with NEXIUM 20 mg once
daily was similar to placebo. There were no differences in types of adverse reactions seen during maintenance treatment
up to 12 months compared to short-term treatment.

Two placebo-controlled studies were conducted in 710 adult patients for the treatment of symptomatic GERD. The most
common adverse reactions that were reported were: diarrhea (4%), headache (4%), and abdominal pain (4%).

Combination Treatment with NEXIUM, Amoxicillin and Clarithromycin

In clinical trials of H. pylori eradication of to reduce duodenal ulcer recurrence, no additional adverse reactions specific to
the combination of NEXIUM delayed-release capsules, amoxicillin and clarithromycin were observed and were similar to
those observed with NEXIUM, amoxicillin, or clarithromycin alone. The most frequently reported adverse reactions for
patients who received NEXIUM, amoxicillin and clarithromycin for 10 days were diarrhea (9%), taste perversion (4%),
and abdominal pain (4%). No adverse reactions were observed at higher rates with NEXIUM, amoxicillin and
clarithromycin than were observed with NEXIUM alone.

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

For more information on adverse reactions and laboratory changes with amoxicillin or clarithromycin, refer to Adverse
Reactions section of the respective prescribing information.

Pediatrics
1 Year to 17 Years of Age

The safety of NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension was evaluated in 316
pediatric and adolescent patients aged 1 year to 17 years in four clinical trials for the treatment of symptomatic GERD
[see Clinical Studies (14.3)]. In 109 pediatric patients aged 1 year to 11 years, the most frequently reported (at least 1%)
treatment-related adverse reactions in these patients were diarrhea (3%), headache (2%) and somnolence (2%). In 149
pediatric patients aged 12 years to 17 years the most frequently reported adverse reactions (at least 2%) were headache
(8%), abdominal pain (3%), diarrhea (2%), and nausea (2%).




1 Month to Less Than 1 Year of Age

The safety of esomeprazole magnesium was evaluated in 167 infants from 1 month to less than 1 year of age with GERD
in three clinical trials [see Use in Specific Populations (8.4)]. In a study that included 43 pediatric patients, the most
frequently reported adverse reactions (at least 5%) with esomeprazole magnesium were irritability and vomiting. In a

study that included 98 pediatric patients, administered esomeprazole magnesium for up to 6 weeks (including 39 patients
randomized to the withdrawal phase), reported adverse reactions were: abdominal pain (1%), regurgitation (1%),
tachypnea (1%), and increased ALT (1%).

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of esomeprazole. 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; microscopic colitis; fundic gland polyps;
Hepatobiliary: hepatic failure, hepatitis with or without jaundice;

Immune System: anaphylactic reaction/shock; systemic lupus erythematosus;
Infections and Infestations: Gl candidiasis; Clostridium difficile-associated diarrhea;

Metabolism and nutritional disorders: hypomagnesemia (may lead to hypocalcemia and/or hypokalemia) [see Warnings
and Precautions (5.9)];

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 reaction with eosinophilia and systemic symptoms (DRESS), and
acute generalized exanthematous pustulosis (AGEP), cutaneous lupus erythematosus.

Adverse reactions associated with omeprazole may also be expected to occur with esomeprazole. See the full prescribing
information for omeprazole for complete safety information.

7 DRUG INTERACTIONS

Tables 3 and 4 include drugs with clinically important drug interactions and interaction with diagnostics when
administered concomitantly with esomeprazole and instructions for preventing or managing them.

Consult the labeling of concomitantly used drugs to obtain further information about interactions with PPIs.



Table 3: Clinically Relevant Interactions Affecting Drugs Co-Administered with Esomeprazole and
Interaction with Diagnostics

Antiretrovirals

Clinical Impact:

The effect of PPIs on antiretroviral drugs is variable. The clinical importance and the
mechanisms behind these interactions are not always known.

e Decreased exposure of some antiretroviral drugs (e.g., rilpivirine atazanavir, and
nelfinavir) when used concomitantly with esomeprazole may reduce antiviral
effect and promote the development of drug resistance /see Clinical
Pharmacology (12.3)].

e Increased exposure of other antiretroviral drugs (e.g., saquinavir) when used
concomitantly with esomeprazole may increase toxicity /see Clinical
Pharmacology (12.3)].

e There are other antiretroviral drugs which do not result in clinically relevant
interactions with esomeprazole.

Intervention:

Rilpivirine-containing products: Concomitant use with NEXIUM is contraindicated /[see
Contraindications (4)].

Atazanavir: See prescribing information for atazanavir for dosing information.
Nelfinavir: Avoid concomitant use with NEXIUM. See prescribing information for
nelfinavir.

Saquinavir: See the prescribing information for saquinavir for monitoring of potential
saquinavir-related toxicities.

Other antiretrovirals: See prescribing information for specific antiretroviral drugs

Warfarin

Clinical Impact:

Increased INR and prothrombin time in patients receiving PPIs, including esomeprazole,
and warfarin concomitantly. Increases in INR and prothrombin time may lead to abnormal
bleeding and even death.

Intervention:

Monitor INR and prothrombin time and adjust the dose of warfarin, if needed, to
maintain the target INR range.

Methotrexate

Clinical Impact:

Concomitant use of esomeprazole with methotrexate (primarily at high dose) may
elevate and prolong serum concentrations of methotrexate and/or its metabolite
hydroxymethotrexate, possibly leading to methotrexate toxicities. No formal drug
interaction studies of high-dose methotrexate with PPIs have been conducted /see
Warnings and Precautions (5.12)].

Intervention:

A temporary withdrawal of NEXIUM may be considered in some patients receiving
high-dose methotrexate.

2C19 Substrates (e.g.

, clopidogrel, citalopram, cilostazol)

Clopidogrel

Clinical Impact:

Concomitant use of esomeprazole 40 mg resulted in reduced plasma concentrations of
the active metabolite of clopidogrel and a reduction in platelet inhibition /see Clinical
Pharmacology (12.3)].

There are no adequate combination studies of a lower dose of esomeprazole or a higher
dose of clopidogrel in comparison with the approved dose of clopidogrel.

Intervention:

Avoid concomitant use with NEXIUM Consider use of alternative anti-platelet therapy
[see Warnings and Precautions (5.7)].

Citalopram

Clinical Impact:

Increased exposure of citalopram leading to an increased risk of QT prolongation /see
Clinical Pharmacology (12.3)].

Intervention:

Limit the dose of citalopram to a maximum of 20 mg per day. See prescribing
information for citalopram.

Cilostazol

Clinical Impact:

Increased exposure of cilostazol and one of its active metabolites (3,4-dihydro-cilostazol)
[see Clinical Pharmacology (12.3)].

Intervention:

Consider reducing the dose of cilostazol to 50 mg twice daily. See prescribing
information for cilostazol.




Digoxin

Clinical Impact:

Potential for increased exposure of digoxin [see Clinical Pharmacology (12.3)].

Intervention:

Monitor digoxin concentrations and adjust the dose, if needed, to maintain therapeutic
drug concentrations. See prescribing information for digoxin.

Combination Therapy with Clarithromycin and Amoxicillin

Concomitant administration of clarithromycin with other drugs can lead to serious
adverse reactions, including potentially fatal arrhythmias, and are contraindicated.

Clinical Impact:
Amoxicillin also has drug interactions.
See Contraindications, Warnings and Precautions in prescribing information for
clarithromycin.
Intervention:
See Drug Interactions in prescribing information for amoxicillin.
Drugs Dependent on Gastric pH for Absorption (e.g., iron salts, erlotinib, dasatinib, nilotinib,

mycophenolate mofetil, ketoconazole/itraconazole)

Clinical Impact:

Esomeprazole can reduce the absorption of other drugs due to its effect on reducing
intragastric acidity

Intervention:

Mycophenolate mofetil (MMF): Co-administration of omeprazole, of which
esomeprazole is an enantiomer, in healthy subjects and in transplant patients receiving
MMEF has been reported to reduce the exposure to the active metabolite, mycophenolic
acid (MPA), possibly due to a decrease in MMF solubility at an increased gastric pH.
The clinical relevance of reduced MPA exposure on organ rejection has not been
established in transplant patients receiving NEXIUM and MMF. Use NEXIUM with
caution in transplant patients receiving MMF [see Clinical Pharmacology (12.3)].

See the prescribing information for other drugs dependent on gastric pH for absorption.

Tacrolimus

Clinical Impact:

Potentially increased exposure of tacrolimus, especially in transplant patients who are
intermediate or poor metabolizers of CYP2C19.

Intervention:

Monitor tacrolimus whole blood concentrations and consider reducing the dose, if
needed, to maintain therapeutic drug concentrations. See prescribing information for
tacrolimus.

Interactions with Investigations of Neuroendocrine Tumors

Serum chromogranin A (CgA) levels increase secondary to PPl-induced decreases in
gastric acidity. The increased CgA level may cause false positive results in diagnostic

Clinical Impact: investigations for neuroendocrine tumors [see Warnings and Precautions (5.11), Clinical
Pharmacology (12.2)].
Discontinue NEXIUM at least 14 days before assessing CgA levels and consider
Intervention. repeating the test if initial CgA levels are high. If serial tests are performed (e.g. for

monitoring), the same commercial laboratory should be used for testing, as reference
ranges between tests may vary.

Interaction with Secretin Stimulation Test

Clinical Impact:

Hyper-response in gastrin secretion in response to secretin stimulation test, falsely
suggesting gastrinoma.

Intervention:

Discontinue NEXIUM 4 weeks prior to testing [see Clinical Pharmacology (12.2)]

False Positive Urine Tests for THC

Clinical Impact:

There have been reports of false positive urine screening test for tetrahydrocannabinol
(THC) in patients receiving PPIs.

Intervention:

An alternative confirmatory method should be considered to verify positive results.




Table 4: Clinically Relevant Interactions Affecting Esomeprazole When Co-Administered with Other
Drugs

CYP2C19 or CYP3A4 Inducers
iinical I | Decreased exposure of esomeprazole when used concomitantly with strong inducers /see
Clinical Impact: | Clipjcq] Pharmacology (12.3)].

St. John’s Wort, rifampin: Avoid concomitant use with /see Warnings and Precautions
Intervention: | (5.10)].
Ritonavir-containing products: see prescribing information for specific drugs

Voriconazole
Clinical Impact: | Increased exposure of esomeprazole [see Clinical Pharmacology (12.3)].

Dose adjustment of NEXIUM is not normally required. However, in patients with
Zollinger-Ellison syndrome, who may require higher doses, dosage adjustment may be
Intervention: | considered.

See prescribing information for voriconazole.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

There are no adequate and well-controlled studies with esomeprazole in pregnant women. Esomeprazole is the S-isomer
of omeprazole. Available epidemiologic data fail to demonstrate an increased risk of major congenital malformations or
other adverse pregnancy outcomes with first trimester omeprazole use (see Data). Reproduction studies in rats and rabbits
resulted in dose-dependent embryo-lethality at omeprazole doses that were approximately 3.4 to 34 times an oral human
dose of 40 mg (based on a body surface area for a 60 kg person).

Teratogenicity was not observed in animal reproduction studies with administration of oral esomeprazole magnesium in
rats and rabbits with doses about 68 times and 42 times, respectively, an oral human dose of 40 mg (based on a body
surface area basis for a 60 kg person). Changes in bone morphology were observed in offspring of rats dosed through
most of pregnancy and lactation at doses equal to or greater than approximately 34 times an oral human dose of 40 mg.
When maternal administration was confined to gestation only, there were no effects on bone physeal morphology in the
offspring at any age (see Data).

The estimated background risks of major birth defects and miscarriage for the indicated population are unknown. All
pregnancies have a background risk of birth defect, loss or other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and
15% to 20%, respectively.

Data
Human Data

Esomeprazole is the S-isomer of omeprazole. Four epidemiological studies compared the frequency of congenital
abnormalities among infants born to women who used omeprazole during pregnancy with the frequency of abnormalities
among infants of women exposed to Ha-receptor antagonists or other controls.

A population-based retrospective cohort epidemiological study from the Swedish Medical Birth Registry, covering
approximately 99% of pregnancies, from 1995 to 1999, reported on 955 infants (824 exposed during the first trimester
with 39 of these exposed beyond first trimester, and 131 exposed after the first trimester) whose mothers used omeprazole
during pregnancy. The number of infants exposed in utero to omeprazole that had any malformation, low birth weight,
low Apgar score, or hospitalization was similar to the number observed in this population. The number of infants born



with ventricular septal defects and the number of stillborn infants was slightly higher in the omeprazole-exposed infants
than the expected number in this population.

A population-based retrospective cohort study covering all live births in Denmark from 1996 to 2009, reported on 1,800
live births whose mothers used omeprazole during the first trimester of pregnancy and 837,317 live births whose mothers
did not use any proton pump inhibitor. The overall rate of birth defects in infants born to mothers with first trimester
exposure to omeprazole was 2.9% and 2.6% in infants born to mothers not exposed to any proton pump inhibitor during
the first trimester.

A retrospective cohort study reported on 689 pregnant women exposed to either H»-blockers or omeprazole in the first
trimester (134 exposed to omeprazole) and 1,572 pregnant women unexposed to either during the first trimester. The
overall malformation rate in offspring born to mothers with first trimester exposure to omeprazole, an Ha-blocker, or were
unexposed was 3.6%, 5.5%, and 4.1% respectively.

A small prospective observational cohort study followed 113 women exposed to omeprazole during pregnancy (89% with
first trimester exposures). The reported rate of major congenital malformations was 4% in the omeprazole group, 2% in
controls exposed to non-teratogens, and 2.8% in disease paired controls. Rates of spontaneous and elective abortions,
preterm deliveries, gestational age at delivery, and mean birth weight were similar among the groups.

Several studies have reported no apparent adverse short-term effects on the infant when single dose oral or intravenous
omeprazole was administered to over 200 pregnant women as premedication for cesarean section under general
anesthesia.

Animal Data

Omeprazole

Reproductive studies conducted with omeprazole in rats at oral doses up to 138 mg/kg/day (about 34 times an oral human
dose of 40 mg on a body surface area basis) and in rabbits at doses up to 69.1 mg/kg/day (about 34 times an oral human
dose of 40 mg on a body surface area basis) during organogenesis 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 3.4 to 34 times an oral human dose
of 40 mg on a body surface area basis) administered during organogenesis 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 3.4 to 34 times an oral human dose of 40 mg on a body surface area basis), administered prior to
mating through the lactation period.

Esomeprazole

No effects on embryo-fetal development were observed in reproduction studies with esomeprazole magnesium in rats at
oral doses up to 280 mg/kg/day (about 68 times an oral human dose of 40 mg on a body surface area basis) or in rabbits at
oral doses up to 86 mg/kg/day (about 41 times an oral human dose of 40 mg on a body surface area basis) administered
during organogenesis.

A pre- and postnatal developmental toxicity study in rats with additional endpoints to evaluate bone development was
performed with esomeprazole magnesium at oral doses of 14 to 280 mg/kg/day (about 3.4 to 68 times an oral human dose
of 40 mg on a body surface area basis). Neonatal/early postnatal (birth to weaning) survival was decreased at doses equal
to or greater than 138 mg/kg/day (about 34 times an oral human dose of 40 mg on a body surface area basis). Body weight
and body weight gain were reduced and neurobehavioral or general developmental delays in the immediate post-weaning
timeframe were evident at doses equal to or greater than 69 mg/kg/day (about 17 times an oral human dose of 40 mg on a
body surface area basis). In addition, decreased femur length, width and thickness of cortical bone, decreased thickness of
the tibial growth plate and minimal to mild bone marrow hypocellularity were noted at doses equal to or greater than 14



mg/kg/day (about 3.4 times an oral human dose of 40 mg on a body surface area basis). Physeal dysplasia in the femur
was observed in offspring of rats treated with oral doses of esomeprazole magnesium at doses equal to or greater than 138
mg/kg/day (about 34 times an oral human dose of 40 mg on a body surface area basis).

Effects on maternal bone were observed in pregnant and lactating rats in a pre- and postnatal toxicity study when
esomeprazole magnesium was administered at oral doses of 14 to 280 mg/kg/day (about 3.4 to 68 times an oral human
dose of 40 mg on a body surface area basis). When rats were dosed from gestational day 7 through weaning on postnatal
day 21, a statistically significant decrease in maternal femur weight of up to 14% (as compared to placebo treatment) was
observed at doses equal to or greater than 138 mg/kg/day (about 34 times an oral human dose of 40 mg on a body surface
area basis).

A pre- and postnatal development study in rats with esomeprazole strontium (using equimolar doses compared to
esomeprazole magnesium study) produced similar results in dams and pups as described above.

A follow up developmental toxicity study in rats with further time points to evaluate pup bone development from
postnatal day 2 to adulthood was performed with esomeprazole magnesium at oral doses of 280 mg/kg/day (about 68
times an oral human dose of 40 mg on a body surface area basis) where esomeprazole administration was from either
gestational day 7 or gestational day 16 until parturition. When maternal administration was confined to gestation only,
there were no effects on bone physeal morphology in the offspring at any age.

8.2 Lactation
Risk Summary

Esomeprazole is the S-isomer of omeprazole and limited data suggest that omeprazole may be present in human milk.
There are no clinical data on the effects of esomeprazole on the breastfed infant or on milk production. The developmental
and health benefits of breastfeeding should be considered along with the mother’s clinical need for NEXIUM and any
potential adverse effects on the breastfed infant from NEXIUM or from the underlying maternal condition.

8.4 Pediatric Use
Healing of EE

Pediatric Patients 1 Year to 17 Years of Age

The safety and effectiveness of NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension
have been established in pediatric patients 12 years to 17 years for short-term treatment (4 to 8 weeks) for healing of EE.
The safety and effectiveness of NEXIUM for delayed-release oral suspension have been established in pediatric patients 1
year to 11 years for short-term treatment (up to 8 weeks) for healing of EE. Use of NEXIUM for this indication is
supported by evidence from adequate and well-controlled studies in adults with additional safety and pharmacokinetic
data in pediatric patients 1 year to 17 years of age. The safety profile in pediatric patients 1 year to 17 years of age was
similar to adults /see Adverse Reactions (6.1), Clinical Pharmacology (12.3), Clinical Studies (14.4)].

Pediatric Patients 1 Month to Less Than 1 Year of Age

The safety and effectiveness of NEXIUM for delayed-release oral suspension have been established in pediatric patients 1
month to less than 1 year of age for short-term treatment (up to 6 weeks) of EE due to acid-mediated GERD. Use of
NEXIUM for this indication is supported by evidence from adequate and well-controlled studies in adults with additional
safety, pharmacokinetic, and pharmacodynamic data in pediatric patients 1 month to less than 1 year of age. The safety
profile in pediatric patients 1 month to less than 1 year of age was similar to adults [see Adverse Reactions (6.1), Clinical
Pharmacology (12.2, 12.3)].




The safety and effectiveness of NEXIUM for the treatment of EE due to acid-mediated GERD in pediatric patients less
than 1 month of age have not been established.

Symptomatic GERD

Pediatric Patients 1 Year to 17 Years of Age

The safety and effectiveness of NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension
have been established in pediatric patients 12 years to 17 years of age for the short-term treatment (4 weeks) of heartburn
and other symptoms associated with GERD. The safety and effectiveness of NEXIUM for delayed-release oral suspension
have been established in pediatric patients 1 year to 11 years of age for the short-term treatment (up to 8 weeks) of
heartburn and other symptoms associated with GERD. Use of NEXIUM for this indication is supported by evidence from
adequate and well-controlled studies in adults with additional safety and pharmacokinetic data in pediatric patients 1 year
to 17 years of age. The safety profile in pediatric patients 1 year to 17 years of age was similar to adults /see Adverse
Reactions (6.1), Clinical Pharmacology (12.3), Clinical Studies (14.4)].

The safety and effectiveness of NEXIUM for the treatment of symptomatic GERD in pediatric patients less than 1 year of
age have not been established.

Infants 1 Month to Less Than 1 Year of Age

NEXIUM was not found to be effective in a multicenter, randomized, double-blind, controlled, treatment-withdrawal
study of 98 infants aged 1 month to 11 months for the treatment of symptomatic GERD. Patients were enrolled if they had
either a clinical diagnosis of suspected GERD, symptomatic GERD, or endoscopically proven GERD. Twenty of 98
enrolled patients underwent endoscopy, and 6 patients were found to have EE on endoscopy at baseline. All patients
received NEXIUM for 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. There was no statistically significant difference between NEXIUM and
placebo in the rate of discontinuation due to symptom worsening; therefore, these results do not support the use of
NEXIUM for the treatment of symptomatic GERD in infants 1 month to less than 1 year of age.

Other Conditions

The safety and effectiveness of NEXIUM for the risk reduction of NSAID-associated gastric ulcer, H. pylori eradication
to reduce the risk of duodenal ulcer recurrence and treatment of pathological hypersecretory conditions have not been
established in pediatric patients.

Juvenile Animal Toxicity Studies

In a juvenile rat toxicity study, esomeprazole was administered with both magnesium and strontium salts at oral doses
about 34 to 68 times a daily human dose of 40 mg based on body surface area. Increases in death were seen at the high
dose, and at all doses of esomeprazole, there were decreases in body weight, body weight gain, femur weight and femur
length, and decreases in overall growth /see Nonclinical Toxicology (13.2)].

8.5 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 and older.



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 elderly and younger patients, but greater
sensitivity of some older individuals cannot be ruled out.

8.6 Hepatic Impairment

In patients with severe hepatic impairment (Child-Pugh Class C) exposure to esomeprazole substantially increased
compared to healthy subjects. Dosage modification of NEXIUM is recommended for patients with severe hepatic
impairment for the healing of EE, risk reduction of NSAID-associated gastric ulcer, H. pylori eradication to reduce the
risk of duodenal ulcer recurrence, and pathological hypersecretory conditions including Zollinger-Ellison Syndrome /see
Dosage and Administration (2.1), Clinical Pharmacology (12.3)].

In patients with mild to moderate liver impairment (Child-Pugh Classes A and B), no dosage adjustment is necessary.

10 OVERDOSAGE

Manifestations in patients exposed to omeprazole, the racemic mixture, at doses up to 2,400 mg (120 times the usual
recommended clinical dose) include confusion, drowsiness, blurred vision, tachycardia, nausea, diaphoresis, flushing,
headache, dry mouth, and other adverse reactions similar to those seen at recommended dosages. See the full prescribing
information for omeprazole for complete safety information. 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.

If over-exposure occurs, call your Poison Control Center at 1-800-222-1222 for current information on the management of
poisoning or overdosage.

11 DESCRIPTION

The active ingredient in NEXIUM® (esomeprazole magnesium) delayed-release capsules for oral administration and
NEXIUM (esomeprazole magnesium) for delayed-release oral suspension is bis(5-methoxy-2-[(S)-[(4-methoxy-3,5-
dimethyl-2-pyridinyl)methyl]sulfinyl]-1H-benzimidazole-1-yl) magnesium trihydrate, a PPI. 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 (Ci7HsN303S)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:

OCH,
H,C CH, OCH,

N
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I
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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 NEXIUM
delayed-release capsule contains 20 mg of esomeprazole (equivalent to 22.3 mg esomeprazole magnesium trihydrate) or
40 mg of esomeprazole (equivalent to 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: D&C Red #28, D&C Yellow #10, ethyl alcohol, FD&C Blue #1, FD&C Red #40,
gelatin, isopropyl alcohol, n-butyl alcohol, polyvinyl pyrrolidone, propylene glycol, shellac, sodium hydroxide, and
titanium dioxide.

Each packet of NEXIUM for delayed-release oral suspension contains esomeprazole, in the form of same enteric-coated
granules used in NEXIUM delayed-release capsules, and also inactive granules:

e 2.5 mg esomeprazole (equivalent to 2.8 mg esomeprazole magnesium trihydrate)
e 5 mg esomeprazole (equivalent to 5.6 mg esomeprazole magnesium trihydrate)

e 10 mg esomeprazole (equivalent to 11.1 mg esomeprazole magnesium trihydrate)
e 20 mg esomeprazole (equivalent to 22.3 mg esomeprazole magnesium trihydrate)
e 40 mg esomeprazole (equivalent to 44.5 mg esomeprazole magnesium trihydrate)

The inactive granules are composed of the following ingredients: citric acid, crospovidone, dextrose, hydroxypropyl
cellulose, iron oxide, and xanthan gum. The esomeprazole granules and inactive granules are constituted with water to
form a suspension and are given by oral, nasogastric, or gastric administration.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Esomeprazole belongs to a class of antisecretory compounds, the substituted benzimidazoles, that suppress gastric acid
secretion by specific inhibition of the H+/K+ ATPase enzyme system at the secretory surface of the gastric parietal cell.
Esomeprazole is protonated and converted in the acidic compartment of the parietal cell forming the active inhibitor, the
achiral sulphenamide. Because this enzyme system is regarded as the acid (proton) pump within the gastric mucosa,
esomeprazole has been characterized as a gastric acid-pump inhibitor, in that it blocks the final step of acid production.
This effect is dose-related and leads to inhibition of both basal and stimulated acid secretion irrespective of the stimulus.

12.2 Pharmacodynamics

Antisecretory Activity

Adults

The effect of esomeprazole on intragastric pH was determined in adult patients with symptomatic GERD in two separate
studies. In the first study of 36 patients, NEXIUM 40 mg and 20 mg delayed-release capsules were administered once
daily over 5 days as shown in Table 5:

Table 5: Effect of Esomeprazole on Intragastric pH on Day 5 (N=36) Following Once Daily Dosing of
NEXIUM Delayed-Release Capsules in Adult Patients with Symptomatic GERD

Parameter NEXIUM Delayed-Release Capsules
40 mg once daily | 20 mg once daily
% Time Gastric pH >4’ (Hours) 70%? 53%
(16.8 h) (12.7h)
Coefficient of variation 26% 37%
Median 24 Hour pH 4.9° 4.1
Coefficient of variation 16% 27%

I Gastric pH was measured over a 24-hour period

2 p<0.01 NEXIUM 40 mg vs. NEXIUM 20 mg



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

Pediatrics

In infants (1 to 11 months old, inclusive) with GERD given NEXIUM for delayed-release oral suspension 1 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.

Serum Gastrin Effects

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

Increased gastrin causes enterochromaftin-like cell hyperplasia and increased serum Chromogranin A (CgA) levels. The
increased CgA levels may cause false positive results in diagnostic investigations for neuroendocrine tumors /see
Warnings and Precautions (5.11)]

Enterochromaffin-like (ECL) Cell Effects

Human gastric biopsy specimens have been obtained from more than 3,000 patients (both pediatrics and adults) 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 /see Nonclinical
Toxicology (13.1)]

In over 1,000 patients treated with oral esomeprazole (10 mg, 20 mg or 40 mg/day) for up 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

Esomeprazole had no effect on thyroid function in adults when given NEXIUM 20 mg or 40 mg delayed-release capsules
once daily for 4 weeks. Other effects of esomeprazole on the endocrine system were assessed in studies of omeprazole.
Oral doses of omeprazole 30 mg or 40 mg once daily for 2 to 4 weeks had no effect on carbohydrate metabolism,
circulating levels of parathyroid hormone, cortisol, estradiol, testosterone, prolactin, cholecystokinin, or secretin.

12.3 PharmacoKkinetics

Absorption

NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension. showed similar bioavailability after
a single dose (40 mg) administration in 94 healthy male and female subjects under fasting conditions. After oral
administration, peak plasma levels (Cmax) of esomeprazole occur at approximately 1.5 hours (Tmax). The Cnax 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 mean exposure (AUC) to esomeprazole increases
from 4.32 micromol*hr/L on Day 1 to 11.2 micromol*hr/L on Day 5 after 40 mg once daily dosing.

The AUC after administration of a single 40 mg dose of NEXIUM delayed-release capsules is decreased by 43% to 53%
after food intake compared to fasting conditions /see Dosage and Administration (2.3)]. The pharmacokinetics of

esomeprazole in adult patients with symptomatic GERD following repeated once daily administration of 20 mg and 40 mg
NEXIUM delayed-release capsules over a period of five days are shown in Table 6:



Table 6: Geometric Mean (95% CIl) Pharmacokinetic Parameters of Esomeprazole on Day 5 Following
Once Daily Dosing of NEXIUM Delayed-Release Capsules in Adult Patients with Symptomatic GERD

NEXIUM delayed-release capsules
Parameter ! (CV) 40 mg once daily | 20 mg once daily
(n=36) (n=36)
AUC (micromol-h/L) | 12.6 (42%) 4.2 (59%)
Crax (micromol/L) 4.7 (37%) 2.1 (45%)
Tmax (hours) 1.6 1.6
ti2 (hours) 1.5 1.2

- Values represent the geometric mean, except the Tiax, Which is the
arithmetic mean; CV = Coefficient of variation

Esomeprazole is a time-dependent inhibitor of CYP2C19, resulting in autoinhibition and nonlinear pharmacokinetics. The
systemic exposure increases in a more than dose proportional manner after multiple oral doses of esomeprazole.
Compared to the first dose, the systemic exposure (Cmax and AUCo.241) at steady state following once a day dosing
increased by 43% and 90%, respectively, compared to after the first dose for the 20 mg dose and increased by 95% and
159%, respectively, for the 40 mg dose.

Distribution

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

Elimination
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 CYP2C19
isoenzyme, which forms the hydroxy and desmethyl metabolites. The remaining amount is dependent on CYP3A4 which
forms the sulphone metabolite.

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.

Combination Therapy with Amoxicillin and Clarithromycin

NEXIUM delayed-release capsules 40 mg once daily was given in combination with amoxicillin 1000 mg twice daily and
clarithromycin 500 mg twice daily for 7 days to 17 healthy male and female subjects. The mean steady state AUC and
Cmax of esomeprazole increased by 70% and 18%, respectively during combination therapy compared to treatment with
NEXIUM alone. The observed increase in esomeprazole exposure during co-administration with amoxicillin and
clarithromycin is not expected to be clinically relevant.

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



Specific Populations

Geriatric Patients

The AUC and Cnax values of esomeprazole were slightly higher (25% and 18%, respectively) in the elderly as compared
to younger subjects at steady state. This increase in exposure is not considered clinically relevant.

Pediatric Patients

1 Month to 11 Months of Age

The pharmacokinetic parameters following repeated dose administration of esomeprazole magnesium 1 mg/kg once daily
for 7 to 8 days in 1 month to 11-month-old infants with GERD are summarized in Table 7.

Table 7: Summary of Esomeprazole Pharmacokinetic Parameters Following Once Daily Dosing of Oral
Esomeprazole Magnesium for 7 to 8 Days in 1 Month to 1 Year Old Infants with GERD

Parameter Esomeprazole Magnesium 1 mg/kg
Orally Once Daily

AUC (micromol-h/L) (n=7)" | 3.51

Cssmax (micromol/L) (n=15)' | 0.87

t, (h) (n=8)’ 0.93
tmax (h) (n=15)° 3.0
I Geometric mean
2 Median

Subsequent pharmacokinetic simulation analyses showed that for pediatric patients 1 month to 11 months of age, a dosage
regimen of 2.5 mg once daily (body weight 3 to 5 kg), 5 mg once daily (body weight more than 5 to 7.5 kg) and 10 mg
once daily for (body weight more than 7.5 to 12 kg) would achieve comparable steady-state plasma exposures (AUC) to
that observed with 10 mg once daily in patients 1 year to 11 year of age and 20 mg once daily in patients 12 years to 18
years of age, as well as adults.

Apparent clearance (CL/F) increases with age in pediatric patients with GERD from 1 month to 2 years of age.

1 Year to 11 Years of Age

The pharmacokinetics of esomeprazole were studied in pediatric patients with GERD aged 1 year to 11 years. Following
once daily dosing with NEXIUM for delayed-release oral suspension for 5 days, the total exposure (AUC) for the 10 mg
dosage in patients aged 6 years to 11 years was similar to that seen with the 20 mg dosage in adults and adolescents aged
12 years to 17 years. The total exposure for the 10 mg dosage in patients aged 1 year to 5 years was approximately 30%
higher than the 10 mg dosage in patients aged 6 years to 11 years. The total exposure for the 20 mg dosage in patients
aged 6 years to 11 years was higher than that observed with the 20 mg dosage in patients aged 12 years to 17 years and
adults, but lower than that observed with the 40 mg dosage in 12 to 17 year-olds and adults. See Table 8.



Table 8: Summary of Esomeprazole Pharmacokinetic Parameters Following Once Daily Dosing of
NEXIUM for Delayed-Release Oral Suspension for 5 Days in 1 Year to 11 Year Old Patients with GERD

Parameter NEXIUM For Delayed-Release Oral Suspension
1 Year to 5 Years 6 Years to 11 Years
10 mg once daily (N=8) [ 10 mg once daily (N=7) | 20 mg once daily (N=6)

AUC (micromol-h/L)’ 4.83 3.70 6.28
Crnax (micromol/L)’ 2.98 1.77 3.73
tmax ()’ 1.44 1.79 1.75
ty, (h)’ 0.74 0.88 0.73
CIF (L/h)’ 5.99 7.84 9.22

I Geometric mean

2 Arithmetic mean

12 Years 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 Cpax and
AUC values of esomeprazole were not affected by body weight or age; and more than dose-proportional increases in
mean Cma 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. See Table 9.

Table 9: Comparison of Esomeprazole Pharmacokinetic Parameters Following Once Daily Dosing of
NEXIUM Delayed-Release Capsules in Pediatric Patients 12 Years to 17 Years with GERD and Adults
with Symptomatic GERD’

NEXIUM Delayed-Release Capsules
Parameter 12 Years to 17 Years (N=28) Adults (N=36)
20 mg once daily | 40 mg once daily | 20 mg once daily | 40 mg once daily
for 8 days for 8 days for 5 days for 5 days

AUC (micromol-h/L) 3.65 13.86 4.2 12.6
Crax (micromol/L) 1.45 5.13 2.1 4.7
tmax (h) 2.00 1.75 1.6 1.6
tyaz (h) 0.82 1.22 1.2 1.5
Data presented are geometric means for AUC, Cimax and tv.-, and median value for tmax.

I Data obtained from two independent studies

Male and Female Patients

The AUC and Cax values of esomeprazole were slightly higher (13%) in females than in males at steady state when dosed
orally. This increase in exposure is not considered clinically relevant.

Patients with Renal Impairment

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

Patients with Hepatic Impairment

The steady state pharmacokinetics of esomeprazole obtained after administration of NEXIUM delayed-release capsules 40
mg orally once daily to patients with mild (Child-Pugh Class A, n=4), moderate (Child-Pugh Class B, n=4), and severe
(Child-Pugh Class C, n=4) hepatic impairment were compared to those obtained in 36 male and female GERD patients



with normal liver function. In patients with mild and moderate hepatic impairment, the AUCs were within the range that
could be expected in patients with normal liver function. In patients with severe hepatic impairment the AUCs were 2 to
3 times higher than in the patients with normal liver function [see Use in Specific Populations (8.6)].

Drug Interaction Studies

Effect of Esomeprazole/Omeprazole on Other Drugs

In vitro and in vivo studies have shown that esomeprazole is not likely to inhibit CYPs 1A2, 2A6, 2C9, 2D6, 2E1 and
3A4.

Antiretrovirals
For some antiretroviral drugs, such as rilpivirine, atazanavir and nelfinavir, decreased serum concentrations have
been reported when given together with omeprazole [see Drug Interactions (7)].

Rilpivirine:
Following multiple doses of rilpivirine (150 mg, daily) and omeprazole (20 mg, daily), AUC was decreased by 40%,
Cmax by 40%, and Cmin by 33% for rilpivirine [see Contraindications (4)].

Nelfinavir:
Following multiple doses of nelfinavir (1250 mg, twice daily) and omeprazole (40 mg daily), AUC was decreased by
36% and 92%, Cmaxby 37% and 89% and Cmin by 39% and 75% respectively for nelfinavir and M8.

Atazanavir:
Following multiple doses of atazanavir (400 mg, daily) and omeprazole (40 mg, daily, 2 hours before atazanavir),
AUC was decreased by 94%, Cmaxby 96%, and Cmin by 95%.

Saquinavir:

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. The AUC was increased by 82%, Cmax by 75%, and Cmin by 106%. The mechanism behind this
interaction is not fully elucidated.

Clopidogrel
In a crossover study, healthy subjects were administered clopidogrel (300 mg loading dose followed by 75 mg per day as

the maintenance dosage for 28 days) alone and with esomeprazole (40 mg orally once daily at the same time as
clopidogrel) for 29 days. Exposure to the active metabolite of clopidogrel was reduced by 35% to 40% over this time
period when clopidogrel and esomeprazole were administered together. Pharmacodynamic parameters were also measured
and demonstrated that the change in inhibition of platelet aggregation was related to the change in the exposure to
clopidogrel active metabolite [see Warnings and Precautions (5.7) and Drug Interactions (7)].

Moycophenolate Mofetil
Administration of omeprazole 20 mg twice daily for 4 days and a single 1000 mg dose of MMF approximately one hour

after the last dose of omeprazole to 12 healthy subjects in a cross-over study resulted in a 52% reduction in the Cmax and
23% reduction in the AUC of MPA [see Drug Interactions (7)].

Cilostazol

Omeprazole acts as an inhibitor of CYP2C19. Omeprazole, given in doses of 40 mg daily for one week to 20 healthy
subjects in cross-over study, increased Cmaxand AUC of cilostazol by 18% and 26% respectively. The Cmaxand AUC of
one of the active metabolites, 3,4-dihydro-cilostazol, which has 4 to 7 times the activity of cilostazol, were increased by
29% and 69%, respectively. Co-administration of cilostazol with omeprazole is expected to increase concentrations of
cilostazol and the above mentioned active metabolite [see Drug Interactions (7)].




Diazepam

Co-administration of esomeprazole 30 mg and diazepam, a CYP2C19 substrate, resulted in a 45% decrease in clearance of
diazepam. Increased plasma levels of diazepam were observed 12 hours after dosing and onwards. However, at that time,
the plasma levels of diazepam were below the therapeutic interval, and thus this interaction is unlikely to be of clinical
relevance.

Digoxin
Concomitant administration of omeprazole 20 mg once daily and digoxin in healthy subjects increased the bioavailability
of digoxin by 10% (30% in two subjects) [see Drug Interactions (7)].

Other Drugs
Concomitant administration of esomeprazole and either naproxen (non-selective NSAID) did not identify any clinically

relevant changes in the pharmacokinetic profiles of these NSAIDs.

Effect of Other Drugs on Esomeprazole/Omeprazole

St. John'’s Wort

In a cross-over study in 12 healthy male subjects, St. John’s Wort (300 mg three times daily for 14 days) significantly
decreased the systemic exposure of omeprazole in CYP2C19 poor metabolizers (Cmax and AUC both decreased by 38%)
and extensive metabolizers (Cmax and AUC decreased by 50% and 44%, respectively) [see Drug Interactions (7)].

Voriconazole

Concomitant administration of omeprazole and voriconazole (a combined inhibitor of CYP2C19 and CYP3A4) resulted in
more than doubling of the omeprazole exposure. When voriconazole (400 mg every 12 hours for one day, followed by
200 mg once daily for 6 days) was given with omeprazole (40 mg once daily for 7 days) to healthy subjects, the steady-
state Cmaxand AUCo-24 of omeprazole significantly increased: an average of 2 times (90% CI: 1.8, 2.6) and 4 times (90%
CI: 3.3, 4.4), respectively, as compared to when omeprazole was given without voriconazole [see Drug Interactions (7)].

Other Drugs
Co-administration of esomeprazole with oral contraceptives, diazepam, phenytoin, quinidine, naproxen (non-selective

NSAID) did not seem to change the pharmacokinetic profile of esomeprazole.

12.4 Microbiology

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 /[see Indications and Usage (1) and Clinical Studies (14)].

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 mcg/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 Table 10:



Table 10: Clarithromycin Susceptibility Test Results and Clinical/Bacteriological Outcomes’ for Triple
Therapy (NEXIUM Delayed-Release Capsules 40 mg once daily, Amoxicillin 1000 mg twice daily and
Clarithromycin 500 mg twice daily for 10 days)

Clarithromycin H. pylori negative H. pylori positive
Pretreatment Results (Eradicated) (Not Eradicated)
Post-treatment susceptibility results
S I’ R’ No MIC
Susceptible’ 182 162 4 0 2 14
Intermediate’ 1 1 0 0 0 0
Resistant’ 29 13 1 0 13 2

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

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

Patients not eradicated of H. pylori following triple therapy with NEXIUM, amoxicillin and clarithromycin 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 patients treated with NEXIUM, amoxicillin and clarithromycin in clinical trials, 83% (176/212) of the patients 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, 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 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: For susceptibility testing information about Helicobacter pylori, see
Microbiology section in prescribing information for clarithromycin and amoxicillin.

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 PPIs may lead
to slightly increased risk of gastrointestinal infections such as Salmonella and Campylobacter and possibly Clostridium
difficile in hospitalized patients.

12.5 Pharmacogenomics

CYP2C19, a polymorphic enzyme, is involved in the metabolism of esomeprazole. The CYP2C19*1 allele is fully
functional while the CYP2C19*2 and *3 alleles are nonfunctional. There are other alleles associated with no or reduced
enzymatic function. Patients carrying two fully functional alleles are extensive metabolizers and those carrying two loss-
of-function alleles are poor metabolizers. The systemic exposure to esomeprazole varies with a patient’s metabolism
status: poor metabolizers > intermediate metabolizers > extensive metabolizers. Approximately 3% of Caucasians and 15
to 20% of Asians are CYP2C19 poor metabolizers.

Systemic esomeprazole exposures were modestly higher (approximately 17%) in CYP2C19 intermediate metabolizers
(IM; n=6) compared to extensive metabolizers (EM; n=17) of CYP2C19. Similar pharmacokinetic differences were noted
across these genotypes in a study of Chinese healthy subjects that included 7 EMs and 11 IMs. There is very limited
pharmacokinetic information for poor metabolizers (PM) from these studies.

At steady state following once daily administration of esomeprazole 40 mg, the ratio of AUC in poor metabolizers to
AUC in the rest of the population (EMs) is approximately 1.5. This change in exposure is not considered clinically
meaningful.



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 140.8
mg/kg/day (about 0.4 to 34 times the human dose of 40 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 3.4 times the human dose of 40 mg/day 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 34 times the human dose of 40 mg/day 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

Reproduction Studies

Reproduction studies have been performed in rats at oral doses up to 280 mg/kg/day (about 68 times an oral human dose
of 40 mg on a body surface area basis) and in rabbits at oral doses up to 86 mg/kg/day (about 42 times an oral human dose
of 40 mg on a body surface area basis) and have revealed no evidence of impaired fertility or harm to the fetus due to
esomeprazole [see Use in Specific Populations (8.1)].

Juvenile Animal Study

A 28-day toxicity study with a 14-day recovery phase was conducted in juvenile rats with esomeprazole magnesium at
doses of 70 to 280 mg /kg/day (about 17 to 68 times a daily oral human dose of 40 mg on a body surface area basis). An
increase in the number of deaths at the high dose of 280 mg/kg/day was observed when juvenile rats were administered
esomeprazole magnesium from postnatal day 7 through postnatal day 35. In addition, doses equal to or greater than 140
mg/kg/day (about 34 times a daily oral human dose of 40 mg on a body surface area basis), produced treatment-related
decreases in body weight (approximately 14%) and body weight gain, decreases in femur weight and femur length, and
affected overall growth. Comparable findings described above have also been observed in this study with another
esomeprazole salt, esomeprazole strontium, at equimolar doses of esomeprazole.



14 CLINICAL STUDIES

14.1 Healing of EE in Adults

The healing rates of NEXIUM delayed-release capsules 40 mg, NEXIUM delayed-release capsules 20 mg, and
omeprazole delayed-release capsules 20 mg (the approved dose for this indication) once daily were evaluated in adult
patients with endoscopically diagnosed EE in four multicenter, double-blind, randomized studies. The healing rates at
Weeks 4 and 8 were evaluated and are shown in Table 11:

Table 11: EE Healing Rate (Life-Table Analysis) in Adults with EE Treated with NEXIUM Delayed-
Release Capsules or Omeprazole Delayed-Release Capsules Once Daily in Four Clinical Studies

Study | No. of Patients | Treatment Group ]i’]éeI:ke Zlmg“l]{::liss 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%

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

In these same studies of patients with EE, sustained heartburn resolution and time to sustained heartburn resolution were
evaluated and are shown in Table 12:



Table 12: Sustained Resolution’ of Heartburn in Adults with EE Treated with NEXIUM Delayed-Release
Capsules or Omeprazole Delayed-Release Capsules Once Daily in Four Clinical Studies

. 2 e . .
Study | No. of Patients | Treatment Group Cumulalt)l;I; ll’jrcent with Sustallll)e;,l;;solutlon Significance Level®
1 573 NEXIUM 20 mg 64.3% 72.7% N.S.
555 Omeprazole 20 mg 64.1% 70.9%
2 621 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%
3 568 NEXIUM 40 mg 65.4% 73.9% N.S.
551 Omeprazole 20 mg 65.5% 73.1%
4 1187 NEXIUM 40 mg 67.6% 75.1% p <0.001
1188 Omeprazole 20 mg 62.5% 70.8%

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

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

3 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 EE.

14.2 Maintenance of Healing of EE in Adults

Two multicenter, randomized, double-blind placebo-controlled 4-arm studies were conducted in adult patients with
endoscopically confirmed, healed EE to evaluate NEXIUM delayed-release capsules 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. NEXIUM 40 mg once daily is not a
recommended regimen for the maintenance of healing of EE in adults.

The percentages of patients that maintained healing of EE at the various time points are shown in the Figures 2 and 3:




Figure 2: Maintenance of Healing Rates of EE in Adults by Month (Study 177)
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Figure 3: Maintenance of EE Healing Rates in Adults by Month (Study 178)
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Patients remained in remission significantly longer and the number of recurrences of EE 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 EE was 93.7% for six months and 89.4% for one year.

14.3 Symptomatic GERD in Adults

Two multicenter, randomized, double-blind, placebo-controlled studies were conducted in a total of 717 adult patients
comparing four weeks of treatment with NEXIUM delayed-release capsules 20 mg or 40 mg once daily versus placebo for
resolution of GERD symptoms. Patients had at least a 6-month history of heartburn episodes, no EE 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. NEXIUM 40 mg once daily is not a
recommended regimen for the treatment of symptomatic GERD in adults.

The percent of patients symptom-free of heartburn by day are shown in the Figures 4 and 5:

Figure 4: Percent of Patients Symptom-Free of Heartburn by Day (Study 225)
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Figure 5: Percent of Patients Symptom-Free of Heartburn by Day (Study 226)
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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.

14.4 Pediatric GERD
1 Yearto 11 Years of Age

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

e weight <20 kg: once daily treatment with NEXIUM for delayed-release oral suspension 5 mg or 10 mg
e weight > 20 kg: once daily treatment with NEXIUM for delayed-release oral suspension 10 mg or 20 mg
Patients were endoscopically characterized as to the presence or absence of EE.

Of the 109 patients, 53 had EE 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 EE prior to treatment, and the trial did not include a concomitant control.

12 Years 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 NEXIUM delayed-release
capsules 20 mg or 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 EE.



14.5 Risk Reduction of NSAID-Associated Gastric Ulcer

Two multicenter, double-blind, placebo-controlled studies were conducted in adult 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 years) with 71%
female, 29% male; 83% Caucasian, 5% Black, 4% Asian, and 8% 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 (at
least 60 years) and/or history of a documented gastric or duodenal ulcer within the past 5 years. Patients receiving
NSAIDs and treated with NEXIUM delayed-release capsules 20 mg or 40 mg once daily experienced significant
reduction in gastric ulcer occurrences relative to placebo treatment at 26 weeks. See Table 13. No additional benefit was
seen with NEXIUM 40 mg over NEXIUM 20 mg. NEXIUM 40 mg once daily is not a recommended regimen for the risk
reduction of NSAID-associated gastric ulcer in adults. These studies did not demonstrate significant reduction in the
development of NSAID-associated duodenal ulcer due to the low incidence.

Table 13: Cumulative Percentage of Patients at Least 60 Years of Age Taking NSAIDS Without Gastric
Ulcers at 26 Weeks in Two Randomized Placebo-Controlled Studies

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

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

14.6 H. pylori Eradication in Adult Patients with Duodenal Ulcer Disease

Two multicenter, randomized, double-blind studies were conducted in adult patients using a 10-day treatment regimen of
triple therapy (NEXIUM, amoxicillin and clarithromycin). The first study (191) compared NEXIUM delayed-release
capsules 40 mg once daily in combination with amoxicillin 1000 mg twice daily and clarithromycin 500 mg twice daily to
NEXIUM delayed-release capsules 40 mg once daily plus clarithromycin 500 mg twice daily. The second study (193)
compared NEXIUM delayed-release capsules 40 mg once daily in combination with amoxicillin 1000 mg twice daily and
clarithromycin 500 mg twice daily to NEXIUM delayed-release capsules 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, amoxicillin and clarithromycin group than in the NEXIUM and
clarithromycin group or the NEXIUM alone group. The results are shown in Table 14:



Table 14: H. pylori Eradication Rates at 4 Weeks after 10 Day Treatment Regimen % of Adult Patients
Cured [95% Confidence Interval] (Number of Patients)

Study Treatment Group Per-Protocol’  Intent-to-Treat’
191 NEXIUM, amoxicillin and clarithromycin 84%] 77%?
78, 89] [71, 82]
(n=196) (=233)
NEXIUM and clarithromycin 55% 52%
[48, 62] [45, 59]
(n=187) (n=215)
193  NEXIUM, amoxicillin and clarithromycin 85%"* 78%*
[74, 93] (67, 87]
(n=67) (n=74)
NEXIUM 5% 4%
[0, 23] [0, 21]
(n=22) (n=24)

Patients were included 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.

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.

3 p<0.05 compared to NEXIUM plus clarithromycin.

4 p<0.05 compared to NEXIUM alone.

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

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

In a multicenter, open-label dose-escalation study of 21 adult patients (15 males and 6 females, 18 Caucasian and 3 Black,
mean age of 56 years) with pathological hypersecretory conditions, such as Zollinger-Ellison Syndrome, NEXIUM
significantly inhibited gastric acid secretion. The initial dosage of NEXIUM delayed-release capsules was 40 mg twice
daily in 19 patients and 80 mg twice daily in 2 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 NEXIUM 40 mg twice daily, 13 (72%) had their BAO controlled with the original dosing regimen
at the final visit. See Table 15.

Table 15: Adequate Acid Suppression at Final Visit by Dosage Regimen in Adult Patients with
Pathological Hypersecretory Conditions

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

I~ One patient was not evaluated.



16 HOW SUPPLIED/STORAGE AND HANDLING

NEXIUM Delayed-Release Capsules, 20 mg esomeprazole, 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 0186-5020-54 bottles of 90

NEXIUM Delayed-Release Capsules, 40 mg esomeprazole, 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 0186-5040-54 bottles of 90

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 0186-4025-01 unit dose packages of 30: 2.5 mg esomeprazole packets
NDC 0186-4050-01 unit dose packages of 30: 5 mg esomeprazole packets

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

17 PATIENT COUNSELING INFORMATION
Adpvise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).

Acute Tubulointerstitial Nephritis

Advise the patient or caregiver to call the patient’s healthcare provider immediately if they experience signs and/or
symptoms associated with suspected acute TIN [see Warnings and Precautions (5.2)].

Clostridium difficile-Associated Diarrhea
Advise the patient or caregiver to immediately call the patient’s healthcare provider if they experience diarrhea that does
not improve [see Warnings and Precautions (5.3)].

Bone Fracture
Advise the patient or caregiver to report any fractures, especially of the hip, wrist or spine, to the patient’s healthcare
provider [see Warnings and Precautions (5.4)].

Severe Cutaneous Adverse Reactions
Advise the patient or caregiver to discontinue NEXIUM and immediately call the patient’s healthcare provider for at first

appearance of a severe cutaneous adverse reaction or other sign of hypersensitivity signs or symptoms associated with
Severe Cutaneous Adverse Reactions [see Warnings and Precautions (5.5)].

Cutaneous and Systemic Lupus Erythematosus

Advise the patient or caregiver to immediately call the patient’s healthcare provider for any new or worsening of
symptoms associated with cutaneous or systemic lupus erythematosus [see Warnings and Precautions (5.6)].




Cyanocobalamin (Vitamin B-12) Deficiency

Advise the patient or caregiver to report any clinical symptoms that may be associated with cyanocobalamin deficiency to
the patient’s healthcare provider if they have been receiving NEXIUM for longer than 3 years [see Warnings and
Precautions (5.8)].

Hypomagnesemia and Mineral Metabolism

Advise the patient or caregiver to report any clinical symptoms that may be associated with hypomagnesemia,
hypocalcemia, and/or hypokalemia to the patient’s healthcare provider, if they have been receiving NEXIUM for at
least 3 months [see Warnings and Precautions (5.9)].

Drug Interactions
Advise the patient or caregiver to report to their healthcare provider if starting treatment with rilpivirine-containing

products, clopidogrel, St. John’s Wort or rifampin; or, if they take high-dose methotrexate [see Contraindications (4),
Warnings and Precautions (5.7,5.10,5.12)].

Administration
e Take NEXIUM delayed-release capsules and NEXIUM for delayed-release oral suspension at least one hour
before meals.

e Antacids may be used concomitantly with NEXITUM.
e Swallow NEXIUM delayed-release capsules whole; do not chew or crush the capsules.

e For patients who have difficulty swallowing capsules, NEXIUM delayed-release capsules can be opened, and the
contents sprinkled on applesauce. Use with other foods is not recommended.

1. Add one tablespoon of applesauce to an empty bowl. The applesauce used should not be hot and should be
soft enough to be swallowed without chewing.

2. Open the NEXIUM delayed-release capsule and carefully empty the granules inside the capsule onto the
applesauce.

3. Mix the granules with the applesauce.
4. Administer the mixture immediately. Do not chew or crush the granules.
5. Discard any remaining mixture. Do not store the mixture for future use.

e NEXIUM delayed-release capsules can also be administered via a nasogastric tube, as described in the
Instructions for Use.

e Administer NEXIUM for delayed-release oral suspension orally or via a nasogastric or gastric tube, as described
in the Instructions for Use.

Distributed by:

AstraZeneca Pharmaceuticals LP

Wilmington, DE 19850

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

©AstraZeneca 2022



MEDICATION GUIDE

NEXIUM® (nex-e-um) NEXIUM® (nex-e-um)
(esomeprazole magnesium) (esomeprazole magnesium)
delayed-release capsules, for oral use for delayed-release oral suspension

What is the most important information | should know about NEXIUM?

NEXIUM may help your acid-related symptoms, but you could still have serious stomach problems. Talk with
your doctor.

NEXIUM can cause serious side effects, including:

¢ A type of kidney problem (acute tubulointerstitial nephritis). Some people who take proton pump inhibitor (PPI)
medicines, including NEXIUM, may develop a kidney problem called acute tubulointerstitial nephritis that can happen
at any time during treatment with NEXIUM. Call your doctor right away if you have a decrease in the amount that you
urinate or if you have blood in your urine.

o Diarrhea caused by an infection (Clostridium difficile) in your intestines. Call your doctor right away if you have
watery stools or stomach pain that does not go away. You may or may not have a fever.

¢ Bone fractures (hip, wrist, or spine). Bone fractures in the hip, wrist, or spine may happen in people who take
multiple daily doses of PPl medicines and for a long period of time (a year or longer). Tell your doctor if you have a
bone fracture, especially in the hip, wrist, or spine.

e Certain types of lupus erythematosus. Lupus erythematosus is an autoimmune disorder (the body’s immune cells
attack other cells or organs in the body). Some people who take PPl medicines, including NEXIUM, may develop
certain types of lupus erythematosus or have worsening of the lupus they already have. Call your doctor right away if
you have new or worsening joint pain or a rash on your cheeks or arms that gets worse in the sun.

Talk to your doctor about your risk of these serious side effects.
NEXIUM can have other serious side effects. See “What are the possible side effects of NEXIUM?”

What is NEXIUM?
A prescription medicine called a proton pump inhibitor (PPI) used to reduce the amount of acid in your stomach.

NEXIUM is used in adults for:

e 4 to 8 weeks for the healing and symptom relief of acid-related damage to the esophagus (erosive esophagitis or EE).
Your doctor may prescribe another 4-8 weeks of NEXIUM in patients whose EE does not heal.

e maintaining healing of EE.

e 4-8 weeks to treat heartburn and other symptoms that happen with gastroesophageal reflux disease (GERD).

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

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

¢ the long-term treatment of conditions where your stomach makes too much acid, including Zollinger-Ellison
Syndrome. Zollinger-Ellison Syndrome is a rare condition in which the stomach produces a more than normal amount
of acid.

NEXIUM is used in children and adolescents 12 to 17 years of age for:

o 4 to 8 weeks to heal EE.

o 4 weeks to treat heartburn and other symptoms that happen with GERD.

NEXIUM is used in children 1 to 11 years of age for:
o 8 weeks to heal EE.
e up to 8 weeks to treat heartburn and other symptoms that happen with GERD.

NEXIUM is used in children 1 month to less than 1 year of age to treat GERD with EE for up to 6 weeks.
It is not known if NEXIUM is safe and effective in children under 1 month of age for the treatment of GERD with EE.
It is not known if NEXIUM is safe and effective in children less than 1 year of age for the treatment of GERD symptoms.

It is not known if NEXIUM is safe and effective in children to reduce the risk of stomach ulcers in children who take
medicines called NSAIDs, to treat Helicobacter pylori stomach infection to lower the risk of a stomach ulcer returning, and
to treat conditions where your stomach makes too much acid.

Do not take NEXIUM if you are:
o allergic to esomeprazole magnesium, any other PPl medicine, or any of the ingredients in NEXIUM. See the end of
this Medication Guide for a complete list of ingredients in NEXIUM.
Tell your doctor right away or get emergency medical help if you get any of the following symptoms of an allergic
reaction with NEXIUM:
o rash o throat tightness
o face swelling o difficulty breathing




taking a medicine that contains rilpivirine (EDURANT, COMPLERA, ODEFSEY) used to treat HIV-1 (Human
Immunodeficiency Virus).

Before taking NEXIUM, tell your doctor about all of your medical conditions, including if you:

have low magnesium levels, low calcium levels and low potassium levels in your blood.

have liver problems.

are pregnant or plan to become pregnant. It is not known if NEXIUM will harm your unborn baby.

are breastfeeding or planning to breastfeed. NEXIUM may pass into your breast milk. Talk to your doctor about the
best way to feed your baby if you take NEXIUM.

Tell your doctor about all of the medicines you take, including prescription and over-the-counter medicines, vitamins,
and herbal supplements.

Especially tell your doctor if you take: clopidogrel (Plavix), methotrexate (Otrxup, Rasuvo, Trexall, XATMEP), digoxin
(LANOXIN), rilpivirine (EDURANT), St. John’s Wort (Hypericum perforatum), or rifampin (Rimactane, Rifater, Rifamate).

How should | 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.

Antacids may be taken with NEXIUM.

Swallow NEXIUM capsules whole. Never chew or crush NEXIUM.

If you have difficulty swallowing NEXIUM capsules, you may open the capsule and empty the granules into 1
tablespoon of applesauce. The applesauce used should not be hot and should be soft enough to swallow without
chewing. Do not mix the NEXIUM granules with any other food.

Do not crush or chew the granules. Be sure to swallow the applesauce right away. Throw away any remaining
mixture. Do not store it for later use.

If you 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.

If you take too much NEXIUM, call your doctor or local poison control center right away at 1-800-222-1222, or go to
the nearest hospital emergency room.

See the Instructions for Use at the end of this Medication Guide for instructions how to take NEXIUM for 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?
NEXIUM can cause serious side effects, including:

See “What is the most important information | should know about NEXIUM?”

Low vitamin B-12 levels in your body can happen in people who have taken NEXIUM for a long time (more than 3

years). Tell your doctor if you have symptoms of low vitamin B-12 levels, including shortness of breath,

lightheadedness, irregular heartbeat, muscle weakness, pale skin, feeling tired, mood changes, and tingling or

numbness in the arms and legs.

Low magnesium levels in your body can happen in people who have taken NEXIUM for at least 3 months.

Tell your doctor right away if you have symptoms of low magnesium levels, including seizures, dizziness, irregular

heartbeat, jitteriness, muscle aches or weakness, and spasms of hands, feet or voice.

Stomach growths (fundic gland polyps). People who take PPI medicines for a long time have an increased risk of

developing a certain type of stomach growths called fundic gland polyps, especially after taking PPl medicines for

more than 1 year.

Severe skin reactions. NEXIUM can cause rare but severe skin reactions that may affect any part of your body.

These serious skin reactions may need to be treated in a hospital and may be life threatening:

e Skin rash which may have blistering, peeling or bleeding on any part of your skin (including your lips, eyes,
mouth, nose, genitals, hands or feet).

¢ You may also have fever, chills, body aches, shortness of breath, or enlarged lymph nodes.

Stop taking NEXIUM and call your doctor right away. These symptoms may be the first sign of a severe skin reaction.

The most common side effects of NEXIUM include:

e headache e stomach (abdominal) pain
e diarrhea e constipation

e nausea e dry mouth

e gas

These are not all the possible side effects of NEXIUM.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.




How should | store NEXIUM?

e Store NEXIUM at room temperature between 68°F to 77°F (20°C to 25°C).
o Keep the container of NEXIUM closed tightly.

Keep NEXIUM and all medicines out of the reach of children.

General information about the safe and effective use of NEXIUM.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. 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.

You can ask your pharmacist or doctor for information about NEXIUM that is written for health professionals.

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 for delayed-release oral suspension: dextrose, xanthan gum, crospovidone, citric acid,
iron oxide, and hydroxypropyl! cellulose.

AstraZeneca Pharmaceuticals LP

Wilmington, DE 19850

NEXIUM is a registered trademark of the AstraZeneca group of companies.

©2020 AstraZeneca Pharmaceuticals LP. All rights reserved

For more information, go to www.purplepill.com or call 1-800-463-9486.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: March 2022




Instructions for Use
NEXIUM ® (nex-e-um)
(esomeprazole magnesium)
for delayed-release oral suspension

Taking NEXIUM in water:

NEXIUM for delayed-release oral suspension comes in foil packets containing 2.5 mg, 5 mg, 10 mg, 20 mg, or 40 mg
of NEXIUM.

Use an oral syringe to measure the amount of water needed to mix your dose. Ask your pharmacist for an oral
syringe.

If your prescribed dose is 2.5 mg or 5 mg, add 5 mL of water to a container. Add the contents of a foil packet
containing the dose prescribed by your doctor.

If your prescribed dose is 10 mg, 20 mg, or 40 mg, add 15 mL of water to a container. Add the contents of a foil
packet containing the dose prescribed by your doctor.

If you or your child are instructed to use more than one foil packet for the prescribed dose, follow the mixing
instructions provided by your pharmacist or doctor.

Stir.

Leave the mixture for 2 to 3 minutes to thicken.

Stir and drink the mixture within 30 minutes. If not used within 30 minutes, throw away this dose and mix a new dose.
If any medicine remains in the container after drinking, add more water, stir, and drink right away.

For young children, you can give the dose with an oral syringe. Rinse the oral syringe with water after each use.

Giving NEXIUM with water through a nasogastric tube (NG tube) or gastric tube

NEXIUM delayed-release capsules:

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

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.

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

Attach the syringe to the NG tube. Give the medicine right away in the syringe through the NG tube into the stomach.
After giving the granules, flush the NG tube with more water.

NEXIUM for delayed-release oral suspension:

NEXIUM for delayed-release oral suspension comes in foil packets containing 2.5 mg, 5 mg, 10 mg, 20 mg, or 40 mg
of NEXIUM.

Use only a catheter tipped syringe to give NEXIUM through a NG tube or gastric tube.

If your prescribed dose is 2.5 mg or 5 mg, add 5 mL of water to a catheter tipped syringe. Add the contents of a foil
packet containing the dose prescribed by your doctor.

If your prescribed dose is 10 mg, 20 mg, or 40 mg, add 15 mL of water to a catheter tipped syringe. Add the contents
of a foil packet containing the dose prescribed by your doctor.

Shake the syringe well for 15 seconds 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 the same amount of water (either 5 mL or 15 mL of water depending on your dose).

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

This Instructions for Use has been approved by the U.S. Food and Drug Administration.

AstraZeneca Pharmaceuticals LP
Wilmington, DE 19850
Revised 08/2021



NEXIUM is a registered trademark of the AstraZeneca group of companies.

©2020 AstraZeneca Pharmaceuticals LP. All rights reserved



Summary of Product Characteristics

1. NAME OF THE MEDICINAL PRODUCT

Nexium 20 mg gastro-resistant tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each gastro-resistant tablet contains 22.3 mg esomeprazole magnesium trihydrate equivalent
to 20 mg esomeprazole.

Excipient(s) with known effect

Each gastro-resistant tablet contains 28 mg sucrose

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Gastro-resistant tablet

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

other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Nexium tablets are indicated in adults 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.
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- prevention of gastric and duodenal ulcers associated with NSAID therapy, in patients at
risk.

Treatment of Zollinger Ellison Syndrome

Nexium tablets are indicated in adolescents from the age of 12 years 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 antibiotics in treatment of duodenal ulcer caused by Helicobacter pylori
4.2 Posology and method of administration

Posology
Adults

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. 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.

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

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.

Special Populations

Renal impairment

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).

Hepatic impairment
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.

Paediatric population

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.

Treatment of duodenal ulcer caused by Helicobacter pylori
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When selecting appropriate combination therapy, consideration should be given to official
national, regional and local guidance regarding bacterial resistance, duration of treatment
(most commonly 7 days but sometimes up to 14 days), and appropriate use of antibacterial
agents. The treatment should be supervised by a specialist.

The posology recommendation is:

Weight Posology

30-40kg Combination with two antibiotics: Nexium 20 mg, amoxicillin
750 mg and clarithromycin 7.5 mg/kg body weight are all
administered together twice daily for one week.

> 40 kg Combination with two antibiotics: Nexium 20 mg, amoxicillin 1 g
and clarithromycin 500 mg are all administered together twice
daily for one week.

Children below the age of 12 years

For posology in patients aged 1 to 11 reference is made to the Nexium sachet SmPC.
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 is carefully tested. For preparation and administration instructions see section
6.6.

4.3 Contraindications

Hypersensitivity to the active substance, to substituted benzimidazoles or to any of the
excipients listed in section 6.1.

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



Summary of Product Characteristics

present, malignancy should be excluded, as treatment with Nexium may alleviate symptoms
and delay diagnosis.

Long term use
Patients on long-term treatment (particularly those treated for more than a year) should be

kept under regular surveillance.

On demand treatment
Patients on on-demand treatment should be instructed to contact their physician if their
symptoms change in character.

Helicobacter pylori eradication

When prescribing esomeprazole for eradication of Helicobacter pylori, possible drug
interactions 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 CYP3A4 such as cisapride.

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

Absorption of vitamin B12

Esomeprazole, as all acid-blocking medicines, may reduce the absorption of vitamin B12
(cyanocobalamin) due to hypo- or achlorhydria. This should be considered in patients with
reduced body stores or risk factors for reduced vitamin B12 absorption on long-term therapy.

Hypomagnesaemia

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

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

Risk of fracture

Proton pump inhibitors, especially if used in high doses and over long durations (>1 year),
may modestly increase the risk of hip, wrist and spine fracture, predominantly in the elderly or
in presence of other recognised risk factors. Observational studies suggest that proton pump
inhibitors may increase the overall risk of fracture by 10-40%. Some of this increase may be
due to other risk factors. Patients at risk of osteoporosis should receive care according to
current clinical guidelines and they should have an adequate intake of vitamin D and calcium.
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Subacute cutaneous lupus erythematosus (SCLE)

Proton pump inhibitors are associated with very infrequent cases of SCLE. If lesions occur,
especially in sun-exposed areas of the skin, and if accompanied by arthralgia, the patient
should seek medical help promptly and the health care professional should consider stopping
Nexium. SCLE after previous treatment with a proton pump inhibitor may increase the risk of
SCLE with other proton pump inhibitors.

Combination with other medicinal products

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 interaction is observed between clopidogrel and esomeprazole (see section 4.5). The
clinical relevance of this interaction is uncertain. As a precaution, concomitant use of
esomeprazole and clopidogrel should be discouraged.

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.

Serious cutaneous adverse reactions (SCARSs)

Serious cutaneous adverse reactions (SCARs) such as erythema multiforme (EM), Stevens-
Johnson syndrome (SJS), toxic epidermal necrolysis (TEN) and drug reaction with
eosinophilia and systemic symptoms (DRESS), which can be life-threatening, have been
reported very rarely in association with esomeprazole treatment.

Patients should be advised of the signs and symptoms of the severe skin reaction
EM/SJS/TEN/DRESS and should seek medical advice from their physician immediately when
observing any indicative signs or symptoms.

Esomeprazole should be discontinued immediately upon signs and symptoms of severe skin
reactions and additional medical care/close monitoring should be provided as needed.

Re-challenge should not be undertaken in patients with EM/SJS/TEN/DRESS.

Sucrose

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.

Interference with laboratory tests
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Increased Chromogranin A (CgA) level may interfere with investigations for neuroendocrine
tumours. To avoid this interference, esomeprazole treatment should be stopped for at least

5 days before CgA measurements (see section 5.1). If CgA and gastrin levels have not
returned to reference range after initial measurement, measurements should be repeated

14 days after cessation of proton pump inhibitor treatment.

Sodium content
This medicinal product contains less than 1 mmol sodium (23 mg) per tablet, that is to say
essentially ‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of
interaction

Effects of esomeprazole on the pharmacokinetics of other drugs

Protease inhibitors

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 CYP2C19.

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, Cmax and Cmin). 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, Cmax and Crmin by 36-39 % and mean
AUC, Cmax and Cnmin for the pharmacologically active metabolite M8 was reduced by 75-92%.
Due to the similar pharmacodynamic effects and pharmacokinetic properties of omeprazole
and esomeprazole, concomitant administration with esomeprazole and atazanavir is not
recommended (see section 4.4) and concomitant administration with esomeprazole and
nelfinavir is contraindicated (see section 4.3).

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).
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Methotrexate

When given together with PPIs, methotrexate levels have been reported to increase in some
patients. In high-dose methotrexate administration a temporary withdrawal of esomeprazole
may need to be considered.

Tacrolimus

Concomitant administration of esomeprazole has been reported to increase the serum levels of
tacrolimus. A reinforced monitoring of tacrolimus concentrations as well as renal function
(creatinine clearance) should be performed, and dosage of tacrolimus adjusted if needed.

Medicinal products with pH dependent absorption

Gastric acid suppression during treatment with esomeprazole and other PPIs might decrease or
increase the absorption of medicinal products with a gastric pH dependent absorption. As with
other medicinal products that decrease intragastric acidity, the absorption of medicinal
products such as ketoconazole, itraconazole and erlotinib can decrease and the absorption of
digoxin can increase during treatment with esomeprazole. Concomitant treatment with
omeprazole (20 mg daily) and digoxin in healthy subjects increased the bioavailability of
digoxin by 10% (up to 30% in two out of ten subjects). Digoxin toxicity has been rarely
reported. However, caution should be exercised when esomeprazole is given at high doses in
elderly patients. Therapeutic drug monitoring of digoxin should then be reinforced.

Medicinal products 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.

Diazepam
Concomitant administration of 30 mg esomeprazole resulted in a 45% decrease in clearance of
the CYP2C19 substrate diazepam.

Phenytoin
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.

Voriconazole
Omeprazole (40 mg once daily) increased voriconazole (a CYP2C19 substrate) Cmax and
AUC; by 15% and 41%, respectively.

Cilostazol
Omeprazole as well as esomeprazole act as inhibitors of CYP2C19. Omeprazole, given in
doses of 40 mg to healthy subjects in a cross-over study, increased Cmax and AUC for
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cilostazol by 18% and 26% respectively, and one of its active metabolites by 29% and 69%
respectively.

Cisapride
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 (ti2) 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).

Warfarin

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.

Clopidogrel
Results from studies in healthy subjects have shown a pharmacokinetic (PK)/

pharmacodynamic (PD) interaction between clopidogrel (300 mg loading dose/75 mg daily
maintenance dose) and esomeprazole (40 mg p.o.daily) resulting in decreased exposure to the
active metabolite of clopidogrel by an average of 40% and resulting in decreased maximum
inhibition of (ADP induced) platelet aggregation by an average of 14%.

When clopidogrel was given together with a fixed dose combination of esomeprazole 20 mg +
ASA 81 mg compared to clopidogrel alone in a study in healthy subjects there was a
decreased exposure by almost 40% of the active metabolite of clopidogrel. However, the
maximum levels of inhibition of (ADP induced) platelet aggregation in these subjects were the
same in the clopidogrel and the clopidogrel + the combined (esomeprazole + ASA) product
groups.

Inconsistent data on the clinical implications of a PK/PD interaction of esomeprazole in terms
of major cardiovascular events have been reported from both observational and clinical
studies. As a precaution concomitant use of clopidogrel should be discouraged.

Investigated medicinal products with no clinically relevant interaction

Amoxicillin and quinidine

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

Naproxen or rofecoxib

Studies evaluating concomitant administration of esomeprazole and either naproxen or
rofecoxib did not identify any clinically relevant pharmacokinetic interactions during short-
term studies.
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Effects of other medicinal products on the pharmacokinetics of esomeprazole

Medicinal products which inhibit CYP2C19 and/or CYP3A44

Esomeprazole is metabolised by CYP2C19 and CYP3A4. Concomitant administration of
esomeprazole and a CYP3A4 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 CYP3A4 may result in more than doubling of the
esomeprazole exposure. The CYP2C19 and CYP3A4 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.

Medicinal products which induce CYP2C19 and/or CYP3A44

Drugs known to induce CYP2C19 or CYP3A4 or both (such as rifampicin and St. John’s
wort) may lead to decreased esomeprazole serum levels by increasing the esomeprazole
metabolism.

Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Pregnancy
Clinical data on exposed pregnancies with Nexium 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/foetal 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.

A moderate amount of data on pregnant women (between 300-1000 pregnancy outcomes)
indicates no malformative or foeto/neonatal toxicity of esomeprazole.

Animal studies do not indicate direct or indirect harmful effects with respect to reproductive
toxicity (see section 5.3).

Breast-feeding
It is not known whether esomeprazole is excreted in human breast milk. There is insufficient

information on the effects of esomeprazole in newborns/infants. Esomeprazole should not be
used during breast-feeding.

Fertility
Animal studies with the racemic mixture omeprazole, given by oral administration do not
indicate effects with respect to fertility.
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4.7 Effects on ability to drive and use machines

Esomeprazole has minor influence on the ability to drive and use machines. Adverse reactions
such as dizziness (uncommon) and blurred vision (rare) has been reported (see section 4.8). If
affected patients should not drive or use machines.

4.8 Undesirable effects

Summary of the safety profile

Headache, abdominal pain, diarrhoea and nausea are among those adverse reactions that have
been most commonly reported in clinical trials (and also from post-marketing use). In
addition, the safety profile is similar for different formulations, treatment indications, age
groups and patient populations. No dose-related adverse reactions have been identified.

Tabulated list of adverse reactions

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).

System Organ Class Frequency | Undesirable Effect
Blood and lymphatic system Rare Leukopenia, thrombocytopenia
disorders
Very rare Agranulocytosis, pancytopenia
Immune system disorders Rare Hypersensitivity reactions e.g. fever,
angioedema and anaphylactic
reaction/shock
Metabolism and nutrition Uncommon | Peripheral oedema
disorders
Rare Hyponatraemia

Not known | Hypomagnesaemia (see section 4.4);
severe hypomagnesaemia can correlate
with hypocalcaemia. Hypomagnesaemia
may also be associated with hypokalaemia.

Psychiatric disorders Uncommon | Insomnia
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System Organ Class Frequency | Undesirable Effect
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 Rare Bronchospasm
mediastinal disorders
Gastrointestinal disorders Common Abdominal pain, constipation, diarrhoea,
flatulence, nausea/vomiting, fundic gland
polyps (benign)
Uncommon | Dry mouth
Rare Stomatitis, gastrointestinal candidiasis
Not known | Microscopic colitis
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 Uncommon | Dermatitis, pruritus, rash, urticaria
disorders
Rare Alopecia, photosensitivity
Very rare Erythema multiforme, Stevens-Johnson

syndrome, toxic epidermal necrolysis
(TEN), drug reaction with eosinophilia and
systemic symptoms (DRESS)
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System Organ Class Frequency | Undesirable Effect

Not known | Subacute cutaneous lupus erythematosus
(see section 4.4)

Musculoskeletal and Uncommon | Fracture of the hip, wrist or spine (see
connective tissue disorders section 4.4)

Rare Arthralgia, myalgia

Very rare Muscular weakness
Renal and urinary disorders Very rare Interstitial nephritis; in some patients renal

failure has been reported concomitantly.

Reproductive system and Very rare Gynaecomastia
breast disorders

General disorders and Rare Malaise, increased sweating
administration site conditions

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal product.
Healthcare professionals are asked to report any suspected adverse reactions via the Yellow
Card Scheme Website: www.mhra.gov.uk/yellowcard or search for MHRA Yellow Card in
the Google Play or Apple App Store.

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.

3. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs for acid-related disorders proton pump inhibitors
ATC code: A02B C05
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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.

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.

Pharmacodynamic effects

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.

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, IIa or IIb (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%.
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During treatment with antisecretory medicinal products, serum gastrin increases in response to
the decreased acid secretion. Also CgA increases due to decreased gastric acidity. The
increased CgA level may interfere with investigations for neuroendocrine tumours. Available
published evidence suggests that proton pump inhibitors should be discontinued between

5 days and 2 weeks prior to CgA measurements. This is to allow CgA levels that might be
spuriously elevated following PPI treatment to return to reference range.

An increased number of ECL cells possibly related to the increased serum gastrin levels, have
been observed in both children and adults during long-term treatment with esomeprazole. The
findings are considered to be of no clinical significance.

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 and, in hospitalised patients, possibly also Clostridium difficile.

Clinical efficacy
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.

Paediatric population

In a study in paediatric GERD patients (<1 to 17 years of age) receiving long-term PPI
treatment, 61% of the children developed minor degrees of ECL cell hyperplasia with no
known clinical significance and with no development of atrophic gastritis or carcinoid
tumours.

5.2 Pharmacokinetic properties

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

Distribution
The apparent volume of distribution at steady state in healthy subjects is approximately
0.22 I/kg body weight. Esomeprazole is 97% plasma protein bound.

Biotransformation

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, CYP3A4, responsible for the
formation of esomeprazole sulphone, the main metabolite in plasma.

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

Total plasma clearance is about 17 I/h after a single dose and about 9 I/h after repeated
administration. The plasma elimination half-life is about 1.3 hours after repeated once daily
dosing. 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.

Linearity/non-linearity

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.

Special patient populations

Poor metabolisers

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.
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Gender

Following a single dose of 40 mg esomeprazole the mean area 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.

Hepatic impairment

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.

Renal impairment

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.

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

of age).

Paediatric population

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 (tmax) in 12 to 18 year-olds
was similar to that in adults for both esomeprazole doses.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, toxicity to
reproduction and development. Adverse reactions not observed in clinical studies, but seen in
animals at exposure levels similar to clinical exposure levels and with possible relevance to
clinical use were as follows:

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
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6.1 List of excipients

Glycerol monostearate 40-55,

hyprolose,

hypromellose,

iron oxide (reddish-brown and yellow) (E 172),
magnesium stearate,

methacrylic acid ethyl acrylate copolymer (1:1) 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.

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 contents of container

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

Bottles of 2, 5, 7, 14, 15, 28, 30, 56, 60, 100, 140(5x28) tablets.

Blister packs in wallet and/or carton of 3, 7, 7x1, 14, 15, 25x1, 28, 30, 50x1, 56, 60, 90, 98,
100x1, 140 tablets.

Not all pack sizes may be marketed
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6.6 Special precautions for disposal and other handling
No special requirements for disposal.

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.

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.

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. Turn 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.
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SUMMARY OF PRODUCT CHARACTERISTICS

1 NAME OF THE MEDICINAL PRODUCT

Nexium 10 mg gastro-resistant granules for oral suspension, sachet

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each sachet contains: 10 mg esomeprazole (as magnesium trihydrate).

Excipients with known effect
Each sachet contains 6.8 mg sucrose and 2.8 g glucose

For the full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM

Gastro-resistant granules for oral suspension, sachet.

Pale yellow fine granules. Brownish granules may be visible.

4 CLINICAL PARTICULARS
4.1 Therapeutic indications
Nexium oral suspension is primarily indicated for:

Paediatric population
Children 1-11 vears old

Gastroesophageal Reflux Disease (GERD)
- treatment of endoscopically proven erosive reflux esophagitis
- symptomatic treatment of gastroesophageal reflux disease (GERD)

Children over 4 years of age
In combination with antibiotics in treatment of duodenal ulcer caused by Helicobacter

pylori.

Adults and adolescents from the age of 12 years
For indications in patients from the age of 12 years reference is made to the Nexium
gastro-resistant tablet SmPC.

Nexium oral suspension may also be used by patients having difficulty swallowing
dispersed Nexium gastro-resistant tablets.



4.2 Posology and method of administration

Posology

Paediatric population

Children 1 — 11 years with a bodyweight of 210 kg
Gastroesophageal Reflux Disease (GERD)
- Treatment of endoscopically proven erosive reflux esophagitis

- Weight 210 - <20 kg: 10 mg once daily for 8 weeks.
- Weight 220 kg: 10 mg or 20 mg once daily for 8 weeks.

- Symptomatic treatment of gastroesophageal reflux disease (GERD)
- 10 mg once daily for up to 8 weeks.

Doses over 1 mg/kg/day have not been studied.

Children over 4 years of age

Treatment of duodenal ulcer caused by Helicobacter pylori

When selecting appropriate combination therapy, consideration should be given to
official national, regional and local guidance regarding bacterial resistance, duration
of treatment (most commonly 7 days but sometimes up to 14 days), and appropriate
use of antibacterial agents.

The treatment should be supervised by a specialist.

The posology recommendation is:

Weight Posology

<30kg Combination with two antibiotics: Nexium 10 mg,
amoxicillin 25 mg/kg body weight and clarithromycin

7.5 mg/kg body weight are all administered together twice
daily for one week.

30-40kg Combination with two antibiotics: Nexium 20 mg,
amoxicillin 750 mg and clarithromycin 7.5 mg/kg body
weight are all administered together twice daily for

one week.

> 40 kg Combination with two antibiotics: Nexium 20 mg,

amoxicillin 1 g and clarithromycin 500 mg are all
g y g

administered together twice daily for one week.

Children below the age of 1 year

The experience of treatment with esomeprazole in infants < 1 year is limited and
treatment is therefore not recommended (see section 5.1).



Adults and adolescents from the age of 12 vears
For posology in patients from the age of 12 years reference is made to the Nexium
gastro-resistant tablet SmPC.

Special populations

Renal impairment

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).

Hepatic impairment

Dose adjustment is not required in patients with mild to moderate liver impairment.
For patients >12 years with severe liver impairment, a maximum dose of 20 mg
Nexium should not be exceeded. For children 1-11 years with severe liver
impairment, a maximum dose of 10 mg should not be exceeded (see section 5.2).

Elderly
Dose adjustment is not required in the elderly.

Method of administration

For a 10 mg dose empty the contents of a 10 mg sachet into a glass containing 15 ml
water. For a 20 mg dose empty the contents of two 10 mg sachets into a glass
containing 30 ml water. Do not use carbonated water. Stir the contents until the
granulate has been dispersed and leave for a few minutes to thicken. Stir again and
drink within 30 minutes. The granules must not be chewed or crushed. Rinse with
15 ml water to obtain all granules.

For patients who have a nasogastric or gastric tube in place: see section 6.6 for
preparation and administration instructions.

4.3 Contraindications

Hypersensitivity to the active substance, to substituted benzimidazoles or to any of the
excipients listed in section 6.1.

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.

Long term use
Patients on long-term treatment (particularly those treated for more than a year)

should be kept under regular surveillance. Long-term treatment is indicated in adults
and adolescents (12 years and older, see section 4.1).



On demand treatment

Patients on on-demand treatment should be instructed to contact their physician if
their symptoms change in character. On demand treatment has not been investigated
in children and is therefore not recommended in this patient group.

Helicobacter Pylori eradication:

When prescribing esomeprazole for eradication of Helicobacter pylori possible drug
interactions for all components in the triple therapy should be considered.
Clarithromycin is a potent inhibitor of CYP3A4 and hence contraindications and
interactions for clartithromycin should be considered when triple therapy is used in
patients concurrently taking other drugs metabolised via CYP3A4, such as cisapride.

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

Absorption of vitamin B12

Esomeprazole, as all acid-blocking medicines, may reduce the absorption of vitamin
B12 (cyanocobalamin) due to hypo- or achlorhydria. This should be considered in
patients with reduced body stores or risk factors for reduced vitamin B12 absorption
on long-term therapy.

Hypomagnesaemia

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

For patients expected to be on prolonged treatment or who take PPIs with digoxin or
medicinal products that may cause hypomagnesaemia (e.g. diuretics), healthcare
professionals should consider measuring magnesium levels before starting PPI
treatment and periodically during treatment.

Risk of fractures

Proton pump inhibitors, especially if used in high doses and over long durations
(>1 year), may modestly increase the risk of hip, wrist and spine fracture,
predominantly in the elderly or in presence of other recognised risk factors.
Observational studies suggest that proton pump inhibitors may increase the overall
risk of fracture by 10-40%. Some of this increase may be due to other risk factors.
Patients at risk of osteoporosis should receive care according to current clinical
guidelines and they should have an adequate intake of vitamin D and calcium.

Subacute cutaneous lupus erythematosus (SCLE)

Proton pump inhibitors are associated with very infrequent cases of SCLE. If lesions
occur, especially in sun-exposed areas of the skin, and if accompanied by arthralgia,
the patient should seek medical help promptly and the health care professional should




consider stopping Nexium. SCLE after previous treatment with a proton pump
inhibitor may increase the risk of SCLE with other proton pump inhibitors.

Combination with other medicinal products

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 medicinal products metabolised
through CYP2C19 should be considered. An interaction is observed between
clopidogrel and esomeprazole (see section 4.5). The clinical relevance of this
interaction is uncertain. As a precaution, concomitant use of esomeprazole and
clopidogrel should be discouraged.

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).

Serious cutaneous adverse reactions (SCARSs)

Serious cutaneous adverse reactions (SCARSs) such as erythema multiforme (EM),
Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis (TEN) and drug reaction
with eosinophilia and systemic symptoms (DRESS), which can be life-threatening,
have been reported very rarely in association with esomeprazole treatment.

Patients should be advised of the signs and symptoms of the severe skin reaction
EM/SJS/TEN/DRESS and should seek medical advice from their physician
immediately when observing any indicative signs or symptoms.

Esomeprazole should be discontinued immediately upon signs and symptoms of
severe skin reactions and additional medical care/close monitoring should be provided
as needed.

Re-challenge should not be undertaken in patients with EM/SJS/TEN/DRESS.

Sucrose and glucose

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

Interference with laboratory tests

Increased Chromogranin A (CgA) level may interfere with investigations for
neuroendocrine tumours. To avoid this interference, esomeprazole treatment should
be stopped for at least 5 days before CgA measurements (see section 5.1). If CgA and
gastrin levels have not returned to reference range after initial measurement,
measurements should be repeated 14 days after cessation of proton pump inhibitor
treatment.




4.5  Interaction with other medicinal products and other forms of interaction

Effects of esomeprazole on the pharmacokinetics of other medicinal products

Protease inhibitors

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
CYP2C19.

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, Cimax and Cmin). 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, Cmax and Cmin by 36-39% and
mean AUC, Cmax and Cnin for the pharmacologically active metabolite M8 was
reduced by 75-92%. Due to the similar pharmacodynamic effects and
pharmacokinetic properties of omeprazole and esomeprazole, concomitant
administration with esomeprazole and atazanavir is not recommended (see

section 4.4) and concomitant administration with esomeprazole and nelfinavir is
contraindicated (see section 4.3).

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)

Methotrexate

When given together with PPIs, methotrexate levels have been reported to increase in
some patients. In high-dose methotrexate administration a temporary withdrawal of
esomeprazole may need to be considered.

Tacrolimus

Concomitant administration of esomeprazole has been reported to increase the serum
levels of tacrolimus. A reinforced monitoring of tacrolimus concentrations as well as
renal function (creatinine clearance) should be performed, and dosage of tacrolimus
adjusted if needed.

Medicinal products with pH dependent absorption



Gastric acid suppression during treatment with esomeprazole and other PPIs might
decrease or increase the absorption of medicinal products with a gastric pH dependent
absorption. As with other medicinal products that decrease intragastric acidity, the
absorption of medicinal products such as ketoconazole, itraconazole and erlotinib can
decrease and the absorption of digoxin can increase during treatment with
esomeprazole. Concomitant treatment with omeprazole (20 mg daily) and digoxin in
healthy subjects increased the bioavailability of digoxin by 10% (up to 30% in two
out of ten subjects). Digoxin toxicity has been rarely reported. However, caution
should be exercised when esomeprazole is given at high doses in elderly patients.
Therapeutic drug monitoring of digoxin should then be reinforced.

Medicinal products metabolised by CYP2C19

Esomeprazole inhibits CYP2C19, the major esomeprazole metabolising enzyme.
Thus, when esomeprazole is combined with medicinal products metabolised by
CYP2C19, such as diazepam, citalopram, imipramine, clomipramine, phenytoin etc.,
the plasma concentrations of these medicinal products may be increased and a dose
reduction could be needed. This should be considered especially when prescribing
esomeprazole for on demand therapy.

Diazepam
Concomitant administration of 30 mg esomeprazole resulted in a 45% decrease in
clearance of the CYP2C19 substrate diazepam.

Phenytoin

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.

Voriconazole
Omeprazole (40 mg once daily) increased voriconazole (a CYP2C19 substrate) Cimax
and AUC: by 15% and 41%, respectively.

Cilostazol

Omeprazole as well as esomeprazole act as inhibitors of CYP2C19. Omeprazole,
given in doses of 40 mg to healthy subjects in a cross-over study, increased Cpax and
AUC for cilostazol by 18% and 26% respectively, and one of its active metabolites by
29% and 69% respectively.

Cisapride

In healthy volunteers, concomitant administration of 40 mg esomeprazole and
cisapride resulted in a 32% increase in area under the plasma concentration-time
curve (AUC) and a 31% prolongation of elimination half-life(ti) 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 section 4.4).

Warfarin
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.

Clopidogrel

Results from studies in healthy subjects have shown a pharmacokinetic (PK)/
pharmacodynamic (PD) interaction between clopidogrel (300 mg loading dose/75 mg
daily maintenance dose) and esomeprazole (40 mg p.o.daily) resulting in decreased
exposure to the active metabolite of clopidogrel by an average of 40% and resulting in
decreased maximum inhibition of (ADP induced) platelet aggregation by an average
of 14%.

When clopidogrel was given together with a fixed dose combination of esomeprazole
20 mg +ASA 81 mg compared to clopidogrel alone in a study in healthy subjects
there was a decreased exposure by almost 40% of the active metabolite of clopidogrel.
However, the maximum levels of inhibition of (ADP induced) platelet aggregation in
these subjects were the same in the clopidogrel and the clopidogrel + the combined
(esomeprazole + ASA) product groups.

Inconsistent data on the clinical implications of a PK/PD interaction of esomeprazole
in terms of major cardiovascular events have been reported from both observational
and clinical studies. As a precaution concomitant use of clopidogrel should be
discouraged.

Investigated medicinal products with no clinically relevant interaction
Amoxicillin and quinidine

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

Naproxen or rofecoxib

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

Effects of other medicinal products on the pharmacokinetics of esomeprazole

Medicinal products which inhibit CYP2C19 and/or CYP3A44

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 3A4 may result in
more than doubling of the esomeprazole exposure. The CYP2C19 and CYP3A4
inhibitor voriconazole increased omeprazole AUCt 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. Long-term treatment is indicated in adults and
adolescents (12 years and older, see section 4.1).

Medicinal products which induce CYP2C19 and/or CYP3A44



Medicinal products known to induce CYP2C19 or CYP3A4 or both (such as
rifampicin and St. John’s wort) may lead to decreased esomeprazole serum levels by
increasing the esomeprazole metabolism.

Paediatric population
Interaction studies have only been performed in adults.

4.6  Fertility, pregnancy and lactation

Pregnancy
Clinical data on exposed pregnancies with Nexium 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/foetal 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.

A moderate amount of data on pregnant women (between 300-1000 pregnancy
outcomes) indicates no malformative or foeto/neonatal toxicity of esomeprazole.

Animal studies do not indicate direct or indirect harmful effects with respect to
reproductive toxicity (see section 5.3).

Breast-feeding

It is not known whether esomeprazole is excreted in human breast milk. There is
insufficient information on the effects of esomeprazole in newborns/infants.
Esomeprazole should not be used during breast-feeding.

Fertility
Animal studies with the racemic mixture omeprazole, given by oral administration do
not indicate effects with respect to fertility.

4.7  Effects on ability to drive and use machines

Esomeprazole has minor influence on the ability to drive and use machines. Adverse
reactions such as dizziness (uncommon) and blurred vision (rare) has been reported
(see section 4.8). If affected patients should not drive or use machines.

4.8 Undesirable effects

Summary of the safety profile

Headache, abdominal pain, diarrhoea and nausea are among those adverse reactions
that have been most commonly reported in clinical trials (and also from post-
marketing use). In addition, the safety profile is similar for different formulations,
treatment indications, age groups and patient populations. No dose-related adverse
reactions have been identified.




Tabulated list of adverse reactions

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).

System Organ Class Frequency | Undesirable Effect
Blood and lymphatic system Rare Leukopenia, thrombocytopenia
disorders Very rare Agranulocytosis, pancytopenia
Immune system disorders Rare Hypersensitivity reactions e.g. fever,
angioedema and anaphylactic
reaction/shock
Metabolism and nutrition Uncommon | Peripheral oedema
disorders Rare Hyponatraemia
Not known | Hypomagnesaemia (see section 4.4);
severe hypomagnesaemia can correlate
with hypocalcaemia. Hypomagnesaemia
may also be associated with hypokalaemia.
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 Rare Bronchospasm
mediastinal disorders
Gastrointestinal disorders Common Abdominal pain, constipation, diarrhoea,
flatulence, nausea/vomiting, fundic gland
polyps (benign)
Uncommon | Dry mouth
Rare Stomatitis, gastrointestinal candidiasis
Not known | Microscopic colitis
Hepatobiliary disorders Uncommon | Increased liver enzymes
Rare Hepatitis with or without jaundice




System Organ Class Frequency | Undesirable Effect
Very rare Hepatic failure, encephalopathy in patients
with pre-existing liver disease
Skin and subcutaneous tissue Uncommon | Dermatitis, pruritus, rash, urticaria
disorders Rare Alopecia, photosensitivity
Very rare Erythema multiforme, Stevens-Johnson
syndrome, toxic epidermal necrolysis
(TEN), drug reaction with eosinophilia and
systemic symptoms (DRESS)
Not known | Subacute cutaneous lupus erythematosus
(see section 4.4)
Musculoskeletal and Uncommon | Fracture of the hip, wrist or spine (see
connective tissue disorders section 4.4)
Rare Arthralgia, myalgia
Very rare Muscular weakness
Renal and urinary disorders Very rare Interstitial nephritis; in some patients renal
failure has been reported concomitantly.
Reproductive system and Very rare Gynaecomastia
breast disorders
General disorders and Rare Malaise, increased sweating
administration site conditions

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal
product. Healthcare professionals are asked to report any suspected adverse reactions
via the Yellow Card Scheme website: www.mhra.gov.uk/yellowcard or search for
MHRA Yellow Card in the Google Play or Apple App Store.

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

5.1 Pharmacodynamic properties



Pharmacotherapeutic group: Drugs for acid-related disorders, proton pump inhibitor
ATC code: A02B C05

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.

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.

Pharmacodynamic effects

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.

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

During treatment with antisecretory medicinal products, serum gastrin increases in
response to the decreased acid secretion. Also CgA increases due to decreased gastric
acidity. The increased CgA level may interfere with investigations for neuroendocrine
tumours. Available published evidence suggests that proton pump inhibitors should be
discontinued between 5 days and 2 weeks prior to CgA measurements. This is to
allow CgA levels that might be spuriously elevated following PPI treatment to return
to reference range.

An increased number of ECL cells possibly related to the increased serum gastrin
levels, have been observed in both children and adults during long term treatment
with esomeprazole. The findings are considered to be of no clinical significance.

During long-term treatment with antisecretory medicinal products 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 count of bacteria normally present in the gastrointestinal tract.
Treatment with proton pump inhibitors may lead to a slightly increased risk of
gastrointestinal infections such as Salmonella and Campylobacter and, in hospitalised
patients, possibly also Clostridium difficile.

Paediatric population

GERD — 1 to 11 Years of Age

In a multicentre, parallel-group study, 109 paediatric patients with endoscopically
proven GERD (1 to 11 years of age) 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 esomeprazole 5 mg or 10 mg
Weight >20 kg: once daily treatment with esomeprazole 10 mg or 20 mg

Patients were endoscopically characterised as to the presence or absence of erosive
esophagitis. Fifty-three patients had erosive esophagitis at baseline. Of the 45 patients
who had follow-up endoscopy, 42 (93.3%) of these patients had their erosive
esophagitis resolved (88.9%) or improved (4.4%) after 8 weeks of treatment.

GERD — 0 to 11 months of age

In a placebo-controlled study (98 patients aged 1-11 months) efficacy and safety in
patients with signs and symptoms of GERD were evaluated. Esomeprazole 1 mg/kg
once daily was given for 2 weeks (open-label phase) and 80 patients were included for
an additional 4 weeks (double blind, treatment-withdrawal phase). There was no
significant difference between esomeprazole and placebo for the primary endpoint
time to discontinuation due to symptom worsening.

In a placebo-controlled study (52 patients aged <1 month) efficacy and safety in
patients with symptoms of GERD were evaluated. Esomeprazole 0.5 mg/kg once
daily was given for a minimum of 10 days. There was no significant difference
between esomeprazole and placebo in the primary endpoint, change from baseline of
number of occurrences of symptoms of GERD.

Results from the paediatric studies further show that 0.5 mg/kg and 1.0 mg/kg
esomeprazole in <1 month old and 1 to 11 month old infants, respectively, reduced
the mean percentage of time with intra-esophageal pH < 4.

The safety profile appeared to be similar to that seen in adults.

In a study in paediatric GERD patients (<1 to 17 years of age) receiving long-term
PPI treatment, 61% of the children developed minor degrees of ECL cell hyperplasia
with no known clinical significance and with no development of atrophic gastritis or
carcinoid tumours.

5.2 Pharmacokinetic properties

Absorption



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

Distribution
The apparent volume of distribution at steady state in healthy subjects is
approximately 0.22 I/kg body weight. Esomeprazole is 97% plasma protein bound.

Biotransformation

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,
CYP3A4, responsible for the formation of esomeprazole sulphone, the main
metabolite in plasma.

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

Total plasma clearance is about 17 I/h after a single dose and about 9 I/h after repeated
administration. The plasma elimination half-life is about 1.3 hours after repeated
once-daily dosing. 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.

Linearity/non linearity

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.

Special patient populations

Poor metabolisers

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.

Gender

Following a single dose of 40 mg esomeprazole the mean area 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.

Hepatic impairment

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.

Renal impairment

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.

Elderly
The metabolism of esomeprazole is not significantly changed in elderly subjects (71—

80 years of age).

Paediatric population

Adolescents 12-18 years:

Following repeated dose administration of 20 mg and 40 mg esomeprazole in
adolescents 12-18 years of age, the total exposure (AUC) and the time to reach
maximum plasma drug concentration (tmax) was similar to that in adults.

Children 1 — 11 years:

Following repeated dose administration of 10 mg esomeprazole, the total exposure
(AUC) was similar within the age range 1 to 11 years and the exposure was similar to
the exposure seen with the 20 mg dose in adolescents and adults. Following repeated
dose administration of 20 mg esomeprazole, the total exposure (AUC) was higher in 6
to 11 year-olds compared to the same dose in adolescents and adults.

5.3  Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies
of safety pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential,
toxicity to reproduction and development. Adverse reactions not observed in clinical
studies, but seen in animals at exposure levels similar to clinical exposure levels and
with possible relevance to clinical use were as follows:



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. No new or unexpected toxicity findings were observed in juvenile rats
and dogs, after administration of esomeprazole for up to 3 months, as compared to the
adult animals.

6 PHARMACEUTICAL PARTICULARS

6.1  List of excipients

Esomeprazole granules:

Glycerol monostearate 40-55,

Hydroxypropyl cellulose

Hypromellose

Magnesium stearate

Methacrylic acid —ethyl acrylate copolymer (1:1) dispersion 30%
Polysorbate 80

Sugar spheres (sucrose and maize starch)

Talc

Triethyl citrate

Excipient granules:

Citric acid anhydrous (for pH adjustment)
Crospovidone

Glucose

Hydroxypropyl cellulose

Yellow iron oxide (E172)

Xanthan gum

6.2  Incompatibilities

Not applicable

6.3 Shelf life

3 years
To be used within 30 minutes after reconstitution.

6.4  Special precautions for disposal and other handling
This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

Carton containing 28 or 30 sachets. Not all pack sizes may be marketed.



Sachets (containing granules): Laminate consisting of three layers: polyethylene
terephthalate (PET), aluminium, low density polyethylene (LDPE) which protects the
granules against moisture.

6.6  Special precautions for disposal and other handling
No special requirements for disposal.

For patients who have a nasogastric or gastric tube in place

For a 10 mg dose, add the contents of a 10 mg sachet into 15 ml of water.

For a 20 mg dose add the contents of two 10 mg sachets into 30 ml of water.
Stir.

Leave for a few minutes to thicken.

Stir again.

Draw the suspension into a syringe.

Inject through the enteric tube, French size 6 or larger, into the stomach within
30 minutes after reconstitution.

8. Refill the syringe with 15 ml water for a 10 mg dose and 30 ml for a 20 mg dose.
9. Shake and flush any remaining contents from the enteric tube into the stomach.
Any unused suspension should be discarded.
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15.1.2 M BT 2 BEEOBEHNR T, 7a by K7 e

S5 =12 & BIREIC BV CEHERE IS ) BT, TFRIE)
HIT ﬁﬁﬁﬁmuz7%wﬁ%*én1wé 2, EHE
T OEME (4EDE) om#Ez 27285 T, 9o 2s
DAL 720

15.1.3 MM BT 2 EICABBEE Z R & L EB OB
T, 7O bRy T vy —%%5 L-BEIIBWT O
ARV TI L T4 T4V E B FIGEGD ) A 7 HENASH
HENTWD,

15.2 FEERPREAER (CE D < 153k

15.2.1 9 v MZbmg/kgbl b % 24E R 185 L 223 ksl o B
W, METHIZHIVF /4 FOFEENRAELNTE DFEND 5.

15.2.2 BinEER (5 v MEOH5-25mg/kghl 1) CHUIRRE &
&0m¢%4D$//@Mwﬁ%*éﬂfw5®f FHIZH
7o o TIEHIRBAR RIS ER T 5.

15.2.3 9 v MZHEIETH LIV 75— (50mg/kg/H) .
TEFXFY V) KA (500mg/kg/H) ROZ S 20 Ay
> (160mg/kg/H) % BERTRS- L72itBiT. B#codHttko
iR e & L IR OEE IR OB BTV b,

16. EYEHE

16.1 MepigE

16.1.1 INTZV—=ILF MU LEBEHKRE
TERE AT F1220mg % A BT UTE R ISR IS L 72ko %
R BT 2 P g BEHERS 2 T IR $7e F 720 AT,
ARG COVBRE IS L 723 BIHE 8 5 % — & OF3 1l
EFRITRTY, [1621 2]

600 [

e A D%

5001

E‘

400+
300
200+

1001~
(ng/mL)

0

BRI NINDONH-

12

W (hr)
FTRT T = )F M) 7 A20mgDIEA T L O A T 3% 5RO

MEPERE (Mean+S.D., n=12M#H R A BT
AR OB ST 2 — 5

Crnax tmax AUC t12
ey
FGAAT (ng/mL) (hr) (ng * hr/mL) (hr)
#EF 437+237 36*09 937617 | 149+0.68
s 453+138 53*14 901544 | 1.07+047

(Mean+SD. n=12)

F 7o, BEER AR T125mg. 10mg. 20mg#% £ T CREH S
L7z (550 H) OEYBRE ST A =2 1ZUTOLBY) T
52,

TR FI2 B 5 IAEH G- (5mg. 10mg. 20mg) O IM%E
¢7«77/—»+FUWA@R%@WN7X 14
e Crnax tmax AUC oo tz
B i) I (ng/mL) (hr) (ng - hr/mL) | (hr)
5mg EM* | 146+56 |30 (20-45)| 236*97 | 1.8+09
PM* 252+55 |25 (15-55)| 585+137 | 42+05
10mg EM* | 383+83 |33 (20-50)| 539+200 | 15+04
PM* | 50964 |28 (20-45)| 1230+200 | 38*0.3
20mg EM* | 654+348 |40 (25-80)| 994+477 | 23+14
PM* | 822+232 (33 (3.0-6.0)| 2331+663 | 3.7+0.3

(Mean+SD., tmaxiEMedian (Min-Max) ,  EM n=16, PM n=8)
MOFACHTE S F » 2 10— 4P450 2C19 (CYP2C19) #FEBIANZX, T
LB FRLL W e A,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*2



IXCYP2C19*%1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*33L
1ZCYP2C19*3/*3

16.1.2 3ZIGEAKRE
BEBABTIZTNT T —=)VF )7 A20mgH, 7TEFD Y
) Y AKFIWT50mg (Jifii) . 0N F) Au~A ¥ 2400mg (F)
fili) Z1H2\7HE (FH2E) REREDRLS Lo T XT 5
V=)V M) AOIEYEEENNT A= S IZLTO LB ThH S,

Zollinger-EllisonfE R DV Cld, 26112 B 1) 5 &k EE o
rEFIL100%TH > 720 ~10,

F 72 Ho B ARFEHUAIRPUIE o 0 i M A3l 22 & AP R 1 1Al
10mg % 24 ¥ 5- L 7o iR (CZEERILEBEE) 12810
L NBEIEFFEER12786% (336B1/4261) Tdh -7z,
EEHERCHEO 7O N YRy 7 A v e €y —GRICIRH
PEED o A B E A G & L 735858 th o N ETR
FIZLBDEBRITEDEBY TH-729, [72 2]

e EE 1 T T 12 BT B 3HEIGE I A G o e 5 X775 ) — 1/8120mg 1[A10mg 17120mg
WF b Y AOIEREE ST A — 1H 1] 1020 1020
Come — AUCon o P 588% 784% 770%
(ng/ml) | (o) |g h/ml)| (o) (60f1,/1026) | (8081/10261) | (77651710081
EM* grade ART | 651% 871% 795%
(n=1) | P78*293 | 3007 | 934=438 | 0722019 grade B¥ | (56(1/8661) | (74B1/8561) | (661/8361)
PM* grade CRLO° 250% 353% 647%
(n=g) | N8*138 | 28205 | 2600=474 | 180032 grade D* | (4BI/1660) | (6f1/17HY) | (1161/1761)
(Mean+SD) WD) FRT TS U Y Al0mg/ H. T2 T T T

NPT + 7 10— 24P450 2C19 (CYP2C19) #EAIZ. T
FLEETRIL D SN D,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*2
R1FCYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*33L
1ZCYP2C19*3/*3
W) ARG OHER [E, BAEIRXT T =)+ MY
AL L TCIH10mg, 7EF V) AR E L TLHE
750mg (Fiffi) K7 59 Ana<A L »E LTlE200mg
(i) o3 % FEFICIH20, 7THEEOES 35, 7B,
7 9)Auv Ay id, BN CHEEET 2 Z LT
X%, 72720, 1H400mg (Jufii) 1H2H% ERETS.] T
Do
16.2 DRI
16.2.1 REOZE
BB T 1220mg 2 M & T S RIS O%S Lk, &
B G TR A TG Ltnad L7 RLEEES 2 & & b 120)
PR DR S TwbY, [161.1 SiE]
16.4 X35
TERER A F1210mg. 20mg % 135 L 72 e o e v oo X35
WiE, FAIERERM 2@ IT SIS & D AR L2 F 4 = — 7 Uik
Thotoo TOMICHACHEEEF 7 0 — AP450 2C19
(CYP2C19) 7°B5-9 2 Jii A F WALRUG S & O A2 b L 722 i % 5
AR, 3A4 (CYP3A4) 25B85-3 % Aok MLBUGIC & 0 Ak
L7z 2V AR ARDSFRD Bz D 9, [10. BiE]
16.5 Bttt
RS F1220mg & RO G- L 7236, $5- 142405 ] £ TS
R TRT T —)uF b ) o A ORERIIMKT ST, £
HWTHDHNKYEBEROZO 7 V70 v e 54
DRI29~40% A N1 T — VB A A3~ 19%HEI S 7z,
16.7 EHHEEIER
I (X 27TV =) CTHAAHEEERT b7 1 — 4P450 2C19
(CYP2C19) ~ORHHHEAIC L VAR RO SN T WD Y
TENRL, TVT77U Y RTINVT YY) R LTARANLS
NOOHEROMAREIEEL L2 I Lo s T,
T/ B (U TT =) CHARHETEREF P o— 2
P450 1A2 (CYPLA2) ®FFHEIC L Y HIHEIEAARD STV
7474 K LT ARFNGM AR IR 52w S
EHE SN T VB ),

17. BRERERIE

30mg/H. * A 7F vV —V20mg/H % SER UL L4k 512124
R SRR 5
o oYL A (L2) 12X 5 EIER

WEMERCHEO 7O bR T4 e ¥y — IR

PR ORI A E R 2 G & L 2R L2083 5 O LR
AR X 2 JEMmIER (hellE) BTFROLBY THo7210,

IS O T )
1[8[10mg 1[8[10mg ;ng;g;%%g;r%%
1H 1 1H 20 fa
BEG52:E %0 44.8% 73.9% 29.1 (189, 39.3)
JEFFEER (73/163f7) | (119/161f1) P<0.001
a) 10mgl H2[A-10mgl H1[El, b) x 2MusE

#2) INXT T —=)vF ) A10mg/H - 20mg/H, TV T
= W30mg/H. # A 75— V20mg/H. =V RATF
V=V 20mg/ H % 8 DLz 5- 1% 1 RiGm SUMERRRR I
[N
GEV 5 AR BETRIE)
17.1.2 ZEEHRIEEHER
JEO S AMEE AE S FEZ S RICIH 1A 10mg % %5 L 72 =8
B LEGAE (B G- IR4ER) 1B 2 MR IR O FE 4
KRR RIBE I, 2N 2N43.6% (4461/10161) . 55.4%
(5661/10161) Tdh o7z
EIERIZ. 10mg#5- 010260 1261 (11.8%) 258D B L7z,
FRER L, 3G (29%) K OMEIEE2E (2.0%) T
H o1z,
(BRAE7AEY U EBS5BICET2BEEXE T 2EBESEDE
S
17.1.3 ZEEHRIEEHER
EHE7 AE¥ ) » (1H81mgX(X100mg) DEHAHS-% 03 -
L. 2o B+ TG oMAR 26T 2 BB 208
L L7 ZEHEEMRILEBGABR O E ., Kaplan-Meierik 2 & 1) JEE L
7o 5248 [ T4 0 B ST IR O BRI I T &
DEBYTHo72,
EIERE. AFN1Omgle G- T1576F 1450 (8.9%). Smgfks-
HET156BIH TR (45%) IR0 SNz, T AEIEHIZ10mgk
H#CTH L OB %4260 (1.3%) . 5mgfk5-# T T #1360
(1.9%) . FrimesesE26] (1.3%) Tho7®,

171 BEHURORLMCET 258 IH1E5mg | 101 10mg o
(BB, +iEERE. WABRS. WAKEER. Zolinger- (150f41) (151%1) (15161)
EllisonfEfREE) B 4451 245 32151
17.1.1 —REESFRRBR R U - EER L EHR 2480 . . .
W, AR U RCE SR O A I & 4 S R R 28 L% 2L
1H 110mg L 1320mg % #5- L 7 — B R atBe b O — T i b bt (o5 | (104717 | (035,551 | (1584, 2027)
BB (56~ ORI FEO LB ) Th o, AR
paengidy 011 005
G R st | (00403U | (001023
gy 95.2% (4011/421%1) P> P<0.001 P<0.001

AR 98.1% (36417/37111)

A ETIE 58 90.9% (50f1l/55(1)
W) e EiE S 83.3% (10f41/1261)

a) Kaplan-Meieri%:|Z & 2452, b) Log-rankifisg. ¢) xfidid 7

7L v (1a50mgl H3[E)



(%)

100 -8- 1H 1l 5ng
90 -©- 1 H 11110mg
- I
80
70
?r: 60
'E
50
P4
% w0
30
4
20 m
10
0 i S =
T T T
12 24
At Risk G- ah 7 & O W] ()
1 H 1 5mng 150 150 139
1 H 1 [l10mg 151 151 142
ppis! 151 151 114

Kaplan-Meieri#: 12 & % 8 #9548t o BT 38R

512, &G54, ARH % K528 kI 5 L 22 A
(REFCHRKRT6H T S) . Kaplan-Meier##: 12 & ) g L7 Bk
B X3+ AR RS O B SEEIX . 1H1AI5meT3.7% (95%
fEMIX:1.53,8.64) . 1H1A10mgT2.2% (95%15 X
H:0.726.75) Th o7z, B, $%520MPFE. ok FRRE I AH]L
H1E5mg i1 H 1A10mgl2 8] ) 82 T S R5208 B fkfe i 5-
L7z
(BEEXETHBmEBI BB AN 42— - EOUDK
HE DB
17.1.4 ENEERRER
ANy F— - Ea Y Bt g O IR RGO BE
ERRE LENOBRRE (XTI =V M) oA T
EXFTV) VAR F) A< 4 Ly O1H2MATH B
4%5) ICBIFABREEEITEROLBY TH S,
EIEMIZ. 9T 5 —)F +) Y a10mg. 7TEFT VY~
IKH750mg (Jiffi). 7 99 Aa< A ¥ »200mg (Jiffi) %
HAZ X b, 1296104061 (31.0%) SRR S, EREIERIET
166 (124%). #AE136] (101%) Thoto /2. TS
SV =)+ b)Y A0mg. TEF YV YAKHT50mg (J)
fili). 79 A~ A Y »400mg (Ifi) #5112 &0, 12360H
5561 (44.7%) \ZEIEMI AR &4, 7% FIEM LT #2641
(21.1%) . AEL3BI (10.6%) . PRHEEE136E (10.6%). FERw7HI
(B7%) TH-7219,

g EEES

Stz % =R - — o

FHEH D1 a5 T lég% .
FNRT T =N} M) A10mg
7%#??U7Kﬂ%%%@(ﬁ%)2ﬂ/ﬂ(;%;gw(ﬁéiﬁm,é%Z¥w
»59 2074 Y ¥ Nmg GO S | '
5R757=1F b9 4 limg

k) ARt 008 260/8 | i | i
55 2034 Y 2 W0mg (i) ' T

nB. Wbz ans sy — - ay Bitol -+
TEWHEB S 2 BRI O R 2B Wb, FRED
AR SN TV 5,
) BEAOHGE, ROEGHMETROLBYTHY ., H
OB FER MR 3222,
FGNRT T =) )y aE LTLE20mg, TEFTV Y
YA E L C1m1000mg (i) KU ) Au~A Y
> & LCLE500mg (M) ©3%1%1H2E., 7H Kk
5.
72, bR TA Y — (FVTIT=N), T
EFTV) VAKAIR DY F) 2Au< L Yy D3FIFEGIZ LD
AN ANy F— - ) OBRRIGEIARI) TdH o 721 2N
7 & — - ¥a ) Bt BB U+ TIRmEGOBRE R L
LEHNOBE (5 XTF =)V F h)oa, TEFV VY ¥
KRR A b0 =4 =)L O1H2MET7HBREL%RS) 12810
% PR #1382% (4961/60%1) L#iiE SN TWAEY,

18. Bxhkig
18.1 {EFARF
AN RN O BRI CHG AR (A7 = > 7 3 ME)
2%, 7 bRy 7 (H*. K-ATPase) OSHH % 156 L
THEREEZE L. BomE b+ 2. S5 1CHE SN2
FEEORIEIIE. FIHEHEMD 5 OEWOHLD 5\ Wik 7
WEFF K DEEROWESHG- L TnwaboLEz b
bo FOML, FNYF I Nk o TERERIHEEARIET 5 AR
LHEWMS NG,
18.2 BB BIEHI1ERA
18.2.1 fEFER AR T8I 24 A b > s w s L. 1H
1 10mg# 5. 1H1E20mgf5-CT& b ICHGWH D 5 #EH %
WHIER %% L. #5110 B L O7H B OG- i 0 i 31
1H1[M10mgf%5-T72~76%. 90~96%. 1H 1[20mgi%5-CT88~
89%. 99% Td» 52 22,
18.2.2 v FREEMERICBIFAY TFINLTA 21) v
AMPHIELC X 5 B w2 13 52 (n vitro) o
18.2.3 B A ) FEHEBERNIIBIT LAY IV, RYIHT AL
Y VR EER W, LN T y MIBU A EEEmO WL U
A8 3 R A LR IR & R 972 %),
A XHDHET v MIB 2 HERSWIHEEH OB, o
7u ARy THERCHE L#EC, R A M) o Ak
/}ﬁ;:b\%] .ZG)O
18.3 BMpH LR1EA
fRERER AN T2 B0 52 HNpHIZA L, 1H15mgH5-. 1H
1A10mgfe5-. 1H1M20mg# 5T & b I2FWH A AR 2R L.
¥ 55H B 0248 i2pHAL E ARSI o #4 1E1H 1
5mgt G- OEM*T46%, PM*T63%. 1H1[EI10mgft5- OEM*
T58%. PM*T72%. 1H1[E20mg%5-DEM*T61%. PM* T
76%Td 52,
MIFACBIEEE F » 2 0 — 24P450 2C19 (CYP2C19) FHMIL,
TREETFHI ) oEHIN D,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*
1/*%2313CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3
NIXCYP2C19*3/*3
18.4 H*. K*-ATPasefAE1EH
77 BRIE L DI L 7-H, K-ATPasel2kf L, v [HEE
%7720 8 (in vitro)
18.5 HBBIER
7 v MO EEEREE S 5\ IR R (5
WA MLA, KEMHEA ML A, MPREE, SATT7 300 H
f-x s )= VREOTAEY) ) 12k L. BWBLEGERH %
WIS E RS TR & R 9720 29 30
18.6 1EA#E
(ANYaANYH— - EOYREOFE)
TEXVV) VKRR O, ) Auv ATy, TEXFVV)
CORF R A b a =y — )bk O3FIGEHIREIC BT A TN
TI=F M) AOEFEEENpHE EASE LT LIC L
D. TEXFTVY VKRB D Y ) AT~ A D v OPUR G
EEOLILIIHHLEEZLND,
18.7 BREDH R
(NY Ny 2— - EOVREOHHE)
AFHAAIZHNTA) TINT F— - B0 ) BYETIVIZBWN
T, BHABBICSHTA2TEFT VY YA E Y T 20~
12 v O2RIBER O EIE, ST IV =)V F M) T L%z
I LICE D MHERRITRD b7z,

19. BRI B B MER

—f% 0 T XT 7 —)bF k1) 4 (Rabeprazole Sodium)

12244+ Monosodium(RS)-2-({[4-(3-methoxypropoxy)-3-
methylpyridin-2-yllmethylfsulfinyl)-14-benzimidazolide

5512 CisHaoN3NaOsS

43 fa 38142

BRI IRTITV—F R AHB~HEABORETH
5o
FREEKICHD THEITRLT . ¥ 7 =) (995) 12
FRd V0,

AA130.0Imol/LAKERAL T b 1) 7 2GBTS o
A IR ETH % o
AEmOREH (1-20) FHLEEZ RS 2w,
KA RS TEHTRD S5 o

Al T 225C (3%)

SECAREL - #9214 (PH7.0. K=-1-42 % /7 —V5R)



O—CHjy
HsC o)
Na \7 /
R OR&R Rk
C[ N/>7 S\\

20. BRV EDERE
20.1 PTPEEIE 7V I BRE &, NI @RI MRk, Kz
FTRET 2L (BEPETIL2ZE0H5).

22. A%

XY Ty hEE5me)
100 [10%8 (PTP) x10. #z##A D 1. 10088 [K b, N
I, WALy M E v 7] 14088 [1488 (PTP) x10. #2J§
HIAD]

@YU Iy FE10mE)
1008 [10%¢ (PTP) x10. #ZJEFIA DI, 10088 [K kv, N
J. WEHEy N F vy o 7], 14088 [148% (PTP) X 10, #28k:
#HIAD I, 2805 (1488 (PTP) x20. ¥2kE#IA Y 1. 500%E [10
$t (PTP) x50. ##IA Y], 70082 (1488 (PTP) x50, ¥
JEFIAY ]

23. EEXW

1) Yasuda, S. et al: Int. J. Clin. Pharmacol. Ther., 1994 ; 32
(9) : 466473 [PRT-0081]

2) FAEE D HARNER AT 2 R & L 72E38100 HiR
HEEAER (2011) (20144E12H26H #&FE. CTD 2.76.1)

[PRT-1342]

3) Yasuda, S, et al. : Clin. Pharmacol. Ther., 1995 ; 58 (2) :
143-154 [PRT-0154]

4) Ishizaki, T. et al. : Clin. Pharmacol. Ther., 1995 ; 58 (2) :
155-164 [PRT-0155]

5) Ishizaki, T. et al. : Aliment. Pharmacol. Ther., 1999 ; 13
(Suppl3) : 27-36 [PRT-0212]
6) H1iE#=HE5: Modern Physician, 1994 : 14 (S.) : 38-68

[PRT-0090]
7) AFFH 5: Modern Physician, 1994 ; 14 (S.) : 23-37
[PRT-0105]
8) &N FSA ©: Modern Physician, 1994 ; 14 (S.) : 69-84
[PRT-0095]
9) J\ZMHE 5: Modern Physician, 1994 : 14 (S.) : 85-99
[PRT-0094]
10) #1135 Modern Physician, 1994 : 14 (S.) : 100-107
[PRT-0096]
11) #H# 5: Modern Physician, 1994 ; 14 (S.) : 108115
[PRT-0097]
12) H®¥ 5: Modern Physician, 1994 ; 14 (S.) : 116-123
[PRT-0100]
13) #+PIHE 5: Modern Physician, 1994 : 14 (S.) : 124-136
[PRT-0099]
14) #H#E 5: Modern Physician, 1994 ; 14 (S.) : 137-147
[PRT-0098]
15) Kinoshita, Y., et al. : Am. J. Gastroenterol., 2012 ; 107 (4) :
522-530 [PRT-0910]
16) Kinoshita, Y. et al. : Gastroenterol, 2018 ; 53 (7) : 834-844
[PRT-1424]
17) Kinoshita, Y., et al. : Aliment. Pharmacol. Ther., 2011 ; 33
(2) : 213224 [PRT-0868]
18) Iwakiri, R, et al. : Aliment. Pharmacol. Ther., 2014 ; 40
(7) : 780795 (2014412126 HAGE, CTD 2.7.6.2)
[PRT-1326]
19) Kuwayama, H, et al. © Aliment. Pharmacol. Ther., 2007 ; 25
(9) 1 1105-1113 (2007401 H 26 H &2 CTD 2.7.6.3)
[PRT-0531]
20) Isomoto, H., et al. : Aliment. Pharmacol. Ther., 2003 ; 18
(1) : 101107 [PRT-0340]
21) HIATELS @ S LA, 1999 27 (4) : 705-712
[PRT-0205]
22) FEEIEHS L AR, 1994 541 (7) 1143150 [PRT-0107]
23) Fujisaki, H., et al. : Biochem. Pharmacol., 1991 : 42 (2) :

321-328 [PRT-0036]

24) Fujisaki, H, et al. : Drug Invest, 1991 ; 3 (5) : 328-332

[PRT-0039]
25) #f 55 © G. 1 Research, 1993 ; 1 (5) : 493 [PRT-0038]
26) #A&FES G 1 Research, 1993 ;1 (3) @ 274-280 [PRT-0043]
27) WEIFEIE S ¢ HARSEFEAEAERE, 1993 0 102 (6) : 389-397

[PRT-0035]
28) Morii, M., et al. © Biochem. Pharmacol, 1990 ; 39 (4) : 661-
667 [PRT-0136]

29) #1556 G, I Research, 1993 ; 1 (5) : 497-500 [PRT-0128]
30) #LPIE R Effect of Rabeprazole Sodium on Aspirin induced
Gastric Mucosal Lesion in Rats, 2012 [PRT-1343]
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1040042 HSABH I AT H1% LS
79 —=%4Y)V 0120917719
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26.1 BB
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RAORMLCEZZRT 5L

20194F 8 HUaT (55 1 1)

Bk EERRT
HAMR 36 L
0Ok >R THEEH

BAEEER I EES
872329

ARES
BRIERAIE

20900AMZ00602000
19974121

INTZI—=IvF MU LRE

T L
Pariet® tablets
W) FE—EMEOMHEICLVEHTAZ L

IV ylh~::20ng

2R (ROBEICRBELAEWVWI L)

A ARFN ORI LS BUE D EAEEE D & 5 B

2 7 HFFEVEREEE. VOV E E) SIRERE & G o 8
& [101 ]

3. #ERE - MK
3.1 #Hm%

W5E4s
R

/%1) v b E20mg
13817 X775 — ) 1) 7 220mg
IFVENT—A, EEETEEE. AT N
oy, 7)) YRR ATV, BRILT S .
WALk~ 7 Ay h, AFTY) VBT AT T A,

elifl e . g _
Vo, RERELY Fodxs 7ol ero— 2,
vrFoFy 7ol uo—2, 700 —2
THNVEETAT )V, D-vY= =)
3.2 RFIOMIK
W5t s81) Ty b EE20mg

ik TANLT—T 1 vk (B
ikl 2 — CAVES RN

B (mm) 72
g (mg) 163
J£& (mm) 36

| B

4. WHEER TR
BiBE. tiEEa%. WaBiEE. URtaERX. Zollinger-
EllisonfEf&E#

5. MEER IR ICEIET 2FE
REN OG- D BRI L DR ERE#T 5 2 L0 b 0T, Bk
THRWI L EIERD ) 2H5T 52 &,

6. AARUVHAE

(BigE. t=kBEE. WAES. Zollinger-EllisonfEREE)
W RAICIEINT S —uF M)Ak LTlIAE10mg%
1H IR 453 225, #dkiC & 0 1E20me % 1 H 1R 5
THIENTE DL, b, WE, Hilth. WEHEE ClE8:H
MW T, FIEBIETIR6EN E To%kG5 £ 4 5,

R RER)
WM AE R OERIZB W TIE, %, RAILIETIRNT I —
Vo b ak LClE10mg#% 1 H IS4 5 25, igikic
L D 1E20mgx LHIFEII4 595 2 L5 CT&E b, B, #H,
QHM F TOIG LT, T/, JUbMYRY TS v ES —
12 & BB CTRIRAT 5 %4, 1M10mg X131 M20meg % 1 H
2, EHICSHEMFRIEG T A ENTE L, 72720, 1A
20mgl H2[$% 5 3 EEOREG E42 AT 525G 1CR 2.

7. BERUVHECEET 338

(BiEE. +=#BEE. WAEIEE. Zollinger-EllisonfE{RE)

7 HIRAE L WA R OESENE - S0 % 4121 20meg %
1H1EES 5 2 LA TE 5,

R EER)

7.2 5IRAE L WA R OWEEN - #iRt o4 121020mg %
THIAES 32 2 e CTE& L (TS - FRA G K3 am &
BROMFHRE, 70 MY RYTFA e B8 =12 X BHEBETH
BARTGRGEER) . £/, 7MY RyTFAreE sy —
12 & BB CRIEAT 2 70 BB 1A L1 0mg X (31 [M20mg %
TH2ME, S 5IC8HEMHE S 2561k, WESHRE Tl a

—1-

BREPERL T AW E 2RI L b, KHILE
20mgMD 1 H2M$% 513, WHEHRA CEE OGS 2 M2 L
AR S (1711 2]

8. ERAGERMER

(zhRESE)

8.1 ARHNOF NI, MR IR I IE= L. 12 iR
SRR - A LA IORE 21T ) S LR T L,

(Big%. +-iEBRE. Wakkiag

8.2 RO MR T TR o T, MFFREICIIHVZNS
ENET L,

9. BENEREATHREICHTHIE

9.1 ABHE - MEREDNH 2B

9.1.1 EYBRBIEDEIEREDH % BE

9.3 fFigEEEERE
2 8 CIFPEINRE DS D3 5 o

9.5 1147

BEI SATATUR LT\ 2 W REME D & 2 VRIS GE EOF 1 1EDs
fabttz ka2 S HEF SN GEICOAE T 52 L, BiE
B (5 v MEIL400mg/kg, 7 ¥ FifE30me/kg) T IEHNE
(7 v FTILFRBIE, 7Y FTHREOKT, [LERBIE) 25Hd
ENTWh,

.6 B3LE

GH EOR B O RAREOR ML HZRE L. RO L
Ik a a2 2 &0 BIWER (5 v b)) THIPARRATT
BT ENHE SN TS,

o

9.7 /B
NREE TR E L2 BRRHBRITER L T2,
9.8 miE

THALEHEIRSF ORIER 23D 5 b -5 3RS 5 % % SHEC
BG9 562, AFNIEL LB TRI S DA, Filia T
BFEREAIR T L T2 2 %<, BlERPS bbb T &
Wb

10. HHE/EA
A ORHHATCHEEE T » 7 10— 4P450 2C19 (CYP2C19)
B U'3A4 (CYP3A4) ORISR D STV 5, [164 ZHH]
720 AF O BERSWIHIERIC X0 OFREER O & ik
AT 2 2 LD %o

10.1 HFAZE ALV )

Bk FRARIEAR - TRETEE | B - fEBRE T
T8 EVRERIR| 7 & W BV OPER | AR FH O F RS )
(L1475 v) RIS B BN ERIC L ). HApH
(22 ZHE] H5bo HEAL. TEFF

YOV OERYEAME T
L. 7¥¥F Lo
M EEAK T 5
BENYD D,

VIV VIR

(Y25 h) O % 3555 % BIEMAICL Y . HHpH
[22 &) ENHH 5, BEHL, YKL

VIVEE Y ViR

AAN O H W5 s 30 )

) R ERYE O WA
KTFL, UKLy
¥ O EE AT
TLZEDRD 5,




10.2 BHAEE HRIKERTR L)

0.1~5%Aiil 0.19% i SREEAR

AFNTITXT

HEAT LI LD D
%o

Bk FRRSER - TRETEE | B - fEBRN T
A HH TSR O I v | AR 00 ' R 3 s A )

fERIZ L h . HMpH
HLA L. HTEHA

DPIR % et %o
A NZaty = HFEEH O M EE | A O H R W )
rI74F5=7 MIERTS 2BZ02|EMAICL ). HHpH
H5bo LA L. HTEA
DI % il 5 2 5
MDD b,

IKBRALT Vv X =7 2 | AH B G- 12 B XA T o 5o
TV IKERAL~ 7 A | A R g R )
O DEAT ORIERH | BRH % 5 1k [ £ Al
TR I iR
AT TR s e
8%, 6% T L7z
L DWED D 5o

AMMLFHF—=F | X PPLFH— POTIEIAHTH S,
MAEEA EA$ 5
ZENHB. mHE
DA B ML FH— b
e 55 ayaEE.
— R IR FH D 5
T LI LEE

EIaZ k.

1. BMEA
ROBWEH D H S b D Z EWH LT, B+,
HEDSERO O N A 3G 2 ik § A 7 L) 2 L & AT
5k,

1.1 EXGEMER

NAPavy BHERI. PF7145%2— GHERD)

1.1 2 AMEBRES (HEA) . MFBEWERE (HEAH) . M/
A (01%Kdm) . BmMEEM (HEAH)

11.1.3 BIERFR GHEER) . FFHEEREE (0.1~5%Ai) . BE
(BHEEANH)

11.1.4 BEMRE (0.1%Ai0)
FEE, KMk, PRUREREE, Wi oRE (8% S0l on:
WA, e I XS oA % FEi L. AHlo¥kS %
HIET 5 & & B2, BIBRE ARV E ¥ H OG5 0 ) 2 ILE
1)L,

11.1.5 BEEE GHEEARH)
rhEE L FE R A Bl AE  (Toxic Epidermal Necrolysis:TEN) .
BRI IRSE BB (Stevens-JohnsondiEfE ) . ZIALHESE D H
SbNLTENH D,

11.1.6 SHBES BUEAD) . BMEMBRX FERH)
BRI (BUN, Z L7 F =5 ITEETLI L,

1.1.7&F MU LIGE CHEEAR)

11.1.8 ERUGRMRE (A
WiAFe. B, CKEH., M kORb I+ 7oy L%
HE L D RRUTIRAE D D b D Z L WD b,

11.1.9 |AEE HEAH)

11.1.10 SEELIREE (HEEAH)
WA, SEATH., SR M.
HHbNDLZ END D,

1.2 ZDOEIER

KIRL N2, Hele, BORIESS

FEArRE R | SR DIV, ALOHAE, B
&, HRAL DU
i 73« R #h
Bk IBITARE
oo, %
e
MAVATH—TAH, EFHOLELD X,
o R ERERE - (M, BRI, S| E R . A
BUN® &, & |#. BEE. L. &7 v E=
FR. M TSH| O, CKo L7 IiiE. ik~ 7
i L FNVAVN i E/EN
AL

Z 0t

i) BRI RSN REEE S,

14, BRAEDEE

141 EFZIEFEOEE

14.1.1 PTPEEEOHEFIPTPY — b2 50 L TR 3 5% &
IRET A2 Lo PTPY — PORBKIZL Y BCHUGEE) A
KA L, B3 ZRIL % 38 2 L CHERRIN 5 0 | 42 A6k
FEEPET L2 ED b,

1412 RFNIBEFETH Y MW H 72> T WAL Y, B
WD RIS, OARLLETEIERT LI L,

15. ZDMOER

15.1 EEER{ERA ICED 155k

15.1.1 AR OEHHSGHICBEO B R — 72572 & ok
Wb

15.1.2 M B 2 B OBIEWRT, Tubry Ry 7 e
Yy —I12 & BRI B W CRREE IR ) R BIEEdT. TR
G BHEEHTO ) A 7 BMASHRE ST b, BFI2, Bl
FROEMM (HEME) oz 2T 2EET, B0 2”7
DSEEIML 72,

15.1.3 /MBI 2 EICABRE 20t G & L 2 BB o BIEm
T, A byRUYTFA ey — %5 L EEIIBNTI O
ANV TI L T A T4V KB EREGD) A BEINAH]
HEINTwb,

15.2 FEERARERBRICE D < 15#R

15.2.1 7 v MZbmg/kgbh b % 24E AR 4% 5- L 7 kiRl B
W, METHIZH VT ) A FOFRERR SN L OWED D 5.

15.2.2 BiWpEE (5 v MEOHS5-25mg/kgbl 1) THIRME R
B A a2 oG SN Tnw b0 T, HHICH
72 o T HFRIERE I ERE T 50

16. EMENE

16.1 MiRE
TR F-1220mg & ME T SRRSO L 2o %
FERIIC 31T B PRy iREEIERS 2 TRUSR o $720 MEAT.

BHH G TORBRERE B L7 EWBIE S5 A — & DTl
FRIRT, (1621 2]

600 e AT

e

500

400

300+

SR NNNDNERRE

200

T E

100+
(ng/nL)

0

12
g [ (hr)

FNT T = )F b)Y A20mgDIEET K OKEA T %510
M4Ed % (Mean+S.D., n=12fHE R A5 1)
RN RAERF O FRE /ST A — 5

0.1 ~5%Ai 0.19% A HHEEANE
i HIMERE A AR mEE A, &
MUERBEIN ., GFER| R ERIE L, ) v
BRL. g | SERS
JH-Hi AST. ALT.[BEV v D
Al-P. y-GTP.|L#H
LDH® 5.
TR M+ R 5 Bz
HAb# fEFA. T BE . MR, | MR, B
O . MR VS E. B | R K
A N 723, 1118, #£|(collagenous
HAIE, B colitis.
lymphocytic
colitis)

Chnax tmax AUC tiz
o5 2%
B A (ng/mL) (hr) (ng - hr/mL) (hr)
AT 437 +237 36=09 937+617 | 149+0.68
% 453 *138 53*14 901544 | 1.07+047

(Mean*=S.D. n=12)
F 7o, HERAY T125mg. 10mg. 20mg# #E £ F TS
L7:W (Be5-5HH) OEWEHIE T A -5 U TOLB) T
H b2,



TR AT T2 B 2 )AER G H (5mg, 10mg. 20mg) O
FIRT T =T P LAOFEYHE T A=

Crnax tmax AUC oo tiz
r | g g

R zRL (ng/mL) (hr) (ng-hr/mL)| (hr)
5m EM* | 146+56 |30 (20-45)| 236+97 18+09
g PM* 252+55 |25 (15-55)| 585137 | 42*05
10m EM* | 383+83 |33 (20-50)| 539+200 | 15+04
g1 pm 509+64 |28 (2.0-45)| 1230+200 | 38+0.3
20m EM* | 654+348 |40 (25-80)| 994+477 | 23+14
g1 pm 822+232 |33 (30-6.0)| 2331£663 | 3703

(Mean =S.D., tmaxldMedian (Min-Max) , EM n=16, PM n=8)

KIS ST ~ 2 10— 4P450 2C19 (CYP2C19) FHIANX, T
FLEEFELL ) pHE NS,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*2
X1ZCYP2C19*1/*3
PM (poor metabolizer) :CYP2C19%*2/*2, CYP2C19*2/*33L
1ZCYP2C19*3/*3

16.2 BR4R

16.2.1 BEOXE
TERE NS F1220mg % A BT ST RIS IS L 72k, &
BT TR AE TG L tnadS LTI RTEIE S 2 & & & 120
PUAARZED RO LT, [161 2]

16.4 X3
TR A F1210mg. 20mg % #5104 L 7z K o> M4 v oo (R
Wd, FICIEREEN R EICPUSIS & D B L 72T A+ = — T vk
THotzo TOMICHRHMEER T 7 10— AP450 2C19
(CYP2C19) #3853 2B A FIALRUBIZ & ) A L 728 A F
Wik, 3A4 (CYP3A4) 7FBA5-§ % ALk Y ALRUGIC & 0 AR
L7z AR AMEDSERS H iz 3 4, [10. 2]

16.5 Bttt
TR NS F1220mg & R 135 L 7e 356, $5%5- 2241 £ T
JRHPIZTRT 5 =G ) o AORERIIRT S, 1R
WITd B NVR YRR D7) 70 v RIS E KA G- w
DRI29~40%. A T T — VTS ERAT13~19%HkIE S 1 7zd)

16.7 EMHEER
HE (A7 7V =) THABEEET b7 o—24P450 2C19
(CYP2C19) ~OR#HEEIC LV HEMAPIBDOONTNDY
TENRL, TNT7 )y (RTINVT 7Y Y) 2 LTARAIZS
o OHEAOMAREIZEE LG 2 w2 LG SN Tw 5,
Fro, HIE (VT —) THA#BBES P 7o—2
P450 1A2 (CYP1A2) ®O#FE|Z L W MBI HO SN TWw
L7 A 74 T LTHORFNE MR B E 52w
LA I N TV EY Y,

17. BRERARIE

17.1 H3EROR LM ICEEY 25k

17.1.1 —RERRABRR U —EERIEEHR
B T IR W A I N O A & A RS
1H 1A 10mg X 1320mg % 4% 5- L 72 — B it B & " B Mkt
e (EGR6~8HM) ORI TR LB TH D,

OE /3 W BB
i 95.2% (401151/421%1)
AR 98.1% (3641/371f1)
W FLE 58 90.9% (50f1/55%1)
Wy & i 83.3% (10f/12f51)

Zollinger-EllisonfE B DTl 26012 B 1) 2 EAEEE O
EFIL100% T > 726 ~1,

HEMEROCHEO 7O bRy T4 e ¥ 5 —HH ISR
PR oM RE S 2R L LG8 B O N S AT
WKL DHWHRITEROLEBY THo/2W, [72 ]

1[7120mg 1l7[10mg 117120mg

1H 1 1H 20l 1H 2

Lotk 58.8% 78.4% 77.0%
(60f1/10261) | (80f%1/10261) | (77%1/100%1)

grade AR Y 65.1% 87.1% 79.5%
grade B* (5681/8611) (74451/85%1) (6681/831%1)

grade CKX Y 25.0% 35.3% 64.7%
grade D* (4%1/16%1) (6%1,/1715) (11%1/1761)

W) INRNTIFT—= v+ b)) Al0mg/H. TV TIV—)L
30mg/H. #+ A 75 —)20mg/H % &AM LI EH5-#12 K

AR 2 T3S

Moty YV A (E2) 12L& 5 EERE

7o, BRIEBLEERC B\ CEHNpH EFER 2 AKILH 10
20mg#5-TLH1E10mgH 512 Tl < BEAMEE 1 0
A AHI1H 1E20mg G- OF EATRD H TR 5D 9

18. Fexherg

18.1 1E AR
ARANL RS O BRI TSR (AV 7 = v 7 3 FR)
20, FabrRy T (H, K-ATPase) OSHE:Z 5L
TREREME A HE L. BOwEIHs 2, S HICHE SN
FIEEOREIIE, FIAERTLY S OFEY OWH KD 5\ IE 7
WEFF L DEHEROHEENEG L TnaboLtEz Hh
%o TOML TV F A LI & o TEERIGMEASRIE T 5 W HEE
LIEM NG,

18.2 BERNEI1ER

18.2. 1 fEHEAE T2 B A A A MY Y HIBER Wk L. 1H
1A10mg#z 5. 1H1RI20mg5- T & & IZH5-4) H 2 5 F W 2
WHER 2727 L. #5510 H L O7H H OG- O A 31
1H1E10mg#5-T72~76%. 90~96%. 1H 1m20mgfx5-T88~
89%. 99%TdH %10 17,

18.2.2 7 H FRILHEMERIIBIT L2V TFINHFA 2 v o
AMPHIENC & 2 il 2 34 21 (in vitro)

18.2.3 18MEE» ) HEBZERIIBIL LAY IV, RYFF AL
V) R E B, NN T v MIBIT B AEE RS W U e
AL 3 VRSB BRIt L) 2 I & R 20
A XHHVET v MBI 2 BRGwIHER oREIX, o
7o b ARy THERNCIE LE L P A A M) o BRI
Q‘f;@ l/\18> 21)0

18.3 BWpH LREH
TEHER A T2 BT A2 B WNpHIZH L. 1H1ESmgix5-. 1H
110mg# 5. 1H120mgx5-C & IZFHM % EAEMEZR L.
F55H H o248 M ICpHAM E A2 /R $HE O E A 1Z1H 1Al
5mgf% G- ODEM*T46%., PM*T63%. 1H1M\10mgf%5-OEM*
T58%. PM*T72%. 1H1[20mgt 5 DEM* T61%., PM*C
76% Td 5,

MIFCHEESE 7 ~ 70— 4P450 2C19 (CYP2C19) FIIANIL,
TREETHEI) I ND,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*
1/*231ZCYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/%*2, CYP2C19*2/*3
X1xCYP2C19*3/*3

18.4 H*. K*-ATPasefHE1ER
T EHRBE L DI L -HY, K-ATPasel2/f L. v fHEE
HaRm32 2 (in vitro) o

18.5 BBIEA
T N 7 B REFEERES B D\ L FEERE RIRA (JES
WA MLVA, KEMHA N LA, WM. YAT7T7 I, 3R
-t )= VREROTTAEY V) 2R L. WO TTEEEN H 5
WS B R G 2 R ) 20 )

19. BRRAICRET 2 LFIFR

—f%% X7 5 —)F b7 4 (Rabeprazole Sodium)

L%, Monosodium(RS)-2-(/[4-(3-methoxypropoxy)-3-
methylpyridin-2-ylJmethylisulfinyl)-14-benzimidazolide

5313 CisH2oNsNaOsS

Grfa 38142

Bk N7 T )Y AR~ M R OB A TS
%o
KRS THEI T T8/ = (995) 123
BT,

AR 20.01mol/LAKEEAL T b 1) 7 ARSI %o
KRR TH 5,
AREHOKFET (1-20) EHEEHEEZ RS 2w,
ENTIEC e 57X oR (W3
B & 225C (40R)
SRS #2144 (pH70. K-1-+2 % 7 =)L FR)
R
O—CH,4

HsC OJJ
¢ 40
\ RUOEREMEG
SV e

\



20. BRV EDEE
20.1 7OV ISHEBRITBAE B TRET A2 L (HFEPEKT
TLIENDHD),

22. A%

(N Ty M EE20mg)
10082 (108 (PTP) x10, #zE#IA D], 14082 (148 (PTP)
x 10, #ZJEFIAD T, 5008 [1058 (PTP) x50, HZ##IA Y ]

23. EEXH
1) Yasuda, S, et al: Int. J. Clin. Pharmacol. Ther., 1994 ; 32
(9) : 466473 [PRT-0081]

2) HNEE T HARNERER AT IEZ % G & L 72E38100 iR 3
HEUER (2011) (2014412126 H&RE, CTD 2.7.6.1)

[PRT-1342]
3) Yasuda, S, et al. : Clin. Pharmacol. Ther., 1995 ; 58 (2) :
143-154 [PRT-0154]
4) Ishizaki, T, et al. : Clin. Pharmacol. Ther.,, 1995 ; 58 (2) :
155-164 [PRT-0155]
5) Ishizaki, T. et al. : Aliment. Pharmacol. Ther., 1999 ; 13
(Suppl.3) : 27-36 [PRT-0212]
6) "PE=HES: Modern Physician, 1994 : 14 (S.) : 3868
[PRT-0090]
7) &KW 5: Modern Physician, 1994 ; 14 (S.) : 23-37
[PRT-0105]
8) fEF#5A 5: Modern Physician, 1994 ; 14 (S) : 69-84
[PRT-0095]
9) JUZIEE 5: Modern Physician, 1994 ; 14 (S.) : 85-99
[PRT-0094]
10) HJIFEC 5: Modern Physician, 1994 : 14 (S.) : 100-107
[PRT-0096]
11) #FH# 5: Modern Physician, 1994 : 14 (S.) : 108115
[PRT-0097]
12) H¥45 5: Modern Physician, 1994 ; 14 (S.) : 116-123
[PRT-0100]
13) Z+AIIE &: Modern Physician, 1994 : 14 (S.) : 124-136
[PRT-0099]
14) FHHI# 5 Modern Physician, 1994 : 14 (S.) : 137-147
[PRT-0098]
15) Kinoshita, Y., et al. : Am. J. Gastroenterol., 2012 ; 107 (4) :
522-530 [PRT-0910]
16) ‘AWARS S L EHE, 1999 5 27 (4) © 705712
[PRT-0205]

17) HEIEHS - NEFER, 1994 5 41 (7) : 143-150 [PRT-0107]
18) Fujisaki, H, et al. : Biochem. Pharmacol, 1991 ; 42 (2) :

321-328 [PRT-0036]
19) Fujisaki, H. et al. : Drug Invest, 1991 : 3 (5) : 328-332
[PRT-0039]

20) ¥ %5 1 G. 1 Research, 1993 ;1 (5) : 493 [PRT-0038]
21) #AFES @ G 1 Research, 1993 ;1 (3) @ 274-280 [PRT-0043]
22) WEWSFFH S ¢ HARSEHAEHERS, 19931102 (6) : 389-397

[PRT-0035]
23) Morii, M., et al. : Biochem. Pharmacol, 1990 ; 39 (4) : 661-
667 [PRT-0136]

24) #F E52 5 G 1 Research, 1993 ; 1 (5) : 497-500 [PRT-0128]
25) *L:PIE R Effect of Rabeprazole Sodium on Aspirin induced
Gastric Mucosal Lesion in Rats, 2012 [PRT-1343]

24, XEEKERVEVEDESE
EA7 7 — < #Ra&Ht
<30 AR
T 104-0042 HEABH UL X AR =T H1% 1%
7Y =A%) 0120917-719

26. BUERGTEES

26.1 BLERRTE T
IT—HA A3
HRECRENAII4-6-10

26.2 BR5EIT

EAT7—Y#A &
FREPREAM=TE1 &1

A32403-9



% % 20234£10 H &ET (BE3K)
*20224F 8 HULET (452H0)

Bk ¢ SRR
FREE 422 1

TS S

RSl VYRRV U E -INSQUE (I b -Rlpad

RATDOIRMNCEZZRT L2 L

TaryRYTL Y —
AARIEH SV 7S5y — VGG H 7

By IO s7tn 15

BFEEFRIEES
872329

ERES
20400AMZ01104
20400AMZ01105

BRZERAG

h1 715
#1730

19924F12 1

Ry ITO7»7tr 30

Takeproncapsules

B2 (ROBFICEBELEVIE)
2.1 KA DK 2 MBOEDBARE O H % BH
2.2 7 ¥ ¥ COVERNE,

[10.1 ]

VIVE) VIR A RS TR0 BE

3. #ARk - MR
3.1 fHEL
Wi5e4, yhrrardses yr7ayh7TeIn30
o I TRV 1h 7
7 I
RIS | Sy 25 en 15mg | 9vv79V—1 30mg
MRAR. My EwI YTy REARE,. byEway Ty
To KRBT AT A K| T KRBT A T T A R
B Foxy 7oLt | EfREe FoxyYubrt
ra—A, eraFysol | pro—2, e FadFyrsol
NEVE—A, AZZ7YNE | VELVa—R, A¥ 2 LEE
IRy < —LD, 77V INVH| IK) < —LD. T 7YV
BF LYo A, RYVIVR— | BFFYT L, R VILN—
. F8O. # V7, wzuIT—)V | b0, # NV, 7 TIT—)
Il

6000, FALF % >, WRETMEAK
A g

(H T VKK ¥5F >,
BitF% v, xr7uad—)
4000, T 7 ) IVEREES H )
Ay ATTYVEER T AT Y
A, MyEQAYTFYT Y

6000, MIbF ¥ >, BREHEK
A

(B TENVEEK)ESF >, B
5%~ d =gk
<7 uI—)4000, 77V
WBF v A, AFTY Y
<742y A, byETD
YFE YTy, sk

3.2 RAIDMHR

Watss yur7uarhses y4r7ua 7 en30
F s~ b3 It % i 07
Pt~ b3 I8 & 47 07 | F o B ia ok & & e U
fo - FE | Ao BEEER 2 St | 25 Wit o AAERH, W
DA 7 2 IVH| 259 TWEHBORLEHOR A
VADZ: |

o 3TN 35H TN
® R - TR 235mg - il 250mg

M a— F D 281 D 283

4. FHEEIIFHE
(B7arh7&IV15)

OB&BE. +t-bBEE. YeHAEE.
Zollinger-EllisonfEf&EEE. UL AMBRENHRE. BERET

PRMEREER.

ZE) HREEICE T 3 BIREN G T 2EEEE OB FEDHE.

X704 FERRERREEICETI2EEEXIE 2B
BEOE R
OTFRICHETEIAUINT 42— - EOV DOREOHED
SEE. TTIRBEE. BMALTY >/ FE, $5eMm/ MRk
HRHR. RHBECHT IRARNEERE. AUINY
Z— - EFOVUBEER
(B 7O>h7+IL30)
OB&EE. t=-#BEE.
Zollinger-EllisonfEf& &
OTFRICEIFBEAV AN 42— - EO DBKREOHE)
FigE. T=1EBESE. BMALTY D/ E, $5Mm S
HRMR. RPHBECHT 2REHENAEEEE. AUaNny
A2— - EOUBRERR

MEREE. TRUEEER.

5. SMEEX IR ICEAET 2EE

(BRE7ZXEY U HBEBICE T 2BEEI T EBEEOHER
i)

5.1 1Mt - EROEEIH O =D IAHED 7 A ¥ ) ¥ % fkkifk
L CwalBEa G5 s L, S5HGAIICEL k. Bl
XiF+ IR OMAE R T 2 L,

GEXFO4 KRR EERSEICE T3 HEEXE T =KIBEE
DEFFME])

5.2 Bt v~ F, ARMEBEIES B 2 EEERSE0 0
AT a4 FHPIIESRE &2 RIRR S L T 2 B8 2 &5t
Gl L. HGBIICER L CiE, B0 iR o B
EWRTHI L,

(NYanygz— -0l OBREDHE

5.3 AT EMALTY ¥ SEICx T2 AY a7 57— -
BIEBEOARIEIHET L Twie v,

5.4 FRIEVEM/IORAD BRI L Tld. 74 FI4 v %%2%
WL, ANYanyg—- ¥a)BREEEISEY & IS5
BHZOARBEREREITH) T &0

5.5 R EMECK T 2 WHEEMEHREE DM, AN any
y— - ¥ oY BREEHC L 2 B ORI T 2 AR
. LT,

5.6 NV INyF— - ¥r ) EGEERICHWDEIZIZ, Ay an
Iy — - ¥uYBBETHL I EROCHBEREICL ) AY 2
N7 — - Eu)EEERTHLZLZHERT A L,

6. AEARUVAE
(Bigg. +=ilBasE. WALkEE. Zollinger-EllisonfEfEEE)
WHE. AT YV 75— v e LT130mg% 1 H 10
%535, k. WE. HikS. WAEE TIESHEMEE T,
TR CIR6EM F ok L5,
FMEER)
WHEL. AT Y 75— )vE LT130mg% 1 H 1m0
535, k. BESHAME COLRLG LTS,
E 51T, FIFS - THRA M D B3 i Rl R OMRFREIC BV
T, 1A15mg% 1 H LEFRI4 59 % 25, RIRA T 508 461%.
1A 1E30mg % 13% 535 Z LA TE %,
GEV S AMEBESERE (h 7 'IVEDH))
EHE. AT Y 75V —)vE LTll5mg% 1 H 10
595, B, BEGEMFECORE LT 5,
(BEHE7 ALY CHEE5RICHIT2EEE T+ BB EE0ERX
i (h 725D H))
WHE. AT Y75V —)vE LTll5mg% 1 H 10
%59 %,
GEXFO4 FERREZIBRERICH T2 BEEXII+IEEEE
OBFFME (AT EIEDH))
WHE. AT Y 75V —)vE LTll5mg% 1 H 10
%59 %,
AYany g— .- 0l OREOFEE)
WL, RACIES Y SF Y= E LTCIE30mg. 7TEF T Y
Y Yok & LC1m750mg (O fi) e O° 2 S 2a~w A4 v e L
T1I200mg (i) D37 Z K1 H 20, 7H #5345,

vo) kg



BB, 7290 ARTA Y AL, LERR L GEEHERTLZ L
MNTE D, 72721, 111400mg (Juili) 1H2ME 2 ERE§ 5,
THNYRYTA V7 EY =, TEFV V) VKPR 5
VAR A Y YOIFEGICE AN TNy ¥ — - ¥a ) ORK
BEVARIDOEAEZ. b bR e LT, @%, BA
WKES Y 75— e LTlE30mg. 7TEF Y VY VKM
& L CLm750mg (Fili) K O°* b o =% —)b & L T1H250mg
D3F) Z K IH2ME], 7H RS %,

7. BERUABICEET 338

FRERER)

7.1 MEERREEEICB W T, 1H1EI30mg D H%5-1%. 1 H 1 15mgfk5-
RS L7200 722 E15mg TR RS AT a1 5,
GEU 5 AME BB HRIE)

7.2 e E2 %R B e LTI 2R L. SER oS EE -
BOLNE WA ICIE, BEHEUNOREDE 2 55 720
DY R EHRANOEEEEET 5 Lo [15.1.5 BH]

8. BEEAEANER

(BiEE. +-Bas. Wi

8.1 B oOMBMEII TS TEVOT, MERECIHW WS
ENEFE Ly,

FRERER)

8.2 MEFREIEICHB VT, T - HRE MY KT BB LS
FTHIEE L, ARHEFRREOLED R VEF IS T AL
DHEVEIRETHZ L, T2 1H1E30mg X id15mgDHi 5
W2 &0 ERRIREAS RN D72 0 RS A AERI T, R LIRS
TIRICE VERT 2B ERDS 2V EHB SN 238131010
15mglZ ik I d 5 2 Lo 2B, MEEEEDIEENRICH
BB Z M % 42 8BS 047 ) SEDEE Lw,

GEU 5 AME BB HRIE)

8.3 MBI IR, BRSO IFIERIMYELASNS
(LM B0 2HPLE) 2RO S 25T 52 &,

B AAOHG AN AERESOEEEL X O oiE b
BB 2EIRZRERT A DD HDT, NHERASICX
DINSDFEBTHEVWI EAERT LI L,

9. BENBER4ETHBREZICHTIEE

9.1 &HHE - MEEZENH2EE

9.1.1 EMEREDRETENS 5 BE

9.3 FrissEE=EE

KA O, PEMARIEST 2 2 EHDH D,

9.5 111®

BRI IR LT B 1R D & 2 KIS 3B E oG 35k
fabth % L2 & HIF S NEMEIC0rHEE 552 &, B
(v b)) ISB W TR M b BB o i i X
BWIEDPRBOSNTWAY, T/, v HFEEL30me/ke/ H)
THRIBAETEOWMMAAD 5NTWDEY, BB, Ty MIF Uy
75—V (50mg/kg/H). TEF T V) AR (500me/kg/
M ROy 5 2aa<4 ¥ (160mg/kg/ H) % b5 L 7238k
T, BEWTOHRLEOBIRE & B IR OIEE IIH o R AR
HOLNTW5S,

9.6 RLIF

HREOHEME RO RBOA RN E ZE L. I OMEE L
Bk EBET A2 L, BWRE(T v M) THATABITT S
ZENBHESNTVWBY,

7 INRE

NIRRT R & U 72 BRI AABRIE FE N L T v,

9.8 EipE

BHE? G EZMGT 22 EEBEICHRE T2, —BICH
E TIIMBOWIEIME T LTHB Y. ZOMEMBEOIKT b5 5,

©

10. #EEHA

ARHNTEE UM AHIIEECYP2CI9UIZCYP3AA T S b
T2 AH O FH B WIIHIERIC X 0. PE R O WL % 18
TS B 2 EhD B

10.1 GFRAZER BRALEWVWI L)

[2.2 2]

R0 % WRAHEAR - 5187 5 B - fabriT
78S EVEREI | 7 & COVER BRI O 18 | A 0> W R o5 W B0 1
VAT S Mz BT Do, 1L D T ¥ ¥ F Vi

WOBEBEIMET L, 7
F A F ¥V o I E A
KT 2WHENLIDH 5.

YIVE Y IR

VIVEE D VRO

AFHN O W5 W B0 A

EES 22N EWISTABENN DD, ICX YUV Vi
[2.2 2] WOWINDSE T L. U v
YUY ¥ ol A
T2 HEEND S,
10.2 BEHGEE (BHRICEET S 2 &)
ESiELS WK - 31805 B - fabriN T
FAT4) Y T AT 4 ) ¥ AR AR ) A S AR %

PERTT2IEDDH5.

FEL, FAET74V O
RS2 L%
AbhTwb,

5 7 s AKHY

y 7 an) A AL
NEATLIENDH D,

ESAFANE 7AW
BUFssrm) A 204
WEBAMICHES 27
DHLEEZHNT 2,

vaxy v e AR F O A 2 B S| AN o0 T IR o3 B 4
XFNYTEY Y | BARENEND S, X vITERy ok
SRR S, Y ax
T YO EEA B
L EMEA D o
AT aFy—)v LA OE & IS 3| A o R 55 3 A T
k| FOvydF—EHl| RN D S [MEQUYEE SHI2%i K-35
A RAF = TRAW & O\ 2T 5 WD B o
rFI4F=7 FNEWREZ R 2 2 &
RAF =7 KAW
—uF = TR
it}
)vaF =7
b4
THITNF =T
) F=7
7 F = 7K
F a3 F=7KH
L}
FIRF=T bYWV
[y e ilY]
hTwF = T
pivieilky]
kR BIL~ 7 A v YA |BIEY 7R YT AORE T |ARHK O E 5w
TER 2SS T A BENH|IC L 2 HHpH LRI LY
B2 b~ 7 4 ¥ 7 A DU

MR T T 720 L% 2
S5Nb.

ANMBPLFH—=1bF | X PUFY— bolbiE BRI TH L.
ERLEATLIEND S,
HHEOA ML FH—}
ERGTAWA0E
IS AFH D $ 5 % k3
LTLEERTLIL,
Tzt ¥ LKA OEM 2 M| S s oFERoOMNH. B
DV ZAPN L FEEA D % o AR S % Z & S HE SR
(F X T TV =) THRE
EX A
1. ElfERA

ROFBWERD B HDNDZEHNBHHDT, Bz oA, BHE
ARRD LN G 2L T 2% LY R Z1T) Lo



1.1 EXHEHER

GheELLiE)

NAAT7F7147%—(2BRS. BEEZE TRE#S)
(0. 1%A™) . &3 v 7 (0.1%KiH")

11.1.2 SRMmMERRK A, EPERIFE. SFMEEM 0. 1%AKHH"). 5
FIERIR A (0.14% ) . /RIS (0.15%F) . B (0.14%*)

11.1.3 FFiaEREE (0. 1%A0™)

WH, AST. ALT® EAE% L) EELIFRERES D S5 bh
LZENDH5b,
11.1.4 & & M £ /& 1% 5t B #% iE (Toxic Epidermal Necrolysis :
TEN). F&iSHMEIREEEE (Stevens-JohnsonfEMREE) (0.1%A)
11.1.5 BEMR% (0. 1%KH™)
EBG W, IRIRIR B, B OB G5 Shh S bhl
Hlid, ER LIRS oM EhE L. AF OS5k
L. BB AV E CH ORG-S OMY) 2 E 2179 2 Lo

*11.1.6 RMBEFRGEHE R GHEAY)
SUBEEICEL L LHLOT, FHEHRAEMBUN, 2L 7T
Fo v RS ICERTHI L,

11.1.7 $RDEE GHEAH)

(ANYanya— . 0l oOBREOwEE)

11.1.8 BEMKBERZOME S # > EELKBERX (0. 1%AKiH)
ANYIANT = ) ORREIHL T EX Y VY YR,
7)) Au~A T BRSO Z S 2K
WBRBHOLLNEIENDHLDOT, ., HEO THIZH S D
NEBEIIE D kG 2 k3 5 2 S@EU 2R LEZ1TH 2 k.

FEL) FEBUIE AR FENS 3 C O BRI BE e B A ORI IS <,

11.2 ZOOEIEA

(BiBE. t=EBEE. WASHEE. UHRMEEX. Zollinger-
EllisonfEfZ2. JEVS AMBREWTIE. BEAE7AEU V%
BrFICH T2 BEBEE T BBEEOBERERME. JEX7FO00 K
MRREFIRERICE T 2 BEEX I+ BB EEOFRNH)

0.1~5%A i 0.1%A:1i BHEEAH
SO kit Nl % IUALEE
B 8 i F kB )
TR IM=TA

JHF ik AST, ALT. AI-P.
LDH. y-GTP® L5

g Ui ERI 2

HAb#r LG/ /I N B A1 N e o/ N i 3
R AT T NN D EN UL N 2P 4 N
(collagenous colitis|MRELEH . TIN%

R ED)
SRR | B IR

9 DRI IR, ®
EAANE 4
*|Z DAl FE RV AT |\ KWL, RHE | ATARE B
o=, JREO LS (BRI F - UEo B KN
L O, Mo LS| AdigE, K~ 27
TR WilE. BE A2y AdE, K
A1) 7 AGE. K
H VT AliiE
11:2) FEBUHEE 13K F T ORRIRRBROUE S IR e B A O 23D <,
1:3) THIASHERE T B354 collagenous colitisZEASFEBI L TV B W HETEA B
b7z, HRPIARKOR G w hkd 5 S Lo BRI REERSE. O
Sh. HIBMEDRE 205 2 EHHHOT, T, MENZED S
DAL, WY R ELT 2 &,
(ANYany a— - ol OBREORHE)

5% 1 1~5%A i 1% Al
HILE HRAE(13.7%) . & |PREESEE, AR LG, MR, .
3i(9.1%) RS, TIN %%, 6%,
138, M. HE
ST, AR
iR AST. ALT. Al-P.
LDH. p-GTP. )
NASEN XA
L IFrp kIR A IR ER RS | i/ SRR A
%, HIERES, i
BUE 9% ZI ¥

5%2L L 1~5%Ai 19% A
iEUELEED BECT N SN o AN
Al LONRE 9
DIKiE
Z Al YY) ETA R, BRI

REED L5, #av

ZFa—Lo -

B R E R

DRBE

H4) BRI H S O T RSB I27 v TT V=, TEF
I VKRR 7 5 A0 A Y Y O3FPEG- ORI

B, FHETIT b N TRD 5T 2 EIEH GHEE1% B

kD EBY TH b,
5% 2L 1 1~5% A
A N1 (13.2%), BRECEE |00 WEME, TIAZ, B0, PREmE
(8.7%) B
JHFi AST., ALT® k5
EOE 55
HriReR Wi, O F v

15) HUE ORI B IS U+ REESICB 57 YV TV — v, TEF
YV YARHPRO Y ) A0 A Y EA P E=F Y =V O3FB
Lo ko<

12. BRRRERERICRIFTHE

(ANYaANny g— - EOYOKREOHED
FGUIVTIT=NEOTAN R T L EY =R T EF Y
O VKAY, 7V AURA Y VEOPFEWEKL A bu=
T = VO R PG T HEZ T, BCIR BTGB O &

FEEDMBIEVEIC R D REMED D B 726D, BC-IRFEITEGABRIC L %
FRBHIE 2479 B icid. SN o3RI 0P 54T H4ELED
B CEIET LI ENET L,

14. EALEDEE

14.1 FHZABEOEER
PTPAFEDHAIPTP Y — M S L TIRNT % X ) IR
T2k, PTPY — FOBIKIZ L D, B EEA SR AT RS B A~
FIA L, #2392 5 2 L CHER T 285 o #1822 & 0EE % Dk
BTDLZEDVDH D,

15. ZOBOEE

15.1 ERRRfERICE D < 154k

GhedE)

15.1.1 AHFOENE G AEOE R — 7 %072 L DD 5o

15.1.2 AF O G-23F W X BHERZEERT 5 2 L 2H 5D T,
BEUETREWI LEZERO) 2G5 THIE,

15.1.3 #EAMc B 2 O BIZHIET, FubryRy 4 ey
F =12 & BB B W CEHERE L D BB g Pr. TR g,
FTHETHT O A 7 BINASHEE S Tw b, $52, EHEROED
W 4ELLE) O % 2T 72 BT BID ) 27 L7z,

15.1.4 NI B 2 FICABEEZ MR & LB BIZN%
T, TRbMUYRYTFAL ey =5 LZEREIBNTI T
AR TT L FTA T4 NVICEDEBEGD Y 2 7 BN
HIRhTwb,

GEV 5 AME BEWRAE)

15.1.5 FENBAROEY A 7 Th Sk, WBils, 2490~
VT HIRD ) OWFIIZ 54 L WA AR O B4
PES WS ERHRABRICE VRERTWA, [7.2 3]

(BERE7AEY HRE5EICE T2 BEEXIT BB EEOHER
i)

15.1.6 HET A ) Y EHRHI B 5 B S UE - iR
DOFFE) AZ1E, ANYINZ Y — - ¥ r) EYeb L O 2
IVEELMMRMEOD 5 2 EDEHRREBEICL DV RBIh TV,

15.2 FERRRRABRICE D 154k

15.2.1 5 v MIZ52E BRI S L 72 Bk <. 50mg/kg/ H
T (PR 5 R 10045) 12 35 W T 1S BLPE 0 G 3 R HI K I 20552
DHNTWVBY, 512, 247 HHEEIRORS L2RBT,
15mg/kg/ H L L OB 3BT ELPE O K eI IE o> 56 4 3 m



A5 72, Smg/kg/ HULEDOBEICBWCTHO A VF ) A4 FEE
BRHOLENTHBY, MAT, MT v Folbme/kg/HEL L OHE
Z v F®50mg/kg/ H P OREZ 35\ T HEIE 266 0 F6 A 1 o 1
MATED BTV B,

K R 2 OB ZE MR L2 D W Tl < 7 A DS AJEE R ER,
42, FVoBEERBETIIRDONT, Ty M ARLZILE
EZbNb,

15.2.2 v MZF V79—V (16mg/kg/HUL ), 7EF Y
) YKFI (2,000me/kg/ H) % 438 B ORFRE 8- L 723k,
KA 2125 75—V (100mg/kg/H). TEFT VY ¥
KA (500mg/kg/H). 751 2Aua<A ¥~ (25mg/kg/H) #4
S BRI S- LR T, 7EF T V) YARAY & Bl
BHIEPEAIPE L 7B AS R ATRED STV B A5, ik
TEFRT D) VKA HERBZICHB L2 0TH Y., KHT
ML DOTIZRWI EDFERIN TV,

16. EMENRE
16.1 MeiEE
16.1.1 BEE%KE
KRNDINA FTNA FE)F 4 AR TEPRD SN L, i
BES (661) 12130mg (154 V) & 7 0 A+ — N — =2 THE
HEPTERIC T2 BIOMEERA (661) 1211 15mg % i fr T
RIS L 22, B TIciE s v 79V — v o REALESS
Fe LT sh, icR#Ewdmb S s, 1N30mg% #EI1#%
5. U 72856 O REACAKR O ML v i B R B O SE W B R 11 /< 5
A=FRUTFTOLBYTHY, WA TESALNTWEY,

Pt 30mg (2 1 2 F —/N—k) 15mg
B4t HET faxd AT
Tmax (h) 2.2+0.4 3.5%0.8 2.2+0.8

Cmax (ng/mL) 1,038+323 679 =359 530 =267

Tiz2(h) 1.44+0.94 1.60%0.90 1.37+1.09

AUC(ng - h/mL) | 3.800+2,484 | 3.319=2,651 | 2,183%2,195
CEHfE + BEHER 2. n=6)
(ng/mL)
L00] —e— AT (0mg)
E --O-- :frfte#’5  (30mg)
'{g 1200 P = B, n=6
% 1000
jﬁ 8001
?E
15 6001
4001
2001
—e— (1)

0

24

I ]
o AHIE A7 VT 7— b, LIKBILT VI = A7 -
KL= 72 v A& RIS 5 & AH O M4 1 s
KF3 22 EDHETHRESNTWSY,
B, AHORHEHEM (Extensive Metabolizer) @ i 5e % A
(48%1) 12, 1MI30mg(3%5H T VH B WIZl5Hh TEN) 2 s 1
AF =N =B THAE TSRO S L6 o s g 2z <
TA=FWIFROEBYTHY, 35h TNl ghTEIVid
WIS TH D T EPHERENT VS,

el 30mg(Z 1 A+ —/N—ik)
P45 5 35h TN 15%7+n
Cmax(ng/mL) 907 =334 1,022 +442
AUC(ng+h/mL) 2,444 +1,080 2,475+1,241

CPfifl + B2, n=48)

16.1.2 RiEHRE

fERERC A (661) 121M30mg X (X 15mg# 1 H 11817 H B g & F 12 %
EREIPE G U 72 W O M5 i 1 o3RS, SRR A S RN %
Bl zwb0EEZ LY,
16.1.3 >V TV =Ib, ZEX DU KPR Z ) 20
v A2 BB OEYENE

BEHIEAN 66T V7TV =k LClh30mg. 7EFI VU
YRR L LT, 000mg () k¥ 7 9) Aax4 ¥ & LT
1181400mg (F3ili) D37 % FRF AR 1% G- L7200, 50 v 75—
NV DOREACARDIEWBYRERI) 8T X — 5 FTEDOEB) TH 5,

ke
Tmax (h) 1.7£0.5
Cmax (ng/mL) 1,104 =481
Tiz(h) 1.88+1.88
AUC (ng+h/mL) 5,218 +6,284

(P fE = R, n=6)

B, SHIBEHIEED3HI % 2 O L P i EE 1 AP G- o 1L i v
R L IR E R LT,

F 7o, REEER (781) W23 % [l Bk o ik C RIS T H 21017 H
BRI S L B0 M BIRED &, BRI 2w EEZ 5N 5,

)N TNy 5 — - ¥n ) ERAHT B R - e Rk b, (6.2

il
16.5 ittt
fEEERE N (661) 121 M30mg 2 #ft £ F ik &1, 72, 115mg
A TSRO S LB, IR fCHm & LCi s,
5V T TS VORERIMIN SR h o 7o 515241
i F TR HEIE1313.1~23.0% Th - 727,

17. ERERERIR

171 BIHROREMICET 25k

(Big%. t=BES. WALES. SRMEEX. Zollinger-
EllisonfEf&EE)

17.1.1 ERE I/ THERR (—RERZBREVC_ESHREHR)
WNEBE 2RI, 1H1H30meg% — MR REEClZE L L T2
~QH M, ZEEH MO B R TSI (B i) K N6 1]
(BB ) RT3 5. L 72 B RARER IS B WV T S IR B
AT DN AR F 581, 137 OB BHHERITTEDO LB
w(‘% ;913)726)O

p3iied B B EL GREEE)
SR 604 535(88.6)
REi=) Uiy 445 418(93.9)
Wy i s 19 17(89.5)
G L S 66 61(92.4)
Zollinger-Ellisonsii: 5 5 3 3(100)
At 1,137 1,034(90.9)

Beas, ( )MNIE%

B, HEELOCTRBEEESENRE L S EERILK
WHRRER ORI, AR OF UL RO SN TV,

F7:0 TH1M30mg % SR 532 2 LICk D Bl e e
SNz EEROBE ZRIT, S SITHEFREE LTLH
1101 15mg % 2438 R 1145 5 L 72 =35 5 M Lok 1 35 o0 s 42
RENOAAEAFER STV BB,

BRI ZE BB S X A H 3% 5B C HME M AEIR & L T3.0%
(35/1175) T V. T EWEHIZ R RAE R L8 & L TALT
153.1%(30/982) . AST E5-2.2%(22/982) T - 720

GEV' S A M B RE TR
17.1.2 EREIHERR CESRER)

WA ZXRIC, 1TH1A15mg% #1185 U 72 — 5 Gk i
EEROFEIL, 5B %A T DN T O MR AR o d (o
M) I EAFIH 51 T67.9%(69B1) . 75 L REET42.9%(7261) TdH 5,
HIVE S BUB I 3 AR HI P4 55 T8.6% (6/70) TH 0 . T 4mIMEH
R R 2 5 4 REIIN2.9%(2/70) THh o720 B, BB



NEESF O A2 Th B hEig. B, 24V =7
W) ongT Y L WERICBIT 285 MigtkdEm T
DR vy O MR H $ 0 E#E (Fr e fil) 13 AP 51 ¢ 37.5% (20
Bl). 75 REETL6.4% (2461) TH %,

(BRE7AEY CBERICEIT2BEEXETRBEEOHER
}ﬂ]%{])il,l)

17.1.3 EINE DHRR (CEEHRER) RO RHARGRS SR
KHE7 AEY) ¥ (1H81~324mg) DEMIHEG 2 LEL L, »D
HEE LT BB EEOMAREA AT ARABETERNR L L
7o ARFIRE (LH 1A 15mgfE ¥ 5-) &t Rl & oo — 5 5 Wb isont i
ABEOAERE, AT B 1) 5 Kaplan-Meieri: 2 X 0 i L
7o G B AA 361 H IRy 2 o> B 3+ IR B i o R RIS
. ARHIFEI.5% (95%E FHIX [ © 0.00~23.96). xFEHEST7.7%
(95% 15 HEIX [ : 29.33~85.98) T& V. xFWBE I 5/ —
FH1%0.0793 (95% 15 #H X [ : 0.0239~0.2631) (logrank#
p<0.00001) TdH 720 F7z. mHFENTIEIC BT % Kaplan-Meier
A X 0 HEE L 1B HE B G361 H BE S o> Wi U+ s i
5D BREFFER T, AHNEES. 7% (95%ZHHIX [ © 0.69~6.65).
K ERHESL. 7% (95% 15 WX [ : 23.86~39.57) TH h. W HEHEEIC
K9 B T — F 20,0989 (95% 15 #H X [ : 0.0425 ~0.2300)
(logrank#R 5 : p<0.0001) T - 7=

(%)

100
904
80 ESiili - - XFIERE
B 704
% 70
60
7
504
40
304 T
20 ’M.m,f
10 ¢
0l A
0 91 181 271 361 151 511 (H)
AHIRE (n=213)  (n=183) (n=141) (n=85) (n=28) (n=6)
HIEEE (1=227)  (=158) (=111  (n=62) (n=14) (n=1)
WEALTT H 7 & o

I HSRNTIELC 3B 1) % Kaplan-Meieri2: 12 & % B i85 Lid+ 4R EE O R
FgdE =
S50, FRlRBRBRIEEM T CAA /ML T, H BV, 2
T A2 ARANCE Y B 2 ¢, 1H1R15mg % 248 [ 8e5- L 72 &
ke G- BRI BT B S IR 0 FEE 13 AR
OOoNLhroTz,
FE 58 BB L X AR A% 5- 8 CT16.2%(55/339) TH . E4rl
ERE, fEFA4.1%(14/339) . THI3.2%(11/339) Tdh - 72,

D IEA T 04 FHBLISER RN 5RO RBEAIIE T T kv,

GEX70O4 FERRERRERICS T I28EEI+ZEBEE
DEFIMF)

17.1.4 BINE THEER (CEEHRER) RO RARGR S SR
BIEI Y v~ ZIRMBEHESF OEHERO -0, AT
4 FEREEEO RS 2LEL L, 2o BHEXIZ T2
B EREOBAEAETA2RABEL NS E LAARFIHAH]
M1 15mgfE % 5-) & RfHEHE & o — 5 H M s oh) TR 5UBR o0 # J
Kaplan-Meieri: 12 & 0 52 L 72 69 B 45361 H IKF 200 i 55 X
W+ AR O BRRESAERIE. ARAIEE12.7% (95% S FEIX 1 -
5.85~19.59). A HEH#E36.9% (5% X [ : 27.51~46.35) TH
0. RPHEEEICR 5 2 Y — R I130.2510 (95% 15 8 IX [ © 0.1400
~0.4499) (logrank#E : p<0.0001) Td - 7=,
BRI S8 BB (X AR A 58 C15.3%(28/183) TH ). E4Hl
PERIE T 914.4%(8/183) Wi H A M) VIMIE2.7%(5/183) . fH Ak
1.6%(3/183) TH - 720

100
904
80 — FHlbE -=ms R HERE
ﬁ 70
% 60
AE
504 -
M
40 4 R I
30 - P
20 el
10 L
04
0 91 181 271 361 451 541 631 721 (H)
AFIEE (n=168) (n=129) (n=98) (n=80) (n=57) (n=27) (n=12)  (n=1)
HHEABE (0=162) (0=102) (n=74) (n=62) (n=32) (n=19) (n=5)
HIALT5 H & IR

Kaplan-MeieriZ (2 & % W #0855 30+ 300 0 BRI AE S

S5, RElRBBIEFEMRT TAKI ZMHE L <. 1H1M15mg%
24 IR 32 5 L 7z Rk ke d G5B o K5 4. Kaplan-Meier{%:
W2 & e L7 B U IR S 0 AR R 13,
TEE M e B GABR O 16 R B AR 361 H IRF T 14. 4% (95% 15 BE X
[ :7.89~20.85). 631 H T T19.6% (95% 15 MEIX [ : 11.10~
28.05) TH - 720
12) " ERILBOH RS B B ARANEED ) b BRIk 5 BRI BAT L
Lo o B, RO T EE BB HGRERIC BT 2 RHIRED 9 & RIIRK
B GBI BAT L2 BB 2 A L CH L7z,
(BBEXIITBBEBICE TN INY 44— - EOVURE)
17.1.5 BNE DHEHE (CEERER)
ANy anyy— - ¥a) ko5 U IRBEE o %A
BAREZNLELE LEBROBKRB(Z >y 77—V, TEF
YY) VIKHMKE D7 5) Aauv A Yy o3FEG) 1B L
HPRKITERDEBY TH D,
B B 2 BRI ER (7 H RO
BHAN D1 3% 55
7 V77— 30mg
TEF I YA 750mg (1) 20/ H
779 2a<4 v 200mg (F1l)
J V75— 30mg
TEF YT KA 750mg (i) 2/ H
759 2u<4 > 400mg (i)
T AR S B B R (T H RS
HAEH D1l - PG % PR
7 V7T =) 30mg
TEF DT KW 750mg (i) 21al/ H
759 2a<4 ¥ 200mg (i)
7 vV 77V =) 30mg
TEE YD) AR 750mg (i) 2lal/ H
7 7)) 2a<x4 ¥ 400mg (H1il)
A 38 (AR RN 2 R R & L7z

EIE 26 BU I 1350.5% (217/430) T& 0 T 7 @E A kA
13.7%(59/430). THi8.8% (38/430) TH - 70
B, KEROEETITbIRA) a2 5 — - ¥a) BiEo
F RIS SR B BRI O BRRERT IS B T b, R
DBRHEERDPHD LN TV 5,
1:3) BEF8 i ) OSERES WHE O AT b Bk,
) £ HH 0T G5, BGHMME TROLBY TH Y. ENOKRME - M
RHERAD, (6. 8]
KE 5T — e LTIN30mg. 7EFT T YA E LT
1[1,000mg (Jfli) o082 59 2u< 4 ¥ > & LT1500mg (1
i) ©3%1 % 1A 20, 10 A #3314 B BRI S:
W5V T —k LTLH30mg. 7EFY I ARMBE LT
11111,000mg (fili) K O°27 5 1) 2~ 4 ¥ v & LTL250mg (5
i) D370 % 1 H 2, 7 H 145
17.3 ZOft
17.3.1 MEH X b I RIFTEE
1H1E30mg% . B EH I3 MM, T I8k s B E 12136
BRI L7226, 7T A M) VEOAH B LA
SN DA, FERTAEBICEES 52,

B B =

87.5% (84/96%1)

89.2% (83/931)

91.1% (82/90f1)

83.7% (82/98%1)

_5_



17.3.2 RMREEIC RIT T RE
B B0 B O IR AR S 1 H 1T 30mg A 83 I RE 18 - L
7Yt TuSrFy. INF V=), GH, TSH, Ts Ti
LH, FSH. DHEA-S, #A FAFRY, TAFT V4= VIS
EHEERITS 0P,

17.3.3 BHEORMdMiaEE I RIFTHE
H I e O IR IS IS L H LIFI30mg & 8HE AR L1 5 L
72t BHIEO PRI R 2 AT S v,

18. EEIP
18.1 fEARF

AH L TR R RE B O W A B ALAREAT L 7ot BRIC X ARk
PG % TR E AR S, & OB KW 251
EREMICRIELCTa F vy Ry 7 E LTOREE2H S TN D
H' K'-ATPase DSHH& L #54 L. BEREEZIH T 2 &1 X
0. BRSWEIHIT S EEZONLY,
18.2 BERSIBINEI1ER
18.2.1 R A H X MU L RIESD B

FEHE AN 1 H 1101 30mg ¥ [m] 3 OS2 7 H BRI 502 & 0 350
72 R WANHIVE 25380 S, Z OFEF 3524 1 1% b F
B BY,
18.2.2 1 > AV RIS

HERHE A~ OTH 1130mg7 H #8148 5-12 & 0 2500 7 B R
PIHITE ASE0 5 5%,
18.2.3 &wE

FERE AN OTH1In130mg7 H BRI 512 & ) HEEG W oB 5
7 B2 B B3,
18.2.4 24BFRE45 34

TR 1) 2 2415 [ B R IGAER T 1H 1[\130mg7 H B
FHIC X D 1H 20 L CHEBAWOFW 2 IHI R 5%,
18.2.5 24B¥EBERpHE=42 U > T

FERERL N Je O R I i SRR B o B~ 1 H 118130mg7 H [
RO X 0. 1TH 208 LT 72 Wi i 25380 6
hZJSG)%s)O
18.2.6 24B¥E TEBREARPHE= 42U > T
A SR FEA~DOTH 1H30mg7~9H MfE 512k h B
R OF W R EIEH 25580 5 520,
18.3 AU aNy 42— - EOYREOMHEIER
18.3.1 7EF T V) VKR 7 ) AuvxA T reblilg v
VTG = IV EDOPRICE Y RIS H% O HHR g o -
ANRBOLENDE(Fv 1 )o
18.3.2 N any s — - ¥R BRREERICBI LI vy TV —
LVoEIFENpHZ EA SR I2X Y, S haTEF
VYV, 75 2uv A Yy oOfEEEEEO L L
WChHbEEZBNDLY O,

19. B2 ICEAT 3 IEEEME

—#¢ 1 9 vV 75—V (Lansoprazole)

b4 - (RS)-2-({[3-Methyl-4- (2,2, 2-trifluoroethoxy) pyridin-
2-yllmethyl} sulfinyl) -1Z-benzimidazole

Ci6H14F3N302S

369.36
HE~ieAaofSE OB K TH L. NN-VAF )Lk
WAT I FIZETRT L X 7 =Mz ed <.
TF 7= (99.5)IZRREITIT L, KIZIFEA LT
B\ N N-YAFIVFNV LT I R 1—10) 13 Fe6E
ERE R, BREENROOND,

M

H,C 0
N\ _/
Quat
N (0]

UEEE
SR
PE R

22. ‘@
(B47ra>rh7&IL5)

1004 7tV [10% 7+ (PTP) x 101,
1404 7V [14% 7+ v (PTP) x 101,
500% 7V [104 7tV (PTP) x50].
700% 7 [144 7 &V (PTP) x50].
5004 FE NV [H T A, 3T ]

(B4 7rarh7 &30

1004 7tV [10% 7+ (PTP) x 101,
50074 7V [104 7V (PTP) x50]

23. EEXW

1
2

= =

3

=

(S
-

=

6

7)

8

9)
10)
11)
12)
13)
14)
15)
16
17)
18)
19)
20
21)
22)
23)
24)
25)
26)
27)
28)
29)

=

=

=

30)
31)

32)

33)
34)
35)
36)
37)
38)
39)
40)

=i

Ol HET AL 1990 5 18 ¢ 3413-3435

Schardein J.L. et al. : 3EFE & jf#€. 1990 ; 18(Suppl.10) :

2773-2783

Atkinson J.E. et al. :

2713-2745

AL B, 1990 + 18(Suppl. 10) :

SEEPEOME A BRREEZE. 1991 5 7 : 51-62
Delhotal-Landes B. et al. : Eur J Drug Metab
Pharmacokinet.1991 ; 3 : 315-320

AR Al
VA B il :
AR Al
VA Al :
AR Al
Ay B
TR — i
EAEIL b
RE IE -
AN b
Wk Al
PEY
B2 i
PER L Al
B EIFIAD At
B RR Al
AR Al
VA il :
Bl i -
=PI
ANBIS il -
AR il
ey S S (L

PR BN . 1991 : 21 -
FRIRME AR . 1991 5 21
FRPRBE A . 1991 : 21 -

769-783
975-993
995-1013

Modern Physician. 1991 ; 11 : 117-125
Modern Physician. 1991 ; 11 : 253-260

Therapeutic Research.

1990 ; 11 : 4039-4045

TH LR, 1990 5 13 : 602-610

P L AHE. 1991519 ¢
SEHLZ 3RS, 1990 ¢ 18
P L EHE. 1991519 ¢
SEHLZ 3RS, 1990 ¢ 18
Therapeutic Research.
SEHLZ 3RS, 1990 ¢ 18
FPLE R, 1990 5 18 ¢
Therapeutic Research.
Progress in Medicine.

FRPRBE N . 1991 ¢ 21
FRIR AR . 1991 : 21

953-966

4891-4900

327-338

4919-4924

1991 5 12 : 917-928
4911-4918
4901-4909

1991 ; 12 : 191-213
1990 ; 10 : 3197-3206

1 327-345
1 613-631
SEHLZ GRS, 1991019
Therapeutic Research.
SEHLZ GRS, 1991019
[RARBEATRG . 1999 5 29 :
BRI . 1999 5 29 :

307-325
1991 5 12 : 175-189
933-946
805-817
959-977

Satoh H. et al. : J.Pharmacol.Exp.Ther. 1989 ; 248 :

806-815

Nagaya H. et al. : Jpn.J.Pharmacol. 1991 ; 55 : 425-436
Nagaya H. et al. : J.Pharmacol.Exp.Ther. 1989 ; 248 :

799-805

Nagaya H. et al. : J.Pharmacol.Exp.Ther. 1990 ; 252 :

1289-1295

il ' O BEbEREE. 1991 5 14 : 183-193

B Al SRR LA, 1990 5 18 : 4865-4876
ZHIEGA A - BRI AR . 1991 5 21 : 633-640
Hongo M. et al. : Dig.Dis.Sci. 1992 ; 37 : 832-890
EIE b SEF X R, 1991 5 19 1 925-931

AF

& At

HAHALE 0 ¥ 2R

1991 ; 88 : 672-680

HRHESC b : Helicobacter Research. 1997 5 1 : 49-55
Cederbrant G. et al. : J.Antimicrob.Chemother. 1994 ;
34 :1025-1029
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RATDOIRMNCEZZRT L2 L

* % 20234710 H eET (AE30)

*20224F 8 TLET (4E2MR) E$Ef§i?ﬁ§%
TUrY RS T4 R E S —
ke o HASERS 7>V 75— VIR 5 REES | GG
A .’ e ODSil5 |21400ANZO0Z23|
ayjad OD}%/|5 OD#%£30 | 21400AMZ00224
° /5 Arky
2y IFT0= ODiF 30
®
VLS 4 TakepronOD Tublets

)RR - R ORTEIZ L VT L &

2. BR(RDBEICEH/ESLEVWI L)

2.1 RA OB F 2 BBIEDERIRE D H 2 B

2.2 7HHFFENEEER, UVEC ) VHEEBE A RS oY
(10.1 ]

3. #ARk - MR
3.1 fHm%
e sh % 4 7ua »0D$El5 % /- 71 » OD$E30
- 15EH ¢ 15¢ :
FRED | 55— 1smg |9vv79V—1 30mg
FUBEARRIY, #Edhbo— 2, REE< 7 2w A, (KEHE
ErrFofy 7o)t rao—2Z, e FaFyr 7ot
Jya—2A, vraxua—2a, ¥V, BtFy s, D-v
=M=, AZZYNEIARY) v— LD, 77 IVERES b
- YA, BYVUANR—180, TZYNBIFIL - X525
o VEEAF LAY —, KVFFIIFLY )2V T 2
VI—F)NV, FZUEMN)IZFI, 73 T—L6000. E
JAFTI VBT ) v wmE bk = R gk,
MK TV, JRARE R Y, TANSLVTF—A(L-7 =
VT T = ALEW) . TR AT T VBRI AT A
3.2 WHIDOMIR
Wit 5470 0D§I5 | 5471 0D§30
@ - B 198~ 8 [ O Fhe TR B~ B OB MDD 5, (b
| IR % e TR P )
o ‘B
22 213
® ok ‘E’ ‘iib
% (mm) 8.5 11.5
JZE (mm) 4.6 4.9
Fitt (mg) 285 570
Ha— D212 D213

4. FHEEXI%hR
(44 70> 0D$E15)

OB#EE. T=EEaE. UaHES. ¥HRtaER. Zollinger-
EllisonfEf&#. JEV S AMBRETRE. BRAE7XEY >
BEBICS I 2BEBETRBEBOBERNF. JEXF
O4 RERREEREEICE T3 BEEETEEEED
BEmE

OTFRIcBFBAYANY 22— - O OREDFH
BiEE. +=BEE. EMALTY >/ &, SR MRS
MR, RHBECHT 2ARBHAEEE. AUaNy
24— - EOUBELEER

(#4702 0D#E30)
OBBE. +t-EHEE. WEHEE. WRtEER. Zollinger-
EllisonfEf& &

OTFRICHBITBAYANT 22— - EOY DBREDHHE)
BiEE. T=HEES. BMALTY 2 /30E, 5/ MRi%d

MEIR. RHEEICHT 3ARFRERERSE. NUIaNY
24— - EOQURBEER

5. REERIIZHRICEHET BEE
(BRE7AEVCHB5BICE T 2BEEXIITEBEEOER
)

5.1 Ifiife - ZEROBIEIH D720 I EMED 7 2 ¥ ) ¥ % fkkifk
HLTwsEEEHGHRE L, HEHBICELTIE. Bl
I+ RGO A 2R T 52 &,

GEZRTO4 FERREZRRSRICE T 2BEE T+ EHES

DB FEIME])

5.2 BtV v = F. ABREIES B 2 BB ERSEDZOIC
AT a4 FHEDURIESE 2 BRIk GG LT 2 B & 5%t
Gl L. B5BMGICEL T B U+ IR o B
EWHRTAHI L,

(ANY ANy a2— . Ol OREOHEED)

5.3 EATHIEMALTY Y SJEIZR T 5A) anNs & — - ¥ay ki
RHABO AR L TV e,

5.4 BRSO A TR BER IR L Cid, A N oA V52
WL, ANYanNygy— - ¥y BREHRESEY & B S 2 e
BN DO ARBRRER ZIT) T Lo

5.5 B E RIS 9 B LB A HE R E DAHCIE, AN ans
F— - ¥ ) BRWIAEHIC X 2 EHEOFEIHNIC T 2 AR
7 LT Zevny,

5.6 N a Ny y— - ¥u)EEERIHVCLEEIZIE, A an
75— REHETHLH I ERONEEREICL YA 2
N7 H— - Ea)EEHRTHLI L2 MRTHI L,

6. AERUVAR
BiaE. +=iEBaS. WALES. Zollinger-EllisonfERE)
WE. RAICIET v Y 79—k LClH30mg% 1 H 114
595, b @, His. WaHEE cEsEME T 2
Rl ClR6ERM £ Todb L 5,
FRMERER)
W, BAICIET Yy 77— vk LClu30megZ 1 H 1ERE
B’59 2%, B, WESANFE TORLG LT 5,
EHIT, TR - TR E MY B3 it Al R o MR I B W
T, 1A15mg% 1 HIEER I 55 % 25, 2 RA 508613,
LH1H30mg% #1153 2 2 LA TE %,
GEV 5 AME BEHFIE (ODER150DH) )
WA, BAICIET Yy 77— vk LCl15me# 1 H1ERE
B9 5, ek, MEGANE TORGET 5,
(BERET7AEY V5BICE T 52BEER I T ZEBEE0ER
il (ODER15MD &) )
WA, BAICIET Yy 7SI — vk LCll5meZ 1 H 1R
B59 %,
GEZ 704 FHERRERRSEICHE T 2BEERII+ZEEES
OB FEME (ODFR15DH) )
WA, BAICIET Yy 7Y — vk LCli15me# 1 H1EE
B59 %,
ANy Ny 2— - E0Y) OREOHHED)
W, BAICIET Y TSIV — e LClH30mg, TEF T Y
Y yRFI & L ClE750mg OUfii) R O°7 99 Au~<xAf &L



T11H1200mg (Fl) D37 % KT H 2], 7H B35 5,
B, s AL YU, LECR L GEENRETS L
WT&E 5L, 72721, 11H400mg (i) 1H2M % ERE§ 5,
TR YRYTA Y=, TEXFI VY VKWK T 7 T
JAavA Y YO3FFEGICL LAY anNy y— - o) ORK
BB OB, ZHICbBEBE LT, @mE, KA
kg vy 79 =N e LTIN30mg. 7 EF T ¥ YK
L L C1H750mg (Ofili) S * ba =% v — )L & L T1H250mg
DO3F % B IH20E, 7H RS 5,

7. BERUHABICEET 538

FRERER)

7.4 MEFRBEEIC B W T, TH1E30mg? #% 513, 1H1FH15mgdk 5-
SIS L7267 X 15mg TR DA 0 R a1l 5 .
GEV' S A M B RE TR

7.2 FGBMG2A%E B e LCHIRZMER L. EROSGEE A
A ONBVEAIIE, BERUADERRE 2 S5 2o
DY) R ERANOE L ERET 5 L, [15.1.5 2]

8. EEAEAWEE

(BigE. +=kBas. Watkians)

8.1 BEMOMIHHEEIZ T Thrwo T, MEEECIHVEWS
EDEE L,

FRERER)

8.2 MEFRHEIC BV TIE, TS - PR Z MY Ry B o Lk
FTHIEE L, ARMTFIEOLED L VEFITHRGTHI L
DHEVEIFETH L, 72, 1H1H30mg X 1315mgd % 5-
W2 &) EIRIREE DN RIS b7 ) MkBES 2 RERI T B LI 5
PIEICE VTR T 2B 2N E M SN A4 131H1E
15mgll ik T 5 2 &0 2B, MRS I ENICH
BB % FEMiT 2 7 EBISE 2 5147 SEEFE L,

GEV' S A M B BE TR

8.3 MBI X VW), FEEEOBMMIAERIRY K LALNS
CE(LAMB V20 E) ZHERED ) 25T 52 &,

BB, RAOTGAE R, B0 B K O o Rk
PRI 2R A IEKT 2 2 L2 20T, NBERESICX
DINLDEBE TRV EEZHERT LI L,

9. BENEREHETHEZICHTIERE

9.1 &HE - BEEZENH 2 EE

9.1.1 EMBBIEDEREFREDH 3 BE

9.3 FFieEREERE

RAN O PHEDRET 2 Z L 2DH b,

9.5 1¥47

TEIR SUEITIR LT B 1R D & 2 LI IZ B L O F 3D
fabitkZz B2 LB SN2 BEICORES T2 8, BiR
B (T v M)A ClE e g 2 1 BB o0 M4 gt E X D
BV ERBRDOLNTWDY, /2, 79 F(RII30me/kg/H)
TIRRIBCERORMDED bNTVWBY, KB, Ty MITF vV
75—V (50mg/kg/H). 7EF U ¥R (500mg/kg/
H) 7 9 2u<x4 ¥ > (160mg/kg/ H) %2 0f %5 L 72308
T, BB TOFHEEOMIRE & H I OFEH INH O #R AR
DHENTWVWS,

9.6 ®ILIF

BREDOF IR OCRILRBOFINEZ LB L. I OMkE L
ke AT 52 Lo BWRAB(T v M) TRIABABITT S
CEDBHE SR TWABY,

7 INRE

WEEZ TR E LBRRBIEIER L Tw v,

.8 EhE

EHED? S 2T 22 LEEICHRSG T2 L, —HICH
WETIIRSWRRRET LB, ToMAEHEROET L H
5o

[{=]

N

*

k%

_2_

10. #HE(ER

AANEF L LT EM T HECYP2C19 X I1ZCYP3A4TH A &

N,

F o AHIO RS WIEIERC X 0 BRSO WL %
T 52 0B %,
101 FAZR(BFAL AWV &)

ESiERD WRASEIR - ik By - fabRi
T FHFENVGRERE | 7 5 CVERERIR OV | AH o R B H
VAT I Y MGG THBENDDH D, [ICX ) T & HF EILHiEE

[2.2 2]

WOBEMEIMLT L, 7
& A F EO OIS

KN 2WREEYS %
VIV VR ) VYY) VROV | A 0 W R 5w P E
EEL M ZRGETHBEND DD, [ICX D) VEEY Vi
[2.2 2] HOWILAMET L, Vv
SRS INAAY Rk i
Ty 2WhEtsH %,
10.2 GFREE (BFRICEERT S 2 &)
ESiEA s FRRHEIR - iE 5 B - fakik
FET4) Y T A7 4 ) ¥ DI R EEDS| A H DI ACH R %
KT¥2Zehdbsb, HEL, TATAV D
2T 2 &%
AbNTwh,
Z ) AZKAW | & 2 1) A AR AS | ARH AN SE DA 1
FAT2Z LD 5, BUFsrr0) 52D/
AR AT E T 572
DEEZLNTWD,
D= TR ONE % B33 5 | A7) 0 H R 53 W B 6 i
AFNTIXRT Y |(WREEDD B, XY vITR Ty rohk
SRS S, TR
¥V O EDS 1A
RN D S
AT ary = | FEREER OV % W3 2 | AH] 0 155w e
FuyrFF—YH|WiEELsH 5, [MEQUWSERE 32 [0 IR 3
il RAF = T KA & DO AT 3 2 WHRETED B
rI4F5=7 IFRERBRY M B 2 E. |5,
RAF = 7K
— o ¥ = 7
Yiilt?]
uaF = 7R
i
ThITTNF=T
tyF=7
FF = 7K
¥ a3F=7KA
L7}
FNRF =T bV
lirzivieiiky]
N T F =T
fowisiky]
Bt~ AT a [BIE~ 7 5 T A0 TV ARF O E 85w vE

MGG T 2 BLNHH
%o

&2 HMpHEAIZE Y
AL~ 7 % ¥ 5 OWER
FEDVMRT S b7 E R
5N,

AMMLFH—} AN MU FS— PO BRI TH S,
EREATE LD S,
FHEO X N ML FF— b
ERGT LA — R
WCAH O % kT 2 2
LEEETHI L,

PETS Wi TERbEHIOVEM 2 8505 5 | 2 o o SEHI oA BE

DA TAVN WHEED S % o HEAIRIES 2 & & HFIH

(F A 75 —)) CTHH
ENTnb,
1. BIfEA

KOBWEH DD 5N D2 EDHDHDOT, BEEE 5127w,
HEDPRD O NI G 2k § 5 7 L) 2 i & AT
5z
1.1 EXLEIER
(GheELE)
NMAANT7FT7147%2—(2BR5. BAEZE TREHSE)

o



(0. 1%AG" ). >3y 7(0.1%AKi")

11.1.2 SRMEBRE A, EFFRIRE. BMEE I (0. 1%ARH5),
FIERR A (0.14%™)) . /R4 (0.15%FY) . &I (0.14% %)

11.1.3 FF#EEREE (0. 1%KM™)

WIH, AST. ALTO LA %ED EELRITHEERE D Sbh
LT ENDD,
11.1.4 hEM4RFIFEFEFMEE (Toxic Epidermal Necrolysis : TEN).
B FLREARAE 1R 2 (Stevens-JohnsonfETEEE) (0. 1%3i)
11.1.5 BIEMR% (0. 1%A0™)
EBG UK, IR EE, T OB (R2E) 0D S bhi
AlTiE, RN X RS oA £t L. AF oS % H Ik
L. EIERERIVE HORGEOBY R REEZITH Z L,

*11.1.6 RIAEFEGEHE R GHEAH)
AMEREEICEL L L HH DT, BEEERAM (BUN, 2L T
Fo U ERECEETAIE,

11.1.7 RAEE CHEEAH)

ANYangg— - EOYOKREOFEHE)

11.1.8 BEMXBAZEOMES > EELRKEX (0. 1%EKiHT)
ANV AN — - ¥ OBREICHWS T EX Y T VKRIIY.
7o) Au<A Ty TIE BRSO % ) FE LK
W hidp bbin 2 EhdHLHOT, B, RO THR»H b
THAICIEE DI Ak $ 5 2 Sl 2 WEEZTH S &

TED) FEBUE 13 KA 3 C O BRSPS RS A ORI 35 o

1.2 ZOOBEER

(Bi&B. T=BES. WEHESE. ¥RMEEL. Zolinger-

EllisonfEf&3%. FFUSAMBRETRIE. BAE7XEU %5
BICH T2 BEBIETEEESOBEREMNG. JEXF04 M
MREREZSEFICH T 2 BEE ST ZHEEEBEOB )

0.1~5% A 0. 1% BHEEASH
SREE BB ¥ % IALBE
Bz i WA ) 7
X bE=F2
JH- i AST. ALT. Al-P.
LDH. y-GTP®» L5
IR IR ER I %
AL RS, FHIL 138, | B MR, SRR, |6 %
ML KW 25| . > ¥V oE. BK
(collagenous colitis| $E5EH. 1TTA1%
)
FEAIRER | SO, RS 9 ORE, KNIk, O F
V. R
*|E DAl S T L AT | AL FE B3 A BT
=)l JREED LA R - HEO LY R, K5 MY
N W o L Y| AdiE, K~ 27
&, WpE. BT Y AIE, K
B Y AE
AV AliiE

1H:2) SEBUH L3RRI & C O BB BE B A O RIS <,

13) FHIAMERE S 5354 collagenous colitis¥: 2SF8HL L T % W HEVE A
L7z, MRPIAK OG- & PIET 5 2 o BERBRICHERS, O
Shy HIMSEORF2BD L ENHLHOT, T, MFEIGFED S5
LHEITIE, B RREET) T L.

ANJanya— -0 OBREOHED

5% I 1~5%A i 1% Al
bkl AR (13.7%) « [BRELSEH . BEERRZ G | 20, MRk, BEEOR. fE
T (9.1%) B OW%, Hik O
B, M, WAES
JFF ik AST. ALT. Al-P,
LDH. y-GTP. €V
VDS
Jlikii3 BFp BRI, PR ERE | i RG>
%, FlEkE%. £l
S EE %5 Z9¥E
FEARIRER . RS o v
i, Lovuk, 9 oIRiE
Z DAt M) ET AR, R|BRIE
Bo LA, avasr
o— o LS - KT,
RE R, RAER

) BRI H BB O T RS BT vy TV — L, TEF
V) YRR T 5 2a~ A Y O3S BRI <

B, SHETH bR 2B THD 5T % EIEH GHEEL%EL

BERDEBY TH b,
5%Lh I 1~5% A1
ke M1 (13.2%) WRILES (8.7%) [ME-Lvy WEIL, TP 25, LA,
P I Kk
JH-Fiek AST., ALT® k5
B 565
R riReR R

5) B FRIE B IS U T i B 57 v IV, TEF
YUY D Yy S) AL Yy AE A b a =y =L o351
5-0RERAEICHD <

12. BBRBRERRICRIFTHE

(ANYaANT E— - FOYOREOFE)

SUVTIIT—NVEOTO N R TAL Y —RTEF Y
) UKAMW, 79 AR A Y VEOHEWE RO A e =
F = VOB R G T % TlE, PCIRREITEGABROH
TERG RAMBIENEN R DT REMED D 5 72D, BCIRFE M-S GABR IS
X BBWHEZRIT ) B, SN S OO LHHT HR4E L
DR CEMT L2 LT L,

14. BREDEE

14.1 EHZABEOEE

14.1.1 PTPOEOHANIPTPY — 2SO LTIET 5 X9
BT 252 &, PTPY — PORRAKIC K D, Al A 25 B A
A L, B34l % B 2 L CHERR N 225 0 T 7 & BfAE
EWRETHIEND D,

14.1.2 KANZ T O LICOE TR 2 Z M 3¢5 & T 5720,
KL THRHTRTSH 2, 720 KTRHTAZELTEX S,

15. ZOMOEE

15.1 ERERfEM ICE D 15k

GhesE)

15.1.1 AF O R GHICBEEOH R — 72 o7z L o)
Hbo

15.1.2 KA OG- 2RI X BIERZ BT 52 0D 5 DT,
EMTRWZ LEHRDD AT HI L,

15.1.3 MBI 2 BB OBIEMIET, 7u bRy 7f ree
7 =12 X BWEHC BV CHRERE S O BB i P, TR
Piv FHEFITO) 2 7Bl shTws, Fic, SHER
RN (HELDLL) O % 23 72 8% T B30 27 3380
L7

15.1.4 I B 2 EICAREHEEZR & L2 HEROBE%
T, FUubMyRyTA By — 2L LEBEEIIBNTC T
AMN)TT L F T4 YIS E B EGEGD ) A 7 BT
HERTw5,

GEV 5 AME BEYRAE)

15.1.5 AHENBBEFHOEY 2 7 Th hiEmimg. Tims. 2490~
VTR D OWTIUTH Y L WA IIEARA o B
EPHB LI W EDBHRABIC LV RENTW5, [7.2%
1]

(BERE7AEY HREEICE T2 BEEXE TR EEOHER

i)

15.1.6 {7 A YY) Y HEGREIC B 2 B35 U iy
DFFE) A7 1E, ANV TNy F— - ¥ a ) EYeb O
IVEELURMEOD 2 2 EDEHRRBFEICL VRIS TWDS,

15.2 FERRARERBRICE D < 154k

15.2.1 5 v MIZH2E B Bl R 4% 5 L 72 3Bk <. 50mg/kg/H
Tk (I PR FH 0 D R 1005 ) 12 45 W T LG LT B o 45 B [T G i 3 22
DOENTWDEY, X512, 24» HHEHEROHRS LR BT,
15mg/kg/ H LL_E o B 33> T Bk oo K 3 B M I IR o 58 2= 36 m
25, 72, Smg/kg/HUL LOBICBWTHO A VT /4 NES;
BRDENTHY, MAT, #ES v b D15mg/kg/H UL F K U
F v b ®50mg/kg/ H U LOBEIZ B TR ZEN O S BE O B



MDD HNT WD,

L N NE J OSHEEZEAR LC D W lE, 7 A DDA EE R R,
42, FVoFERBETIIED NS, Iy MFERZ e
ZzbNb,
15.2.2 9y MiZF5 vV 75— (16mg/kg/HU L), 7TEF Y
) YIKFI(2,000mg/kg/ H) % 438 B PF R 4525 L 72 5Bk,
FA X125 75—V (100mg/kg/H). 7TEFT Y ¥

KA (500mg/kg/H). 75 1) 2a<4 ¥ (25mg/kg/H) %4

SR PRS- LT, 72X V) VAR Z Eld
BVIE BRI PG L 72 BV SR Y320 H T B 25, ik
TEFT DY VKA BPIRBICHB LD DTHY ., hNT
ML OTIEL W EDFEREN TV,

16. EMENEE

16.1 MAFiRE

16.1.1 BEES

fEEERA24B0\2 4 7 71 Y OD$EISH A \WIZy r 7u v i 7x
15%, 7. IO A246012 % 71 > 0D§E30dH 5\ i ¥
r7arh7enN0EENEFNRT T AL —N—FIT, WA
TACH MRS L2k, Iy v v 79 V= v oR%E
LD F & LTl S Mz RELEO MAE R EEHER L O3
WEREFEM ST A= RUTDOEB Y THY, ODIEE H 7E
WEAEMFICFRETH S Z EDFERIN TV S,

$#£5-%2 (mg) | AUCo2(ng - h/mL) Cmax (ng/mL)
OD#E15 15 1,105.3+1,101.40 474.1+254.04
7715 15 1,136.2+1,186.29 442.7+231.71
OD#E30 30 2,216.5%1,270.16 992.8+384.34
717 k30 30 2,223.6%1,203.07 949.2+361.68
G Ml £ AR 7, n=24)
(ng/mL)
700 - —@&—O0D$il5 (n=24)
J% --O--% 7t N15(n=24)
o
i
JiE
*
m‘&:
1t
®
e e
12 24 (h)

—@—O0D#30  (n=24)
3 12001 --0-= 7 730 (n=24)

(BENH) R
g

»n
1SS

01234 8 12 24 (h)
1
/2. FTUIVTIS=NVERT TNV T 7 — b LIIKEELT IV
SSYLTN - RBILS 7 AV A RFEKICRETAE, TV
V7T = VO MBERREDKT T 5 2 LS ETHE SN T
waY,

16.1.2 R1EHSE
R (661) 1211130mg X 12 15mg (W Fh b 7 7 v 21H
17 BRI £ TS AR I3 5 U 72 K oD I3 HH i B2 o HE#,
PRPHEIEE D S RN EREE RV DL E 2 55,

16.1.3 >V TV —=Ib, PEXZ DU KAHRGYZ) 20
YA D G RRBOEYENRE
HEFERN OB IZT v 75— & LTIH30mg(H 7+
#H). TEFT U YKMP E LCTLEIL,000mg (FIili) KU 5
V2u< A v ye LClE400mg (JIl) o35 % [ R R P

L2 50 75— VD REAARDIEY B RE2K /8 5
A—FFTEDEBY)TH S,

ke
Tmax (h) 1.7+0.5
Cmax (ng/mL) 1,104 =481
Tuz(h) 1.88+1.88
AUC(ng - h/mL) 5,218+6,284

CPafl = BER. n=6)

B SHIGEHIE O 3HI 44 4 o L% v i B 13 B 5 15 o D 37
s L T IFEBDMERR IR LT,

F 7o AEHEN (760) (35 & [ RE O &2 C R RF IS 1 H 21817 H
IR G L 72 0B &, BRI 2w EEZ SN 5,
A a8y y— - 0 ) YA B AR - i 5. [6. 2]
16.5 ittt

HEER N (660) 121 E130mg (1 72 VHD 2T Ud A1, F
inlﬂﬁmﬂﬁftwﬁbéﬁﬁTlﬁﬂfﬁbt% . R
CRREWE LTS, SV YT F T —IVDRE mw

MM SN b otz F 5 %240 H F TR PR 13131~
23.0%Tdh - 7%,

17. ERERRZIR

17.1 ARV RLMICEET 25

(BiBE. T=BaEE. WALESE. BWHRMBER. Zollinger-

EllisonfEf&EE)

17.1.1 EIRE I/ THEHR (—REFRXBREVC_ESHRHAR)
WANEEERSIC, TH1N30mg % — MR R TldE L L T2~
S . T E MR IO TR G T8 I (B IR 5y) e 06 [ (-
TR RO G L 2 ERERBR I BV T, IR BT E A
TN ARKF PGB 137P OB BERBEERIITEOE B ) TH
6 6) Zﬁ)o

HEA % BB (A
His 604 535(88.6)
AR 445 418(93.9)
Wy £ 19 17(89.5)
WV FLE 5% 66 61(92.4)
Zollinger-Ellisonfii 5 3 3(100)
il 1,137 1,034(90.9)

B, ( )Md%

B, HEELOCT HBBEEEEEZNR L L HERILE
xHEREE O, RAOHHEIBD SN TV,

F 7o TH1E30mg % S AR #5975 Z L IC X Y iR &
ENHHEEBEROBFENRIC, S OCHERFREL LT
H 118115mg % 2438 B 1% 5 U 72 = 35 M e o) T SR8 o0 o 2
RENOGNUEAFER STV BT B,

RV P ZE BB EE (AR 538 © FBEEAYEIR & L T3.0%(35/1175)
ThY . ELEIERZERRAMREE LT E U CTALT LA43.1%
(30/982). AST E5-2.2%(22/982) Td - 770
GEU 5 AME BEYHRAE)

17.1.2 EARSE IEHER (CETHRER)

WNBE 20512, TH 1 15me% 8% 5 L 72 B 5 Mt
TEARBR DGR, P 5-BIA AR TOMR T O IR H o4
(i) L AR A 1 5-BE T67.9% (6981) . 7T & R BET42.9% (72
B)TH 5o

BRI ZE BUBE (3 AR HI B 53 T8.6% (6/70) Th 1« E4EIEM
Fid R Y 2 ) 5 4 REIN2.9%(2/70) THh > 720 B, il
NEESE RO ) A 7 TH 5 ek, Bia. 2~V =7f
RBHDonFNIZ N L AawEEIIB Y 255 BG%RGER T
DR vy O BEEIR H 8 0 #A (fr g fit]) 1345 $ 5-1 ¢37.5% (20
Bl), 75 RET46.4% (2461) TH %o

(BERAE7AEY U HBE5EICEITBEEXE TR EEOER

)
17.1.3 EIPVSE I ARER (S EE AR RU RIS 5

KH&ET AEY »(1H81~324mg) D EMHE G- 2 LEE L, »
DHEE T TIEEEEOMAEREE AT 2 MARE E LR
& L7 ARF B (LH 1 15meke 85) & lilE & o “HHKIL



Wt B A BR O KGR AT RIS 38 1) S Kaplan-Meierik: 12 &
D HEE L 716 B AR361 H IR i o0 8 U T iR o 3%
FRFEREF L, AHIHEI.5% (95%13 X 1 0 0.00~23.96), *fHRHE:
57.7% (95%fZ X 1] : 20.33~85.98) TH V. K IEEE I $ 5
H— FI120.0793 (95% 5 HEIX [ : 0.0239~0.2631) (logrank#i5E
p<0.00001) Td - 720 F 72, WA B 1) S Kaplan-Meier
A X D HEE L 72 iB R BIAA361 H 2o B i U+ I8 s
DO FREISIER L, ARHIES. 7% (95% 15 HEIX [ : 0.69~6.65), xtHd
31.7% (9% IEHEIX 1] : 23.86~39.57) TH . AHBEIIH T 5
N — R H130.0989 (95%1E #E X [ : 0.0425~0.2300) (logrank#s
%€ : p<0.0001) TH - 720

(%)

100+
904
80 — AAlEE - .- kRS
70
i 604
7&
JE 50
404
30 T
20-| oot
l”‘} I
10+ f
N
T T T T T T T
0 91 181 271 361 451 541 (H)
AHIFE(n=213)  (n=183) (n=141) (n=85) (n=28) (n=6)
Kt B (n=227) (n=158) (n=111) (n=62) (n=14) (n=1)
ATy H 76 O

FORSFAT IR 2 B81F 5 Kaplan-Meieri: 12 & 2 B85 U+ 3R EE O R
FEIEAES
S5, LilHBRIEER T CAR 2k LT, DAL, K
MREZARANCE ) B2 T 1H1M15mg% 2B A2 5 L 72 &
HIRk SR G-3RI BV T B U T ARG O F8hE 1372
OoNLhroTz,
Rl 58 BB R LA K e 5- 1 C16.2% (55/339) TH . E4Hl
PERE. 1EF4.1%(14/339), THi3.2%(11/339) THh -7z,
EDIEAT 1A PSRRI 5RO RBHA I HF T Tuin,
GEX 704 FERRERRSEICE T2 BEEXS+EHBES
DEFIMGH])
17.1.4 BIRFE DHERER (CEERER) RURPMER S5 HER
BIE Y v~ T, BIREBEEESOEREHO -2, JEAT T
A4 FHERREREORNEG 2 LEL L, 2o HEE L2
HBHEEOMAREL AT ARABRZT 2L L LAARHR(IHL
[B15mgifk [14% 5-) & xf Ha#E & o> — 5 5 hg b i R 3k o0 it g
Kaplan-Meieri#: 12 X 0 i 28 L 72 1R 3 B AR361 H g 25 0> B 3355 3L
W IR O BARSSERIE. ARHIBEL2.7% (95%1E HEIX R ¢
5.85~19.59). xFHiHE36.9% (95%15 #HIX [ : 27.51~46.35) TdH
0. XFHREECTT BN — FEZ0.2510 (95%E HEIX [« 0.1400~
0.4499) (logrank#7E  p<0.0001) TH - 72
FIE 56 BUB B (X AR 1% 5- 8 C15.3%(28/183) TH . E 74 Hl
VEFIE T Hi4.4%(8/183) EH A b VIfLhiE2.7%(5/183) . fHifk
1.6%(3/183) TH - 7z

(%)
1004

904
80
70
60+
50
404
304 A
20+

— A

- RERRE

6 91 lél 27‘1 Bél 45‘1 5411 Gél 7‘21 (H)
A#IBE (n=168) (n=129) (n=98) (n=80) (n=57) (n=27) (n=12) (n=1)
HIREE(n=162) (n=102) (n=74) (n=62) (n=32) (n=19) (n=5)

AELTT A 705 O

Kaplan-Meieri: (< & 2 #5538 308 0 BETSESR

512, Rl e M T TR 2 MK L. 1H1M15mg%
2438 I RE O G- L 7= B IRk G 5B o #5 44, Kaplan-Meier{%:
W2 & D HESE L7z s O+ IR R o BRHE Rk,
TEH B TR FER 00 1 95 B 1R 361 H IRE 11T 14 4% (95%A15 iH X
[ 2 7.89~20.85). 631H I 1 T19.6% (95%13 # X [ : 11.10~
28.05) T - 770
TH2) B MO I ARER I B 5 AHIBED 5 b Bk G 5B ISR AT L
Tedpo 2B, ROTEE BB IERERIC B 5 AFBED 5 b Bk
el 5B RAT L 72 B A A5 LTS L 72,
(BEBXIItT=HEBEEICETFAAYINY 42— - EO RS
17.1.5 BREIHEHAR CESHRER)
AV any y— - ¥n) ko 503 ZIEEEE OB AR
Hredgl LEBRROBRKRSR (S vV TV =N, 7TEF VY
Y UARAM R 9 204 Y Y O3FEG) IC BT S BRET
RIITERDOEBYTH A,
FEC 0T 2 BB (7 H R 5

FHEH D1l 55 G- %L EHCES
7 V77— 30mg
TEF YY) YK 750mg Uil 211/ H 87.5% (84/96%1)

7 51) 2a<4 ¥ 200mg (i)
7 V77— 30mg

7EF TV YA 750mg (F1ii) 201/ H
75 2a~<A4 ¥ 400mg (1)

TR S B0 B BREE (TH MRS

89.2% (83/9311)

HIEA D1 n] 2 5 el B v =
7 V77— 30mg
7 EF T ) KA 750mg (i) 2m/H 91.1% (82/90%1)

7 51) Z2a<4 ¥ 200mg (F11li)
7 V77— 30mg

TEF T ) KA 750mg (i) 2l1/H
7 51) 2u<A ¥ ¥ 400mg (i)

83.7% (82/9811)

FRTTISIEASRAT QIR & R & L7

EIVE S SUE1250.5% (217/430) TH Y . E @ ERIZIRAE13.7%
(59/430). T9#i8.8% (38/430) Td - 7=
B, REROEETITbhA) ans y— - ¥ay) ko
T AR AR IO T 2 BRI OBRRE IS BT h ., FRE
DRI RD LN T VD,
1:3) B Jy RIS Wik of5 Ros w3 i d Bk,
) FHANOT G, HGMHETROLBY TH Y. FRNOABME - H
RERR D, (6. 3]
KE 2TV T T = E LTIN30mg, 7TEFT VY YARAE LT
1[1,000mg (FIli) T2 5 2a~< A ¥ & LTla500mg (1
fili)) ©3%#1 % 1H 20, 10H 314 1 BRI S
el T 7TV =) E LTIN30mg, TEF T T YA E LT
1EI1,000mg (Jfili) o875 1) 2a= 4 ¥ » & LClH250mg (/7
fili) 371 % 1 H 20, 7 H R4 5
17.3 Z Ot
17.3.1 MFH A M) ICRIFTE
1H1M30mg%x . B EFITII8MEM. + I8 EE EE 12136
WRMFRORS LG, MG A M) AMEOFE R LA»ED
S5NBA, FGHETARBICIE S 520,
17.3.2 R BHEREICRIF§HE
WS O IR S B 1 H 1I30mg % 83H A% 4% 5- L
¥t 7ugsF v, a)vF V=i, GH, TSH. T3 Ta
LH. FSH. DHEA-S, 7 A MA7H Y, TA LT IF— VG
CBE RITE WD,
17.3.3 BREOAMBMEIREE ICRIFTHE
S O iR S B 1 H 1MI30mg & S & 18 5- L
7oY. HRE O NI BB 2 AT S v,

18. FExpEEIE
18.1 {EARF

AHNE AR L O B A AR A~REAT L7212, BRIC & B8
POIS 2 3% T VEAAAN & MR AR S . & O MR /L W 2
HEWREMAICRELTTa by Ry 7L LTokHlz#H>Twb
H*Y K'-ATPase DSHH: & fi & L. BEFIGEZ M52 2 212X
0. BEWERHT 2 L EZ SN EP,



18.2 BERSINEHI1ER

18.2.1 X ZHZX MU R
fet . A~ D1 H1I30mgHL [0 3 N7 H B#E 4 512 & )
7% GRS WIEIE I 25380 S, 2 OFEH 3 F% G524 1 £ 3+
T A

18.2.2 A > AV L RIED
FEEE A~ D1 H1EI30mg7 H B 8512 & 0 FH 7% B Bk 5w
PIHITE A5 5%,

18.2.3 WE ik
TR AN OTH1RI30mg7 H B#E 14 512 X ) BRI oW 5
7 PSR B %,

18.2.4 24BRG5
TR 31T 2 241K ] B PR IGABR T, 1H 1830mg7 H FI#E M
P52 X D 1H %8 L CHBAWOFEN RGO 555,

18.2.5 24B5EBERpHE=42U > T
TR B O 3R B ISR W o B E~ 1 H 1[H130mg7 H [
ROGAT X D, 1H %0 U T2 BRI e 25520 &
n536)—38)0

18.2.6 24B¥E TEBRERPHE=2U > T
ML AE S BB~ DOLH 1E30mg7~9 H B#k 451k h § &
WG HLR OFH 2 WHIER AR S b2,

18.3 AU ANy &— - EOVREDOFHBIER

18.3.1 7EXF TV VAR K 7 9) 20~ v ebhizg v
VT =V EOPHICE Y, RO %O BHETRED -
ANEDENE (T Y M),

18.3.2 N any y— - ¥Yu )V BEHHEEICBI AT vV T T —
NVOFENTHNpHE LA SXELZEICEY), HFHENLTEF
Y VKM, 7o) AU Y Y ORREEREEDL L
WHbEEZENDYN0,

19. BRI ICEE 2L FRIA

—#% 0 9 v 79V =) (Lansoprazole)
b4 1 (RS)-2-({[3-Methyl-4- (2,2, 2-trifluoroethoxy) pyridin-
2-yl]methylisulfinyl) -1/-benzimidazole
5138 0 CisHuuF3N30:28
4571 1 369.36
MR A~ MOEREORETH S, N, N-T A F )Lk
VAT I FIZETRTL, A7 =R REred <.
IH 7=V (99.5)ICRREIFICL L, KITIZEALED
B\ N N-P AF IRV AT 3 FER(1-10) Eheut:
EIRE R, MMETENRD LN D,
M
H3C 0
— F
o
Moo H ORI 1
2. Ak
(#4702 0D#E15)

100%E[105% (PTP) x10]. 1404 [14%¢ (PTP) X 10].

50045 (105 (PTP) x50]. 7008 [14%¢ (PTP) x 501,

2005E[F T AF v Z KMV, NT, WEFIAD ]
(&4 70> 0D#30)

100%% [10%% (PTP) x 10]. 5008£[10%E (PTP) x50].

700%¢ [148€ (PTP) x 501,

2005E[F T AF v Z R PV, NT, WEFIAD ]

23. FEXH
1) = 35 b SR E R 1990 5 18 : 3413-3435
2) Schardein J.L. et al. : 3£ & {HH. 1990 ;5 18(Suppl.10) :
2773-2783
3) Atkinson J.E. et al. © JEH & JfH . 1990 ; 18(Suppl.10) :
2713-2745
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6

7)

8

9)
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13)
14
15)
16
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18
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20
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22
23)
24
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=

fuss
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=

30)
31)

32)

33)
34)
35
36)
37
38)
39)
40)

N2

=

Delhotal-Landes B. et al. : Eur J Drug Metab Pharmacokinet.
1991 ; 3 @ 315-320
FEPRERSE . 1991 5 7 : 51-62

SLBPBCHE Al
PrAB R Al
VA Al :
AR Al
VA E il :
PrAB R Al
A EE
TR — i
EAEILE b
RE IE -
AN b
Wk Al
FRAEY
B2 i
POy Al -
B EIFIRD At
J T p I
AR Al
VA il :
Bl i -
=PI
N7 S
RS
Py v S (L

;21
;21
;21

RN IR . 1991
AR B AT . 1991
RN IR . 1991
Modern Physician.
Modern Physician.

Therapeutic Research.

1 769-783
+ 975-993
£ 995-1013
1991 11 - 117-125
1991 : 11 = 253-260

1990 ; 11 : 4039-4045

TH LR, 1990 5 13 : 602-610

FPL L RE. 1991 5 19 ¢
SEH L JAEFE. 1990 5 18
FPLE R, 1991 5 19 ¢
SEHL L JAHE. 1990 5 18 ¢
Therapeutic Research.
SEH L JRFE. 1990 5 18
FPL LR, 1990 5 18 ¢
Therapeutic Research.

Progress in Medicine.
AR CAIG. 1991 5 21
AR A . 1991 5 21

953-966

4891-4900

327-338

4919-4924

1991 : 12 : 917-928
4911-4918
4901-4909

1991 : 12 : 191-213
1990 : 10 : 3197-3206

1 327-345
1 613-631
SELZ JRHE. 1991019
Therapeutic Research.
SE X JRHE. 1991019
AR AT . 1999 5 29 :
R ATF . 1999 5 29 :

307-325
1991 : 12 : 175-189
933-946
805-817
959-977

Satoh H. et al. : J.Pharmacol. Exp.Ther. 1989 ; 248 : 806~

815

Nagaya H. et al. : Jpn.J.Pharmacol. 1991 ; 55 : 425-436
Nagaya H. et al. : J.Pharmacol.Exp.Ther. 1989 ; 248 :

799-805

Nagaya H. et al. : J.Pharmacol.Exp.Ther. 1990 ; 252 :

1289-1295

il B\l i bEEEE. 1991 5 14 © 183-193

R A SRS AR 1990 5 18 : 4865-4876
ZHIEGA Al - BRARB AR . 1991 ; 21 : 633-640
Hongo M. et al. : Dig.Dis.Sci. 1992 ; 37 : 882-890
WA Al SEFE & FAEHE. 1991 5 19 1 925-931

AF

T At

H AL S ¥ 2R

1991 : 88 : 672-680

h2HEC i : Helicobacter Research. 1997 : 1 : 49-55
Cederbrant G. et al. : J.Antimicrob.Chemother. 1994 ;

34 : 1025-1029

24, XEERERVBEVEDESE
RHF N HE MRS REF DIt Y 7 —
T453-0801 %A XK — T H24%11%
TEL 0120-923-093
ZAFRER 91 00~17 1 30(EAMA - Bk R 2B )

26. BERTEES

26.1

SLERSTIT

HE7/\Eaikilatt
KR RGOSR T B 1% 15
26.2 BR5G
EHERTE RIS

KRR REEEITMTEIES
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ORI LEEZZRS 2L

% % 20234£10 H &ET (B530K)

202248 88T (5200 A 2
TJahyRVTL vy —
B%égq?‘%(ﬂ;iﬁ ngﬂ.m ST — ERES ARFeRAA
% el - . ®£ . 21800AMZ10392 | 20064E12H
By I 0 #1t/H 30ms
Takepron®IVIRATENOUS
WA
E)EE - EMSEOMFE LI VT &
9.6 1L
B2 (ROBEICFEE LT - )
2. BEROBECIESLENC L) ol E O T O RERLR A DAT A & 218 L R RLOMERE L

2.1 KR ORI % \BUEDOBEED & % BE
2.2 7THYFENVEERE, ) Ve ) CHEERE E S0 B
[10.1 2]

3. #ARK - MR
3.1 #R

W5E44 o 7a s EHEH30mg

FHRES | IS4 T 5 Y75V — 30mg

184 7ouih i D-% > = b= (60mg), * 7V 3 ¥ (10mg).

.
wInA DHA]

3.2 RAEOHIK

W5e% | %4 7 a 3 0mg

- FE | B~ A oSOUIR R

pH 10.6~11.3*

BRBEE | 17 CEB RIS 5 1)

sk BT 5 ML T RIS

4. FHEERITHHE
BORSAFREL TROKER
Bz BiEE. +=EBES. a4X ML AEBRUA
B HERE
. BERUVAE
WHE. RN, TSIy = vk LTClE30meg%®. HFRAE
BAIE W X HIR5% 7 F 7 BHEGHICIR A L C 1 H 208 s i i
T4, mvId HRAEREE R I HB5% 7 KBRS K 20mL
VR L CLH 2R 3 S FIRTES 5 % 0
AERUHBICEET 23S
A AHNIB GG S3H M T TORETEVIRMA R 2D 5
NTWBDT, WIRWHEE 7 o 72 BIERITHRG U A2, &
REBGLarwz &, [17.1.1 B3]
7.2 ENERRBEICB VT, RHOTH R %8 2 5 00 20,

ERERWEE

Mg 305 P i % B M LA 2 R oD B 7 AR I fE
Btkod 25451 =y —70—=7%27 Y v ¥y 7EORNH
Bk ma 2479 2 &

BENDEREHTIREICHTIER

1 BBHE - BEEEOH 2 8%

1.1 EMBEREOBRTED » 5 EE

.3 FFeeEERE

RANOH, PHEDPRLET 2 L DD b,

.5 11

Tl IR L C W 2 WHEME O & 2 L PE I3 B # Lo A istEss
fabrtk% B2 LI SN A LEICoAEL T2 28, B
B(Z v by R 13 TG MO LAE p i BE (X R B o I 4T v
FEXhmnwler@BoohTwsl, F2, 79 F(FH30mg/
kg/H) THRIBFRCEROMMATRZD STwn 57,
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9.7 hEE
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10.1 BFRAZER (AL

Hbo
BV &)

ESEL B RHEAR - #5985 B - fabin T
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VAT E Y TERZ W32 BTN HICE) T ¥ HFFE L

[2.2 28] kb Tt B 38 0 i AR VKT
L. 7#¥FEroll
R EE AT 3 B T g
Wrd %,

VK iR VOVE Y IR O | AR FH O H 8RB

TYaZ b TER 285 2B Iz hyvee) VI

[2.2 2] bk IR OWPAMET L, Y

NVEE Y ¥ D)
KT 2 WA D 2o

10.2 HEAZEE (BRI

EEBTBHL)

BEATHIEND 5.

E Sk FRRAEAR - $598 5 B - fabin T
FETA4Y Y T T 4 ) DU EE| AR F) A5 5 Py A%
PETT22e0Hb. |ZFEL. 74740
OB AERMET S
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ThITTNF=T
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YRR
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JKFI
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ESERS FRIAHEIR - i 59 B - fakiR T
LA AR AL~ 74 ¥ A Of% | AR H O R 5 W0
TAERA RIS % B2 | HICE 2 HNpH LA
nhd 5, BN A aE S RPN
DEREIFMLT § 5 72
DEEZLND,
AN MLFH—h A MLEFH— bollF>AHTH 2,
WIREN EA Tk
Db DR
N S A N 2 A
BYAE. —REICA
LUK2F 253 Lo a- St
LEEETDHIL,
PR JeRLHEH O 1 & B 5| 2 S o 3 o £
VT EINL T BUHREED D B, PElEASBIE S 2 & & A%
G AT TV =)
THE STV,
1. BIEA

WROBWERD S HbN b ZLDH DT, BlEE 101247, B
RO NG E TG 2 LT 5 2 Ll R EE T 2 L,

1.1 EXEEIER

N1 7F7457%2—(25KS. HEFE HRE#HSE).
23y 7 (FEARH)

11.1.2 JAMERKA . J|FEWERE. BMOMEN. FRERD. M
L. &l (FEA)

11.1.3 FFEREREDS CHEA)
o, AST. ALTO ER%%E ) T 2 IR EER S D S bh
HIENDHA,

11.1.4 thEMREIBFERAESE (Toxic Epidermal Necrolysis : TEN).
R B FEIEERAE 1R 3 (Stevens—JohnsonfEMREE) (HHEEA)

11.1.5 BEMRR CHERH)
FER. WUk, DRI, Wi o RE (GR5E) FEasbh o b
HlZiE, EHR NI XIREFEOMAZ I L. RA D5 % ik
L. FIEREANVE CHORGEOBY R WEXITH L,

*11.1.6 RIMEMEME X GHER)

AVEBREICELZ LD HHOT, FHERAEMBUN, 2L 7
Fo U ERE)ICEET A,

11.1.7 RAEE BEAH)

11.2 ZOOEIER

5%LL F 0.1~5%Aiil | 0. 1% BB

o oS ZI¥E. ZALBE

B 2k B )

TYXE—FTA

JFF- Ik AST. ALT®

5

Al-P. LDH,
y-GTP® -5

JIIR{:8 WIS

ot

FERE . BRIE

;rg‘%rﬁ—l)

[RENA R AT
J&, A TR

FRAR, T

vV FIE.
W%, &k K
J¥% %% (collagenous
colitis %0 % &

&)

HAbar I

A, i | 5 DIRE\HE. ML @9

Fw

HAER

Z DAl FE

R

TR | 7 ) LWL, P
i, fER,
VED LU,
Pl LUk,
LACE NI TEEN
A R N NN
i K rU Y
AAE, R~ 7
AN (RN
i RPN E N
[ DN i
i, BaALAT

a—)o k5

1) FIAHERET 5 B A. collagenous colitisZEASFEBL L T 5 W HEMED D
b7, WRPICAF OB 2 hIET 5 2 & BERBCHEERS, O
5 A SISO R 2 BD B 2 LW HOT, T, MAEDED Hi
BHEIIE, B RERT) 2L,

11:2) FEBUHUE 1S W B A DO RRITIED o

14. BRAEDZEE

14.1 EXFAREFOEE

1411 BFZAL2 AL D2 LD D720,
THIELELRfELGEWT L,

14.1.2 BAZLIC L 220, WEWEELLZENH L7720, H
JR A AR UL HR5% 7 8 w7 SR DA O S, T,
S A & ORBFIE LV L,

14.2 ERREEFOXE
KA Z G306 FHORERE WD Z & & Ukl & 3L
Lawnz b, Rtz 3, MH otk 2 Hyv THlE 2 5 P55
T A R OEAZKRIL L. AKF 2 H53 Hi%ICHRAE
A OUIHIRS% 7 YIS C7 7 v 2§52 ko

15. ZOMOEE

15.1 EERR{ER ICED 15

15.1.1 KHIOFG- D HHEI X 2R Z i35 2 LA 5 DT,
EHETHRWI EZHRD) A H5T52 L,

15.1.2 AN B 2 EBOBEHRT, 7Ky 7 ree
57— & BIHFI B THALEIE AR 9 e BI S Pr. TR T,
BTHETT O 2 7 WA HE SN TW D, FHIC, mE LR
B 4ELLE) OE# % 20 - BB T Biio) 27 238l 72,

15.1.3 AN BT 2 FICARBEZ G L Lo B 5E
T, 7RO bR A ey =25 LBEIIB T
AN TT L T4 T4 YIS KB FBEGED Y X 7 BENATH
HEINTWD,

15.2 FEERPRAERICE D 183k
5 v MIH2M IR HIFR I 5 U228k ©, 50me/ke/ H B (A
FAEOK10085) 12 BTN RO R HRTHITIE A5380 5T
WY, B 512, 24 AMERERIH S U2 RER T, 15mg/kg/
H UL E DR BT RO RS H B HIIE O FE AR A, %72,
5mg/kg/ HUL EOBEIZBWTHDO A VT 7 4 FEEEHFRD S
TBY, MAT, S > bD15mg/kg/ HU ERTHES v b D
50mg/kg/ H LL L D BECHINELZEHi 0 F& A B D BN ATIED ST
W, G RE K ORI ZERE IC D W Tid, Y7 ADD AR
Wik, 4 X, FVOBEERBETEROONT. T v MIEH
BELEEZ NS,

16. ZE4ENEE

16.1 MARE
AR DOFNRAFE G2 BT 2 MTEHREE SRR TSRO S s,
CYP2C19D@AnT & 4 712 & D RFAHR 2 ACH S 5 B
(Extensive Metabolizer : EM) & #& % 2 (2 G & 1 % B (Poor
Metabolizer : PM) (243 # L 7z HE A 1 1240 (EM : 840,
PM : 4f) # &% & L C. 11130mgl H 2111 % 5 H [ i EfE L 72
WA OMEHREILTOLEBY THDBY,

IR R R

CYP2C190 AUCo12 Cmax Tz
AR (ng - h/mL) (ng/mL) (h)
1HH EM 4,386+1,335| 2,262+354 1.5%0.4
PM 10,415+1,159 2,727+315 4.0+0.7
5HH EM 4,939+1,541 | 2,414+406 1.6%0.5
PM 12,579+1,939 | 3,134+316 4.2+1.1
CPIgE + R %)



(ng/mL)

4000

¢—0 EM(n=Y)
0—0 PM(n=4)

I 3500
a2 3000
i
2500
2000
i 1500
i 1000
500

18.4 BEEDMINEMER (4BHBERpHE= 4 > %)

R A~ D 11130mgl H 2B EFIRIN$E5-12 & 0 . FrRbihy 2 B 2
SWBIHIE 23R 5N B9, F 72, ERIRIES (B35 Xid s
WEHE (3040) 1BV T, 24 B NpHAR — VT4 ¥ 7 ¥ 4 A
(pH4LL oW oEIE) 1k TH 217,

By AHIOFH A E & 7= A~ D 11H30mgl H 211
BRI PE 502 B 1 2 18 5 W 0 2 S (24 W ] & & D pHA K — v
F4 T4 A)E 1HHTIEEM(7~69%). PM(90%). 5H
H TIZEM (80~88%). PM(98%) T %9719,

Topres & & b B i i 19. ARRTIBIT SELFHORR
K M (h) 98 102108 —#% 0 9 v 7V =) (Lansoprazole)
Crg i+ B ) b4 (RS)-2-({[3-Methyl-4- (2,2, 2-trifluoroethoxy) pyridin—-
16.3 9 2-yllmethyljsulfinyl) -17-benzimidazole
TV TI—= o MIERAM G 0.06~5ug/mLOE 313 CisHuF3N302S
FEGPHCHI98% T H 5% (in vitro) 514 1 369.36
16.4 X5 R A~ atokattonKch b, NN-Y X F)L
5 V7T = VIZEIZCYP2CI9 K OFCYP3A4IC & R s FIVAT I FIZHETFRTL, A7 = VIIRRBTRT
29 (in vitro)s Sy TH = (99.5) ITRREITIS L, KilEEAY
16.5 HEittt BTV, NN-Y AFIUFIV AT I RER0—10) 1305
fee e B A3 - (9B1) 1230mg % HElERIR N G- L 7z, IR Ktk E RS R\, HMZE RO NS,
R e LTl s h, REIRIERD Shkeh ot 5K ik
T 245 F TORBRIPRERIZ12~17%TH 57, H,C 0
17. ERPRAE n = }F
17.1 B RORLMCIET 555 N>_S N/ "
17.1.1 EIP% 1/ I8 MRS
H & P9 WA PEE S S A2 G & Lz BiRRERICB W, 1 T O SR SR
30mgl H 218l Bk % 5 S ALk R 255l S 172203610 9 5. .
3 F I (7205 1) AP 1k 1L A58 80 & L7 2 9112 94 6% (192/203 2. a%
) T B0 20300h P BLEEN % AL 24T o L7 0 o 72 9 10734 7
FALEITH D . 3H 1 (T2RERD) DA Ik AT & R 721 23, EBXH
97.6% (40/4161) TH % 1) S# Ml SR AR, 1090 5 18 1 3413-3435
FIVE IS BB, E bR B B P TR R O [ P A Ak 2 2 )y 2) Schardein J.L. et al. : 3EF & {EH#. 1990 : 18(Suppl.10) :
L LTZENZEN2.3%(5/221). 13.1%(29/221) TH V. E 2 HEIE 2773-2783
JIIZALT 156.2%(13/211) . AST 11 55.7%(12/212). LDH I 3) Atkinson J.E. et al. : SEHI & 359, 1990 ; 18(Suppl.10) :
512.0%(4/200). y-GTP 1-541.5%(3/195) T - 72, 2713-2745
hB. BRETFHORBETIE, BIEI2.7%(21/166). i 1) ALNER ST 2V 75— L O BRI R

8.5%(14/165), K#E50.0kg Pk _E60.0kg i D fE14.9% (11/74)
R 60.0kg L 1O BURE S AW TH - 72 61 % B <)10.0%
(10/100) & He_T, %&M21.8%(12/55) iiin#33.9%(19/56), f&
50, 0kg Rl DRE29.7% (11/37) TR R E - 72810, [7.1 ]

18. EEMEIE
18.1 fERARF
ARFANG E RGN O B BRI A~AT L 72t BBIC X 2R
POIG % 6 THEMEARAN E HEE I S N, S ORI A K W A3 2k
WA IRAEL TFa by R T LTo&kE 25 TWAH,
K'-ATPase®DSH# & #i4 L, BERGEEEZMEI T2 212X D,
oW WIS 5 L 2 5h a2,
I P BE M O I/ CER AR BRI R VE e F O s S h, 25
WCIEEEE OFH L LT SN2 7 4 7)) VIZME4 T T
TV VK DEREND WG SN TV B DN, AFILENpH
% B5&E2 Z EAC XY IR fE L OV I MBS B A O L
RT Y VR IE L CHIEI N 2 RT & E 2 559,
T2, HOBRGHEOBEIZEEYELE T Tl S h b5, AH
RS AR BT 5 2 IC k) BHpHE B5-S ¢ BB
BHEERET HEEZLNDY,
18.2 BHimmmFIEA
F v b ERAES) I2BWT, BRIy 3 v 212X % B s
L CHIBIE 2 7R 3715
18.3 BHERSHRMEIER
7 v b ERNES) I2BWT, TAEY) Y XA v FA 52
2 & 2 HHIEIRG O TR & Ji 3 51,

(20064E10 H20 H 7% : CTD2.7.2.2)
NGRS T v Y TV — VOB ST 2
(20064E10 20 H 7% : CTD2.6.4.4)

B TR T vV 7T =V OREH T B KT
(20064E10 H20 H 7% : CTD2.6.4.5)

HER TESH T Vv TSV — L O3B RE SRR
(20064E10 H20 H 7% : CTD2.7.6.3)

R ST v 7T Y — v o RR B D (2006
EI0H20H #&FE : CTD2.7.6.21)

R ST v 7T Y — L o RR B (2006
EI0H20H #&FE : CTD2.7.6.23)

HNGEH ST VYT T — L ORER
EI0H20H #&FE © CTD2.7.6.25)

NG ST YV TSV — VORI T S F &
@D (20064E10H 20 H A& : CTD2.6.2.1)

NG ESH T YV TSV — VORI T S F &
@ (20064E10H 20 H A& : CTD2.6.2.2)
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MR AEE T v v 75— o I B
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GRS T v Y STV — v @ B W E R B
3 A HEFD (20064E10 H 20 H 4&F2 - CTD2.7.6.8)

10) FER A (2006
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15)

16)



17) AWNER EHH T vV T T = o BRI 2B
3 % MA@ (20064E10 20 H K2 © CTD2.7.6.9)

18) HNERL IEHH T vV T TV — v o BRI B
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1.8 IRFI3CE (%) AstraZeneca
— L = AT T — = TR LK

F18 BFEEZFTBREHREVRMIXEICET HFHR
R I RAT T == TR LK
BEE IR

1.8 RAIXE (F)
FEXVVLONTEIL, 2FVHLBEHRBHN S

ARERNZ LR S IVIAGBUTAR DHERNTT R b T BR WA SHIIRE L3, Wt Faio&
7R S KER OB ZMICTRT 2 Z &3 6N TVET,
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1.8 WfFSCE ()

AstraZeneca
—Wh Y AT T TR T AR
EP/Y
BBRE /R ettt b ettt ettt 1
= 7 OSSOSO PSP SOU TSP PRTTPRPR 2
B R N B P A I B R oottt 3
1.8.1 HBERITFNR (B) RUZDEETEIRB ..o 4
1.8.2 FERUVRAE (B) RUZTORETERIDL ..o 4
1.8.3 FALDEE (B) RUZOEFERIL ..o 11
1.8.4 FATITE (FE) ot 18
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1.8 IRFI3CE (%) AstraZeneca
— L = AT T — = TR LK

B ERUVEMAE &
ARIE IS 2 WeAE S OV P I 2 L R LR

ERUEMAE FEEDREA
D961H Esomeprazole magnesium hydrate : =Y A 77 V' — /L= 7 317 L/KFI
Y
DU Duodenal ulcer : + —FE GRS
GU Gastric ulcer : H &%
LDA Low-dose aspirin : {KHET A
NSAIDs Non-steroidal anti-inflammatory drugs : 327 12 A RHEHFIRIESK
RE Reflux esophagitis : Wi PE £ IE K
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1.8 IRFI3CE (%) AstraZeneca
—WE T RS T—w T R AT

1.8.1 SREX (IR () RUTDERTERHL

BHEESUT I E () 12OV TiX, *F VT L0 7 &L 10mg, [F 20mg & O3 w7 L5k HE
K430 10mg, [A] 20mg & HIZHBATORE XTI R L [F—TH D,

HREUIE () FF T UL A 7BV 10mg, 527 LG R /)6 10mg >

DIERAESHIES
OBEE. +_HERaE. wi LWEV {;lL@ﬁéﬁ% IS AMEE BIEYHIE, Zollinger-
Ellison JiE A% #z%m4% RIESEPE G 361T D BIEE XX+ I8 TE S O B3I
AT A Y o HRC Téaﬁﬁxi+ FRIGTEIE O FE T4
OTFRICBTFE~Y ay x—. 'l OREOHE)
Bigg. + 685, B MALT U > "B, FREME M/ ORI E80R. REIEEICT 25N
REERIEREE ., ~Y a s Z—. 2o ) EieE %

HREUTNE (%) FFXT T L0 7B 20mg, FF 27 LI R /)6 20mg >

SAE S Eh A

OBEEE., + s, MATIEE., HitERIEZR, Zollinger-Ellison JEWERE, IEAT v A Rk
PIRIEF G- R8T 2 BiEE X+ fEEE O FRE A, IKHE&T A8 ) U EERICE T
2 BIEE XX+ R O s

OTFRICBIT DAY ay Z— - ol OREOHE
BiEE., + RS, 5 MALT VU >/ @, FRR M OB YEER B . R BRIk o
BRI RE., ~V a s X — . va U RYE %

[FRER#L]
LR,

1.8.2 FiZERUVAE () RUZDERTERL
HENROHE (R) Z2UTOLEBYVRELR,
<HEEROHE (8) 2%V vabh 7' 10mg (FRELEM) >

ZEH] %E%
OB\E. + fEEE. Wailiig. OB\, + falbais. HE .
Zollinger-Ellison JE B Zollinger-Ellison JE AL
FRA FRA

\E., RAZIFZ Y AT — e LT1H HE . AT ii/%77/~kaT1E
20mg % 1 B 1 [EREO&GT 5, 7ok, @, 2%@%151E@D&5¢60ﬁ%\
g%, WAMEE X8 EME T, + HiEg. WEHEIES CIX 8 M £ T, +:%

RS CIX 6 M E CoEE LT 5, %Pﬁfié Al E cofhb 3%,

N /NR

HE. 1A EOSREOVNRIZIE= Y AT EE . 1A EOSE EOVNRIZIE= Y AT
?Y—wabf\mﬁmmﬁﬁfilﬁ ?7~w&bf\¢3mmﬁﬁfilﬁ

10mg %, K8 20kg LA ECIIIERIZIE U T 1 10mg %, &K 20kg LA ECIIERIZIE U T 1
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1.8 IRFI3CE (%) AstraZeneca
—WE T RS T—w T R AT

[ 10~20mg % 1 A | [EfEN&5+ 5, 7 [ 10~20mg % 1 A | [FEfENE5+ 5, 7
B, #@E., BEE. WATEE T S HEME B, #@E., BiEE. WAETEE T MM E
T, ToHEBEECIIT6EBE oL+ T, FToHEBEETII6EBE TCo®E LT

2, Do

Oyt B R OMyiEtERIER

A BA

WE, RAICIEF= Y AT Z Y= LT 1H WE . A i:/%77/~»ktfl@
20mg = 1 H 1 RRAOBET 5, 2k, @ 20mg &= 1 B 1ERO®ET 5, ok, @,
¥, SHEMETHERE LTS, MM ETHOHEE LT 5,

SDICH% - FRER IR TURIERERD | X 51 FE - FAA SR Y E A
HERPRERIZB W TIE, 118 10~20mg % 1 H HEFFIEIC B\ UL, 1] 10~20mg % 1 EI 1

1 ERE OG5, IR AEE5T5,

/INR /R

WL LS EOYR K OVNRIZZ= Y 2 W 1B O R OVRNRIZIZm Y AT
77—”ka\WEN@$ﬁTiIE ?V~w&bf\mim@$ﬁ111@
10mg %, {AH 20kg LA ETIERICIE U T 10mg % . A 20kg L L CIHERICE LTI
[B] 10~20mg % 1 H 1 [F#E A #5925, 72 [ 10~20mg % 1 H 1 [ER A 532, 72
B, @E, 8HEETORE LT D, B, B, SHMECTOREL TS,
OIS ANEE BIEW I S HITHEE - PR AR Y IR it A 2 D
5N MERFRIEICH WV CIE, 18] 10mg 2 1 H 1 [BIf%
WE . RACIET YA TS — L LT 1A OgE4 %, 7238, (KE 20kg DL ETIIERIC
10mg % 1 B 1 [FRO#RET 25, 7o, @ JE U T 108 20mg F THETEX 5,

W, 4B ECO®RE LT B, OFEV B AMEH &E Wi iE

N A

B, 1 Lo B EONRIZiE= Y AT S PN ii/%77/a»&bfl@
T = LT, 1EMMg%151@%D 10mg # 1 H 1 [BRRO#E53T 25, ok, @,
BE54 5, B, @E., 4EMECoORE L 4 HMETORRE LT D,

T 5, /NR

OAT A FUEFIRIEERGRICKIT 5 H WE L 1L EOSEROVNRIZIZ= Y AT
B ST+ 4R IS O B s 4| 7/wwkbf 1@1Mg%151@ﬁmﬁ
WH, RAZIZ= Y A7 — e LT 1A 545, ek, @, 4 E CcoORE LT
20mg & 1 A 1 ERA&REST 5, %o

ORHET ALY VHEERICEIT2HIBEX | OFAT v A FHEFIRIEER 5 RIC % Hig
V- FER IR O R3S H B X+ FERR S O PR3 I

WBE., RAZIE=YATT ) —LE LT1H BRA

20mg Z 1 H 1RG5, W, RACIET Y AT 5 — e LT 1A
O~V anygz—. ol OREOMB 20mg % 1 H 1B O#&KE53 5,

W, KA A 7T = LT1H INR

20mg, 7TEF VY KR E LT WEL 1L SRR OVNRIZIZD Y A

750mg (Jiffi) KOV Z U An~wA b L §f~W&LT\WMmm%IHI@ﬁD&
T 1181200mg (Fifii) o 3 Az [FRFZ 1 H 2 H545,
Bl 7 ARRENECTT D0 7w, 7T VAR | OmET A EY LRI B H U
<A %, BREIZS L TCHEEEET A & 4 T REVEIE O TS I
NTE %, 72720, 11A400mg (Jiff) 1 H 2 WA

 ERET D,
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1.8 IRFI3CE (%) AstraZeneca
—WE T RS T—w T R AT

(2L Do~ 2/*‘757**- v'r U OFREIRIR D /NR

AR DL AL, (b 2mEs e LT, Wi L O R QUM RIS Y AT
SIS YN ii/f77/%”kbflﬁ T =L LT, 1[0 10meg % 1 A 1 [BFE 0%
20mg, 7EFTTY K E LT LA H47,

750mg (J)fifi) KOA bw=4Y—& LT ~ A en Y O R
1151 250me 0 3 AR 10 2, Tam | O " ) OBRE ORI
WE. RANIZZ Y AT — e LT 1E

BAEET 5. 20mg, 7EF VY KR E LT 1HE
750mg (Jiff) ROV Z U Amn~v Aok L
T 1[81200mg (i) @ 3 F&[FIFZ 1 H 2
B, 7 HEREAO®TEGT 5, B, 77U An
~ATUE, MBS CTHEMEET S L
MNTXDH, 72721, 1A400mg (Jiffi) 1 H 2
mlz FRET S,

Ja hRTA e EE—, TEXFTUY
VKRR N T AawA LD 3 FFS
KiémU:ﬂa&%-Buuwﬁﬁﬁ%ﬁ
R OB EIE, Wb DIREE LT,
S PN ii/%77/%wkbfl@
20mg, 7EFTTU K E LT 1A
750mg (Jiffi) XOA hr=&>Y—/ b LT
1 [\] 250mg O 3 Al Z R 1 H 2[5, 7 HIFRE
A5 5,

<HEROHE (B) x> v LB 78 20mg (FRREREM) >

AL ALK

OBEE. + _HEHE. WEHIEE. OBWEE. + 1585, WEHmEE.
Zollinger-Ellison JEFEHE Zollinger-Ellison JEEHE

A A

WE. AT ii/%77/-»&bfl@ HE. RAIZ ii/%77/-»&bf1@
20mg & 1 H 1 ERAOKEGT 5, 2k, @ 20mg % 1 H 1 ERO#E5T5, 7ok, @

w. BIEE., UAHEE I8 EMET, + E\ﬁ@%\%Qﬁ%rTiSEWiT +
ST oM E ok LT 5, “fEBEE TRl E cokb LT 5,
mﬁ NG

. IRHE 20kg DA EOS IR R OVNRIZIET W, RE 20kg LA EOS IR R OVNEIZIZT

/X77/—W&LT JEIR L mbflﬁ VATT =l LT, ERL mbflﬁ
10~20mg # 1 H 1 FERRA&KET 5, 7ok, 1wu%g%1alﬁﬁuﬁﬁﬁéokﬁ\
W CHIEE. WAEIESE L 8 M £ T, . HIEE. WAEIES T 8 M E T,
+= h%ﬁr1i6 Al E cofkhb L35, += h%ﬁrfi6 A Ecofkhb 3%,
OWiFiMEfRE Ok E

[F YN A

\E., RAZIFZ Y AT — e LT1H HEHE L, RAIZ ii/%77/—w&LT1E
20mg = 1 B 1 EEO#GT 5, 28, & 20mg & 1 B 1 ERO#KG5T 5, 7ok, @

W, SHEMETORE LTS, W, SHEMETHRE LTS,

S HITEH - FHRZE D KT RE R O S BT - FRE B KW RE R O
HEFPIRIEIZB W T, 1181 10~20mg % 1 H HEFFRIEICB W T, 1181 10~20mg % 1 H
1 ERE AT 5, 1 e A iE7 5,

/MR /NR
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1.8 WfFSCE ()
— 4 = AT T — e TR Ak

AstraZeneca

WE, RE 20kg UL EOS K OVINRIZIZ =
VAT — b LT, ERL mbflﬁ
10~20mg % 1 H 1 B O#& 535, 7,

W, SHME ToE LT D,

OEAT m A RUEHIRIESEE 5RFIZ

TBI5 L+ ZFE TR 5 OO s il
WH. RAZIZ= Y AT7T =L LT1H
2%g%1alﬁﬁmﬁﬁﬁé

OHET AU V#EEHIFIC
(X FERES O FR 3 )
WHE. RAZIZ=Y A7 T =L LT1H
20mg # 1 A 1 [EREAFEET 5,

O~V anrygz—. vl OREOHE)
WHE. RAZIEZ= Y AT7T = LT 1H
20mg, 7EFTVU KT E LC 1A
750mg (Jiffi) MO Z Y Au~v ATl L
T 118 200mg (Jiffi) @ 3 Az [FEREZ 1 H 2
M|, 7 AMRARES S, kB, 77U AR
~ AL, MBI CHEHEETSZ L
NT&ED, 72720, 118 400mg (M) 1 H
2F% ERRET 5,

Ja hURTA e ERE—, TEXFITIY
VKT N T 2= A D 3EIEE
W&o~V any 5?% - En Y OREREDN
R DOGEIL, TR DR E LT,
SN PN ii/%77/%wkbflﬁ
20mg, 7EFXTVY KT E LT 1A
750mg (J1ffi) KM OA =% — L LT
1 [8] 250mg @ 3 FlZ [FIRFIZ 1 A 28], 7 HH
HAKET 5,

BILH

B BIEBEX

W A 20kg DL EOSH IR R OVNRICIZT
VAFZ— b LT, JERL mbflﬁ
10~20mg # 1 H 1 B A& 5325, 7ok,
Wi, S E cokE LT 5,

S O - R D IR R RE R O
HEFRRIEICIB W TR, 1A 10mg & 1 H 1[H]
BROEEGT 5, 7ol (KHE 20kg DL ETIIE
WIZJE U T 1 [ 20meg £ THETE 5,
O#X?D4F$ﬁﬁf£%5ﬁ IBSHE
1B X+ ZFE IBTE S OO 3 )

WE. AT AT = LT 1H
20mg & 1 H 1 FIRRAO&RE3 5,
OHET A VBB
- IR TR S O PR3 i
WHE. AT Y AT — e LT 1H
20mg # 1 B 1 [FEREAFEET 5,
O~YanyZ—. enl) OREOME
W, BAIZIZZ Y AT — e LT 1
20mg, 7EFT U K E LT 1A
750mg (Jiffi) KOV Z U A~k L
T 118200mg (Vi) @ 3F &R 1 H 2
|, 7 HEROEET 5, 2B, 77V AR
<A UE, BBEWS U TCHEEHEE TSI &
NT&ED, 72720, 1A 400mg (i) 1
20E% ERRET 5,

Fu hrRy IR — TEFIY
VKFIR N ) 2w AL D 3 KIS
LD~ any 5% - Bu U ORETRED
R DEGATE Wb DIRE L LT,
S PN ii/%77/awabfl@
20mg, TEXFVVYU KR E LTH
750mg (Jifli) KA ha =4V —/ L LT
1 [\ 250mg @ 3 Az [FIRFC 1 H 2@, 7 HI#
ROgh545,

BT EHEEX

<HEROHE (%)

DA T R RS Bl

o 10mg (F#EEEMm) >

2 BRI

%

OBES. + HEMEg. WaEiEg.
Zollinger-Ellison JEERE

FRA

WE . RAIET=Y AT F Y — e LT 1E
20mg 7 HARKCEEB L C 1 H 1RO #&E59

5, 7P, EE. BiEE., WEHIEE TS
B E T, +HEBEE I 6 i E Tok
595,

NS

BE. 1L EOSNREONRIZIFE= Y 2T

57~wkbf\m$2%gﬁﬁfilﬁ

OREE. +46BiEmy. va
Zollinger-Ellison JEfEHE
FRA

FRTES

Wi, RAZIE= Y AT T — e LT 1 H
20mg & FARKCREBLC 1 H 1RO

5, 7P, HE. BEE. WAETEETIES
B E T, +HEBEE I 6 Ml E Tok
&35,

/MR

HE., 1R EOSREOVNRIZIE= Y AT

?wakLT\WEwmiﬁfilﬁ
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1.8 IRFI3CE (%) AstraZeneca
A T AT T e TR AR
10mg %, K 20kg LA ECITAERIZIE U T 1 10mg %, AR 20kg A ETIHERIZIE T T

[B] 10~20mg % FARFK CREEB LT 1 H 1 [B#R
O&59 %, 7ok, @%. BI85, WAEHE
BCIE 8 M E T, + RS Tk 6 W
FCToORE LTS,

Ottt AE AR

A

\WE. RAZIZZ YA TT Y=L LT 1H
20mg & FHRFK TR LT 1 B 1 RO & 53
b, ¥, BE., SEMETO®RE LTS,
S HITHH - R E B KTt RE R O
HERRIE I B W T
THEE L C1H 1IRROBST 5,

/NR

BE., 1R oS REOWNRIZIFE= Y AT
?Y—w&LT\WEmgiﬁfilﬁ
10mg %, A 20kg LA L CIIERIZIG T T 1
6] 10~20mg % FRFK CRE L C 1 B 1 [FF
N&53 %, 7ok, @, M ETCORE
LT 5,
OV S ANMEE RE W
A

WE. RAZIEZ= Y AT T = LT1H
10mg %z K CRE L C 1 H 1 B O3
5, 7P, HE., 4EMAETCORLG LTS,
N

B, 1 Lo B EONRIZiE= Y AT
7/%wkbfijmm%mﬁmfﬁﬁb
T1HI1ERAREGT S, b, @, 48
METORE LTS,

OFATa A FHFIRIEIRE G RHCE
53+ RIS O A
WE. RAICIFET YA TSI — e LT 1H
20mg Z HRFK TR LT 1 H 1 RO &5
Do
OBHET AU V& GRFICKE T 2 BI85 X
+ ARG O BN H

WE. RAIKIZZ Y ATT Y — e LT 1H
20mg 7 HARKCEEB L C 1 H 1RO #&E59
Do
O~V any Z—. v'al OBRE OB

WE. RAIKIZZ Y ATT Y — e LT 1H

TUE

5 Hik

20mg & ARpKCTEEB L C, 7EF U K

e LT 1IE 750mg (i) KO Z U A
a~A & LT 1R 200mg (Iffi) @ 3%l
ZEIFFIC 1 A 2\ 7 BfROEET 5, 72
B. 77V Ra~A 08, SHBEIDLNCTHE
HWETHZENTED, 1220, 1A
400mg (Fffi) 1 H 2[A% ERET D,

. 1A 10~20mg % FAREK

OFEV S AMEE B

OEHET ALY v EHEICE
+ ZHRIBTE S O B A

[B] 10~20mg % FFEK CTRE LT 1 H 1Al
A&ET 5, 7ok, @%. B5iEEG. W iR
BT 8 MM E T, + IEEEE CIE 6 HH
FTORE LTS,

Ot RE R

BA

WE. RAIKIIZ AT = LT 1H
20mg Z KK CRIB L C 1 B 1 [mfk 0 # 54
b, ok, BE., SEMETOEREG LTS,
EDITTFE « AR E TRt AE R D
HEERRIEICHB W TIE, 18] 10~20mg % AREK
THELC1IH1IRRO&EST D,

NG

BE., 1 EoSREOVNRIZIFE=Y AT
?7~w&bf\mim@$ﬁ111@
10mg %, A 20kg LA L CIIERICIE T T 1
[A] 10~20mg % AR TR\ LT 1 H 1 [E#R
NG5+ 5, 7ok, @, SHEMETO®RS
LT 5,

S DICTEFE - FRRA M 0 SR Wi AE R D
HEFPRIEIZI\V TS, 1 (8] 10mg 2 HIIREK Tl
BLCTIHIRROREST S, Z2d, (KE
20kg LA TIEAEIRIZIS C T 1 [A] 20mg F THY
BTX5%,

DiLAE

BA

WH. RAZIZ= Y AT7T Y — e LT1H
10mg % FRKCREB L C1 B 1RO #&S53
%, 7ok, W, 4EMECORE LTS,

NR

BE. 1O EO/NRIZIFE=Y AT
Z =& LT, 18] 10mg %%Hﬁ*“(%‘\{%b
TI1HIBERAREGET S, 2P, @, 48
MEcokht+s,

O AT vA FHHIRIEREGRIC BT BiE
P33 A O B

BRA
\E . RACIE= Y AT — e LT 1 H
20mg & FARK TR\ LC 1 H 1RO
60

/NR
BE. 1m EOSBEO/ NI IF= Y AT
F =) LT, 1H 10mg %ﬁﬁﬁiﬁkfﬁf{%b

TI1HI1EROFEST S,

5 BRI UT

ﬁA
W, RAIE= Y AT Z ) — e LT 1H
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1.8 WfFSCE ()
— 4 = AT T TR Ak

AstraZeneca

Fa hrRBr A e — TEXFVVY
VAKFI R N T U A< A LD 3 FIES
W&o~V any 5(_. - Er Y OREREDN
R DOLEL, 2 b DIERE LT,
HE, AT ii/%77/—w&LTIE
20mg & K CRREB L T, 7EF U K
e LT 11E 750mg (i) KA he=
& — L& LC 1A 250mg O 3 Al % [FIEFIZ 1
A2ME, 7 HM&EAKRET D,

20mg & HARF K CREB LT 1 H 1 EROEET
Do
AR
HE . LA EOSR KR OVNRIZIET Y AT
F =L 7T, 1M 10mg %ﬁﬁﬁ#ﬂf%ﬁ@b
TlHI1ERAORET S,
O~V anRy zZ— - v'r ) OFREOMM
WE. RAIKIIZ AT = LT 1H
20mg & KRB L C, 7EF VU K
& LC11a 750mg (Jifli) KOV Z U A
n~A & LTI1E200mg (i) @ 354l
ZEIRFIZ 1 A 2\, 7 RO ET 5, 72
B, 77V Aa~A 03, HEIZE L T
HWETDHIENTED, 27210, 11H
400mg (Jiff) 1 H 2[A% ERET S,
Ta hNRTSA e EE—, TEFIIY
VKRR N T 2w A D3RS
Kié«U:A7&—-HBU®%ﬁﬁﬁﬁ
R DAL, Wb BIRE L LT,
HE. AL ii/%77/%wkbfl@
20mg & K CTIEE L C, 7EF U K
& LC 1A 750mg (Jiffi) KOVA br=
A —)L & LC 1A 250mg @ 3 A% RIFFIZ 1
H2[F, 7HMARAREGT 5,

<HEROHE (R) 2% 20 WGBS E 20mg (FREFBIEM) >

2 BRI

EHI%

OBE. + 1EE%. Wa iy,
Zollinger-Ellison JEEHE

A

WH, RAZIZ=Y A7 —r e LT 1A
2%g%mﬁmfﬁﬁbflalﬁﬁn&ﬁf
b, P, . BlEE. WERIEETILS
W E<T, += h%@rfié A £ To
HE&45,

INR

W, A 20kg DL EOS IR R OVNRICIZ v
ATZ = LT, EIRL mL11Em~
2%g%mﬁmf%ﬁbflalﬁﬁu&5¢
Do 7e¥s, EE. BHIEE. WEEHEE TIES
IR +‘?Mﬂﬁ#fi6 £ O
HE+5,

Ot B R

A

WE. RAIKIZZ Y ATT Y — e LT 1H
20mg 7 HARKCEEB L C 1 H 1RO #&E59
5, 2P, EE., SHEETO®RE LTS,
S HITHF - FRAED K R EE R O

OBEE. + IEIEE. WaiEgE.
Zollinger-Ellison JEfEHE

BA

WH. RAZIEZ= Y A7 Z Y — e LT 1H
20mg & AR KCREBLC 1 H 1RO
%o ek, BE. HIEE., WA HIELE TS
B E T, + HEEEE I 6 i E Tokt
L35,

IR

W, A 20kg DL EOShIE R OVNEICIZ v
ATZ = LT, ER mL11Em~
2%g%mﬁmf%ﬁbflﬁlEﬁm&5¢
B, 7R, EE. BHIEE. WATEE TS
W E T, +‘?Mﬁ5%fi6 A £ ToH
L35,
OWtE B R

A

WHE. RAIZIZ= Y AT T =L LT 1
20mg & AR K TR L C 1 B 1RO & 53
5, ok, BE., SEMETORSE LT B,
S DTS - PR A MR 0 SR i R 2% D
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1.8 WfFSCE ()
— 4 = AT T TR Ak

AstraZeneca

HMEFFRIEIZI W TIE, 18] 10~20mg & FREK
T L C1HIEROEST S,
N
W, A 20kg DL EOS IR ROV ICIZZ Y
ATZ =& LT, ERL ﬁbfl@m~
20mg & K CRREB LT 1 H 1 OGS
5, ek, EE. sﬁﬁif@&ﬁkﬁé
OIEART v A RUETIRIESE L 5RZ 1T 5 Bk
ﬁxi+*h%mf®ﬁ%m%
WE. RAZIZZ A TT Y=L LT 1H
20mg & K CRREB LT 1 H 1 RO G
Do
OHET AU UG T 2 BIBE5 X
+ AR IR O PR A
WE. RACIFEZ I ATT Y=L LT 1H
20mg & K CREB LT 1 H 1 R OG5
D
O~V any zZ—. v'nl OBREDH
WHE, A=Y AT —r e LT 1H
20mg Z K TRRE L T, 7EF U K
& LC1a 750mg (i) KOV Z U A
n~A 3k LC1IE200mg (Fff) @ 3 Al
ZRIFFIC 1 A 20\, 7 HRO®EET 5, 72
B, 77V Aa~A 0%, LEICNT THE
WETDHZENTED, 1220, 1H
400mg (Fffi) 1 H 2[A% ERET D,
Y bRy E X — TEXRIY
VKRR N S 2a~wA oD 3FIES
mié«U:ﬂa&w-EmU®%ﬁﬁﬁﬁ
R DOGEIL, TR DTEFEE LT,
SN PN ii/%77/%wkbflﬁ
20mg & K CREB L T, 7EF VU K
iy LT 11 750mg (JIff)) BROVA he=
& —)L kLT 1A 250mg @ 3 A% [RIFEIC 1
H2[E, 7 HE&OEET 5,

MERPREIEIZ I TIEL 1[5 10~20mg & FIREK
THELCIHE L ERO&RET S,

MNR

W, IRE 20kg UL EOSIR KR OVNRIZIZT Y
AT =& LT, SERL ﬁbfl@m~
20mg & AR KCREBLC1H 1 ERROEET
5, ok, BE., SEMETOEREG LTS,
S HITHE - FRAE MY IR TR RE R D
HEFFREIZB W T, 18] 10mg % FREK TR

WL CIHIERO®EST 5, ok, (KE
20kg PLETIFIEIRIZES U C 1 [[] 20mg F THY
mTXD,

OFFEAT v A NERIRIERR GRFICHIT 5 HiE
5 X3+ FR TR B O P38 i

WE. AT Y AT — e LT 1H
20mg & AR CERE L C 1 H 1 RO #EE3
Do
ORHET AU T
+ FR RS O TR |
|, MAZIZ= Y ATT ) — e LT 1H
20mg & AR KRB L C 1 H 1 EROEET
2o

O~V anyyZ—.vul OREORHE

|, MAZIZ= Y AT — e LT 1H
20mg & FRFAKTEEB L C, 7EFT U K
L LC 1108 750mg (Jiffi) KOV Z U A
n~A Tt LC1E200mg (Fffi) @ 3 Al
ZRIRFIZ 1 A 28], 7 AR OKRET S, 72
B, 77V R~ 0%, BB L CE
HEBETDHIZENTE S, 2720, 11
400mg (Jff) 1 H 2[0% ERET S,

Ta rrRTSA e EE—, TEFIIY
VIKFI ROV U Aaa<A D 3HIEE
ﬂ:ié&ﬂzﬂﬁ&—-EDU@%%ﬁﬁﬁ
T DAL, Wb RFEE LT,
WE ., RAIZ ii/%77/-»&bf1@
20mg & K TR L T, 7EF U K
i LT 1IE750mg (i) KOVA hr=
K —)L & LC 1[H 250mg @ 3 A% [FIRFIZ 1
H2[El, 7 HME&EOEST 5,

BT 5HEEEX

(B ERHL]

RE OFJHIBE TG L-/hNERE . N
EOVN'G
PER V2O Z B & LTZENE
EROHE] OHEZHRE L 2734HEHSMH)

RE DH#EFFIF L
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1.8 IRFI3CE (%) AstraZeneca
—WE T RS T—w T R AT

REE 10 kg LA E 20 kg A D #ERFE 226 CRlBR IR 208 L T D961H 10 mg/ H 23 G- s vz, &
20 kg UL E oW E 2E TOIHITERY] (Week 0~8) 12 D961H 20 mg/ H 8% 5- & 41, Week 8 UL
Bk DHEFRFEIEIT 10 mg/ B T 5-BAMG S 17-, Week 8 LR, 4 128 20 mg/ H ~HE & L 7=, 20 mg/H
PR L7246 CrE, HERITERITBIRSUIER L, HEHZ O RE OFRIIR -7, £,
B ORI OBEIT o T,

PLEX Y 1L EOSIEROVNRIZH T 2% - FRZ M0 KT RE OHERFEIE L LT
D961H 10 mg/H % 1 H 1[I O# 5 L, (KE 20 kg LA EO/NREE TIHERIZE U T 20 mg/H
WEAREE T HEROCHEIIRYTH D EE X T,
NSAIDs X% LDA R H > GU X% DU O

R 10 kg LA 20 kg Al O #RE 2] CRUBR I 28 L T D961H 10mg/aﬁx&5énf_o (L
20 kg LL_Eo#EERE 25 TR 418 L T D961H 10 mg/ H 23 4% 5 X 41, 20 mg/H ~HEE L7
PERE 1T\ R0 T2,

{RHE 20 kg DA EOERE 2H15° GU OB Z A+ 28R F TH Y . DU OBEEEZ A3 2 #hR
FlIWiehoTo, 723, DU 1L GU ERRRICHBROSWmE & 72 b Z L Tol sz éhé &
RHEE 10 kg LA E 20 kg A O HERFE TlX DU OHERTE 25 1 BRI DALY, AR TR I
AO LT, S2HE D DISIH OFHAFE T L TNWD Z &, HARABRANEE Z 521 D961H D
GU } O DU OFFE M 2h 2 gt L7=ABR (D961HC00001 585k, D9I61PC00001 #ABkR) Tix B4
TRAINE R VB BVENRBD iz Z LD, DU OBEEREEZH T2 20 kg UL EO/NREE 2B W
TH., GU OBEEEA AT 5 20 kg UL Eo/NEEE & RRICA IR LR TE 5 8%
2T

B AHFBITI~4BONEREENRLE L TBY, BERBES TIIRANEEENRELI LD
SARVEEIZY DIGIH M5 b Z Evn, 10mg/H 25 20 mg/ H ~DHE B ORI 13 72 2
EIFBFEOARFER L e D AlReEnNH D & 272, LorL, D96IH 10 mg/HIZ XY 95.5% (21/22
B) OPERE T GU XL DU OFFREZFHEHT . FH LI 1 HIT-OWTE EGD i R T 20
mg/ H ~OHEEITMLE 7200 E I S v, 20 mg/ H A& UZEFIT W e o722 & & E X,
20mg/ H ~DIEEDOMLEME T2 &5 2 T2,

PLE XY, NSAIDs Xid LDA Z# AR L TWA/WNREE O GU XL DU OFFEMHIZR LT,
D961H 10 mg/H % 1 H 1 B AF G- T2 HELOHEIZR Y THL LB X T,

1.8.3 FRLEDEE () RUZDHRTEIREM

AFNOFEH EoEE (R) 13 TEERAERLOE AL SN RMACEOTHEREICOWVW T (K
I 061155 15, 346 A 11 B, 202247 H 21 HEKET) I2HEHL L . ERIRSBRARAE I
HAOXFEL,

<fEH EDOEE () : 2F U078V 10mg KT 20mg, F %37 LI TR/ 10mg
KX 20mg >

R EoEE (%) R E DRI
L BR ROBEIZITEE LN L) BEARRDO R T T N TR
2.1 REND RS U CRBUEDOBEERE D & 5 B 10mg Je T8 20mg, 15 ¥ 7 LR
22 T AP F AR, VYY) UHBE A RSP oRE (1015 A3 10mg K Of 20mg DL
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1.8 IRFI3CE (%) AstraZeneca
—WE T RS T—w T R AT

] WICELRE L, (EHZL)
5. ZhRE ST RICBEE T A EoEE

FEAT v A RYEPIARAESEE 5052
i)

S1BEY v~F, ARMEBEEES BT AEREHEDOICHEAT
A RHPIRIER 2 EGRS L CWAHREL RGNS E L, &5
WRICER LTt BIBE I+ HEEERoOME2 MR T2 &,

BHET AV U RERICI T 5 BIEE I+ a5 o FR )

5.2 M2 - #BROEEMHI O DIEAEOT A Y U Efkg#RS LT
HREELZERENSRE L, WEBIRICE L i, BHiEE XX+ B
TOMEEMRTHZ &,

B D HIEE T+ RIS O %

(NVany z—.val) ORREO/R)

53 HEATHIEMALTY Vo EICKIT 2~ a7 22— - v'n U REIREOS
IPEVITEST L TRl

5.4 BERs PRI R VESR BT LT, A R4 VSR8 RL, ~V
ANy H— - Er ) BRETREESEY) &I S B E R O AR BRE TR

EITHZ &,
5.5 BHIE ST 2 NHREEMIERE H USMIIE, ~) a7 2 — -
FREVERIZ L 2 B ORIEMHNZ 3T 28 21 IMEST L Tuveuy,
56 NV Ay g—. v Y EREERICHWLEICIE, U ansy Z—.
uUﬁ%@f%é LR OWIREEREICL D~ 3y X — . tu)
BRERTHDZ LR TDH L,

|= =)

BEAGRD X% 27 A 7 &1 10mg
KUR20mg, 3> L IRE R
43/8310mg B U20mg D FE#IZHE L
RE LT, (EHEZRL)

TREROH RIS 2R

(AT R

7.1 BN AT 20kg LA B DS K OVNEIZ VT Hﬂm@@m%ﬁ%
THEIRBDLNZHEE 1 A 20mg Tﬁ/“f‘?"%ﬁ 5z
7.2 Fe R T OMERRIRIE CHBERRD iz %5wi?%@@¢%
Wb, WA, T AR O RER AR m%nt%éi\&wfmﬁfﬁ
EEZITV, TORPUE SN CTHLOEY GBIV B2 5 2 &
EEETHZ L,

GEOD AN E BB WFTE)

13 BB 2% A BRE U CHIREME L., EROUEEN2FED b
ROBAITIE, BRI ORI N E 2 B D T2 OO Y] 22 5 R A~
DEFEEZET DL,

BEAFROX XV T L7 /L 10mg
KR 20mg, R T LI AR
476 10mg KON 20mg DLk, A
TR e AR ST A AR R A
TR D, WFERIE R OHERE
ETONR K OVNEO AR O

BICESEIFELRE, (R

A& T)

8 R FANEE

(ehhedtim)

8.1 Mk, IFHne, BHREIERT D Z &,

(WM A B 46)

8.2 WA 4 DHEFFRIEIC SV CIE, T%E » TR A 4 IR ot
LEET DL & L, ARMERREDOLED R WBFITHEET D2 &
DRVEIBETHZ L, £, MEFRETIIEYNICNREIRE 2

FT DR EBEL T7IAT I ZENEE LY, ek, ROFHEIZ|
SEETLHI L,
8.2.1 FIFE DRI, JERORRES 2B 8 L THEFPRIEO B 212 IRT 5
NP
8.2.2 FMFRIREN BAFIZIRTZAL TV D LI ST 5B IIRE TR E %
BEIDHI L

BEAGRDO XX > T B TRV
IOmg&U\ZOmg E AN 3]
FHPERT 238 10mg J O 20mg DFL
HWICHECRRE LIz, (BHERL)
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1.8 WfFSCE ()
— 4 = AT T TR Ak

AstraZeneca

8.2.3 EMIRIC Mk, FFEERE. BHEREFOMEZITO ZENEE LY,
GEO S AL B FUE)

8.3 HEATHR L TIZMIRICT L 0 JgoiT . B O Hiti s O BRI HiLiE R 254k
KLALGNLZE (LEMBEZY2ALLL) 2RO LEETDL L,
B, ARIORGDSHRE, BB OB L OO LIRR R
EDEREZBMT D ENHDHOT, AESERAEZICLY 2 b0k
BTRVWI LRI DI L,

IRMEDEREAT HEEICET I ER

9.1 AOHE - BEERE D & 2 B

9.1.1 SRWEHUE DA D & 5 B

9.3 FFFkREm E A H
HFR#ECHD , MPRENEL RI2BEARDH D, [164 5]

9.5 {Thw
B0 SUTATHR LTV 2 ATREME D 8 2 eI T, TR LA B
PE EE D EHEENDEEICOREET L &,

9.6 =3I
TRIR EOF MR ORAREZEOE R L BE L, B T H ik
ERRITLZ L, AROT IR THDLA AT TV — L TOEY IR
(7 v MEA Smg/kg) T, BEAF~BITT L2 LAREINTVD,

9.7 /&
EWNIZR VT, RHARER, e, LR Exg s Uk
FEhiE L CTURu,

9.8 FlinE
ERAENORGZGT 22 &, —MRICHHERE. & OMATEAENK
TLTWAZ ENEL,

BEAGRDOX T T LA T
10mg &% T 20mg, %2 7 LI
FHPER 738 10mg F Y 20mg DFE
FICHECRE L, (BFEZRL)

1048 A 1EH

T & UTHFRGHIEEE CYP2C19 KU CYP3A4 TR#@T S5,

F7o. BEESWHIHEHWERIZ L0 JFHEAORINE A SUIME TS5 2
LD, [164 5]

10.1 EAZES (BFA L7Zsnz &)

SN % AR - HEFE TR B - SEBRIA T

T E YT EVEREE| T 2 YT BV R R M 0| AR H] 0 H Sy W E S
B (v 7 % v ERZRBET28EN|L0 T 2 YT EVhiikED

) Bd D, WEEME T L, 72 ¥
[2.2 &MH] EL O RE MR T 5
b b,

UAerel s HERlU Ve e R O\ ARR O E ER S WA E R I
W (=Y 27 VWERZE#HTLIEBZR|ED YA E Y VIEBRED

) BdH 5, WIAMET L, Uarerel
[2.2 5R] YOMPIREME T2 2
ENRdD,

BEARDO R T T Lh T Rv
10mg X U 20mg, ¥ o 7 LRERE
FARERI Sy B 10mg 2 TY 20mg DFE
FICHECRRE Lz, (EHEARL)
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1.8 WfFSCE ()

—Whh Y AT T =~ TR T BRI

AstraZeneca

102 PEFRER (PEFHICEETH Z &)

uaRAE Y —)L
[16.7.1 /]

N7y
[16.7.1 ZM]

PreefER 2 8m L, H
MIZEDBENDH D,
=0 N = S =3 5]
HEHELE (INR) fE%F 1
TREEE RE D E BN+ 01

HEHN 4, 5 FEPRAEAR - HEE 5k HEFY - a1
T BN IS OIEANOVER &8 | ARFNLFINTEOTF -7
Tr= kA Y WTDHZENBD, 0 — A P450 A IR (TR

CYP2C19 TIR# &N 572
O, AH LR CIHEEE T
Rt =23 oK, BE
WEABLESELIBTNAND
%,

BLRRbRETDZ
L,
Zra Y NZKF &7 v ) 52O FEE MAEEROTEIIRHTH
Y NEFRTLHZERHD, |5,
ANMPLEFY—b [BHEDOA B FLFV— |20 OES DI R EN
FEBRETLEAIE. | EATZERND D,
R ARA O 5% 1k
THLEEBETDHZ
L,
A= S 2D OIRANDOVER %4 | AK 0 H Bk o Bn e I
AFAYIAFT LV |BTDHEND D, X oIk ok
NHEh, IR roo
M AR A BF4 5 Z &2
H5,
A FZaFy— |2 b DOIEAIOIER & | A H 0 F i s ER I
FairRF—P|RTDIENDH D, X0 2B OEA ORI
FH =1 NET L., ZhboEHKD
FI4F=T mAFEEMETF 322 &2
—nF=7 H5,
T F=7

AU atry—v | REIOERZERT 2 2| AHK O Cmax LT AUC 238
LBb D, miyszsEnndHsd, RV
TG — U ARF O AR
#F  ( CYP2Cl9 K O
CYP3A4) #HET DL &
NEZOHND,
FNT 4 FENRA | RVT 4 FEVOERE (FHEAEROBFIERATH
SOV WETHZENHD, 5,
A IUA XY [ KAOEREZHTETLZ |8 a3 vA XD Y URK
>~ 7 (St. John's ENnBH 5, HORHIEEHE (CYP2C19 K&
Wort, £ b - UNCYP3A4) #FFEL, K
Tag—r R U— F DA HIMIEHE S i i
N EHERM EMEFTHZEnE2D
N5,

BEAGRD X T U Lk 7L

10mg &% T 20mg, %7 LI
FHPER 738 10mg F Y 20mg DFE
FICHECRE L, (EFERL)
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1.8 WfFSCE ()
— 4 = AT T TR Ak

AstraZeneca

11. @IEA

WOEIWERRH 5D Z ERHDHDOT, BlEE+H3ITITV,

D ONTGEIIEEE 2RI 570 Sl @B AT 2 L,

11.1 ERZRRIVEH

Nillvayr, 7F7 4 7% — (T HEEEARH)
Vavy, TTF7 4 7% — (MERE, [UEJERE) Bbbb
NHZEBRH D,

11.1.2 LRI AE MR EE, WirER . (WIS EERE) | M
AMRIEA (1%A)

11.1.3 BUEATA, ITFHRERE . #E, IFAR4 (W30 b BEEERE)

11.1.4 hEPER B R#EE (Toxic Epidermal Necrolysis : TEN) . FZJikh
JEARSERERE (Stevens-Johnson JEMERE) (W34 & 4HE AR BH)

11.1.5 BV PER 2 (B ASER)
WK, PR IR, AL, MIEORY (8EE) SRR LNGE
(I, M E X AR, E CTSohE2ER+ 52 &, WE
PERR B BN AIIT B G2 Tk L, BB R LVE B O
BESp@Y e @ E2{To 2 b,

11.1.6 B MR &, SrEREE (O3 b BEERP)
BHSRERAEME (BUN, 7 L7 F=0%) ICEETDHI L,

11.1.7 BB Rl e (BEEEARE)
PR, W&, CK BR, PR GRPIA ey EHER S
LPNLT EDRH D,

11.1.8 &7 U v Al (BEEEARH)

11.1.9 SEELIRRE (BEEARER)
PHEL, WL, RN, ORERDHLDND I LR H D,

11.1.10 A mE (BHEEARR)

11.2 ZDfthDEIEH

(B, + 5. WaEEE, YRtkaEL, 0L AT AE

WiPRAE, Zollinger-Ellison SEMERE, AT 1 A FHEHIRIEIEK GRS T

2 BB T+ HEEE O BRI, KAERT A ) LR RICRT

2 BIEE T+ IR B o B HD

I

5
o

FHA

=1t

1~5%A 3w 1% SEEEA B
W EUE W, RER, 5 DR, ZIBAEE
TH ks Medm, TR, ME, (SR, O BIMEERI KRG
fERA, APNZE, B> |# (collagenous colitis,
CHIE, 1B lymphocytic colitis)
AThiE | TR B
1% 1 BRI
FotH SR, SRECE. RIRSE, 5O
PR R R, ZEEO EN
ZDfth CK k5. [ElAMED £ (WRME, BIHDE. fim. 7%
WV, B, RO BRI, ZTHE. 0
R KT, R~ 7 %20 A MUSE
B v NSE, (KA
U o AMIEZFED Z &M D
%) . RAEVEFEIE

BN 2 R L L= 72 VIO RRRER (RIRUEGRR R O 7 2 7 L[S 11
FHERRGRER) ICHERSERE LTV,

BEAGRD X T U Lk 7L

10mg &% T 20mg, %7 LI
FHPER 738 10mg F Y 20mg DFE
FICHECRE L, (EFERL)
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1.8 WfFSCE ()
— 4 = AT T TR Ak

AstraZeneca

NV anyz—. ol RO

BEROBEIC WL, BB XTI+ HEEEIcRIT 5. AfloZ
BIERKOARAT T =N, TEXFTVI VAR E N 7 Aa~A v
YO 3FBEEORFRIZHES L,

5%LL E 1~ 5% 1 %A
IBRE 35
Wk | T s wOfER N 2. EER, e, H 2GR
( 334% ) | |B. BER,
B R OB OF|EL, B
(10.5%) Tk, (EEY
I AST b5 JITFERER W . ALT B3
Al-P FH, U LrE Y E
5. LDH L5
JiilRE3 IFERER B 2. /MR
W, A, Bk
%, FLERSY R
FERRARE R BEHE. L&, ©=F
VY, AR E
Z Dt PRBERGE JRE A, REEER
WMalL AT o—L kg,
QT IERK . BE, &
B, VR, BB,
TR

) HERHZET,

BEAGRD X T Lk 7L

10mg J O 20mg, % ¥ 7 AR
FHRERI Sy 5 10mg & OY 20mg DFL
HlcHECRRE Lz, (EHEARL)

12. B R AR A T T

(Y any Z— . vn ) OREOHE)

ITIAT TG NVEOT O NIRRT e B =T XU KRR
W, 770 Aa~A U EOTEME LA =X — VORI
B TESA T, 13C-IREPKERER DM E MBI 22 D ATHEER & 5 7=
W, 13CRFBMRABRIC L DBRE HIEZIT H LA, T b OIEFI DR
5 TH% 4ABLEORSCET DI ENEFE LU,

BEAGR DR X 7 5 7 E/L 10mg
KO 20mg, A3 T LR L
53E 10mg K OF 20mg DFCHIZHE T
RE L, (EEARL)

1438 EoEE
14.1 3EHIAR AT R DV

PTP @EEDHANT PTP > — OBV H L TRAT A L O fFET S 2
& PTP U — ORI IV | BWSLASA BRI A~RIA L, HiCik
BHERZ U THIRAREOEERGINELIIRT D2 b5,

BEAGRD X F 7 5 7 &L 10mg
KON 20mg, 5% 3w AR AR
53E 10mg K OF 20mg DFCHIZHE LT
BRE LTz, (EEZRL)

15.F D DIEE

15.1 FEERAE I HS < B

(Zhhedam)

15.1.1 RAO BB FIZBEHEOBRY — 72RO L OWMERH 5,

1512 RAOE G2, BEICLAEREZRT2ZEn8H 50T, BT
W EEHERLTRETH L,

1513 WM BT DB OBEMNIET, Yu bR T A e X =2 L
DRI BV CTEHERE IS O KB BT, FEEEIr. THEET
DY AT HMDBHE SN TNWD, FiZ, SHEAOCEHM (1 4L
£ OEFEEZTTEBEE T, B0 Y A7 B3Nz,

15.1.4 AN IIT 5 FICABRBE 2 4 & LT EROBENE T, 71 b
VIRUVTA e B —ERE LIZBREICBW TR A NPT L
T4 T4 VKB BEEGEO ) Z 7 MR HEE ST 5D,

BEAGROAXF v A 7L

10mg X Uf 20mg, 3% o 7 LR
FHRER 738 10mg B O 20mg DL
HICHECRRE Lz, (BEEARL)
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AstraZeneca

FEO D ANMEE RIEWE)

1515 BENBYRO®mY A7 Tho EEZ NI TEBE., R~ =
T EAEHTHEEOVTIICLEY L WA IIIARIOIRFR R
DELIIT WATREMD B 5,

15.2 FEERARBRERIC S < EH

1521 7 v MIAKIDO T IR THDLAATT Y =) 1. 7Tmg/kg Ul L% 24
MRORE L-EURBR T, BICHIALT /A RORERKRLNT- &
OW|ERH D, ZOHINTF /A FOREIZILT v MIFARFFRMENT
OHILTND,

1522 7> M, TH LT V7TV — (50mgkg/H) . 7EFT v
U2k F (500mgkg/H) K7 Z Y 2ua~<A 3 (160mgkg/ H)
ZHERRG LI T, BB TOFEEOHEMRE & IR IEORE
I OB TR HNL TN D,
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1.8 IRFI3CE (%) AstraZeneca
—WE T RS T—w T R AT

1.8.4 RMIXE (F)

XY DA TR F VT DEEABRL O ORMSCGE (R) 2R Lz, bk, /KR
FIH— A AGRH R E 9 AR FICHONTE, R E (B) BT IF#RTRLE,
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NEX-15.

*2024FE5HSGET GBS HBERE HAFEEE (M) VYa bRy T - f ey —
IVRXTSIT =N T2y LK H 7L

0

202356 A iiRT (B4R BEER/R)

fir

% BiRRF

AHRIHAM : 34

VUysE Jr S

RAORMLEEZZRT L L

BAEE SR

2F¥IALhTE0mg
L2F¥IhnFel20mg

Nexium-‘capsules

) EE - BSOS ZICIVERTS L

872329
10mg 20mg
Aid#s  |22300AMX00598|22300AMX00599
HR7E R A 2011494

2. Z2(ROEBHEICIFES ULV E)
2.1 AFIOBFIR U CREBREOBFR O H % BE
2.2 7Y FEILRBE. YL VIEREZ RGO RS

[10.128]

3. #HR% - MK
3.1 #HRk
W7 IF T LA TEN10mg 2 F T LH TSN 20mg
15 7 1h TR
EHR IVATFJ =)L 10mg IV ATV =) 20mg

(ZV RS =L TR
LKA E LC11.1mg)

(ZIYRTSI == TRy
LK & L T22.3mg)

NN

EI)ATFTIVVEBTYEY V.
v rRoFyFuitilo—
Z e AT — A AF T »
B XTI LAY T IVE
IR —=LD.RY VY ILR—=}
80 .H %t - 7> T UERREK, ¥
NI JZVEBERN)IFIL

EI)RATTIVVBITYEY U,
tRroxryFoiltilo—
Z e FURAT— A ATTY
B 7T TL AT 7Y IVE
IR v —LD.KY VILR—h
80.HME - 7> 7 U ERIREE R
IV TIZVBEN)IFILE

@lE KEl028
3.2 BIFIDMHR
7% FFTIAHFELIONG | FF T LN FEL20mg
51 7R IVA]
[EN:15iA HNEY : B~ <K 5 TVWEBDOBRIAEENTH 5.
7 BEROBEEERERD D ENH S,
. R (F+ v ) BLuHE(FyvY)
" 5§ LHE (£ 1) T TVEAK(ET 1)
- 58h L 5877
- (H 7EIVERIC (17X IVERIC
[AZ3F ¥ 410) [AZ3%F 3% 420
DFEHEH V) DOFL#EDH D)
i %?’é 11.40(mm)
FErE 4.90(mm)
WHa— K AZX¥YIL10 | AZERFYUL20

4. FEEXIIFHR
(FFYYLATEILI0MEG)
OBER. TR EE. . NEIER. ERERER FFUSARER
EEHE. Zollinger-EllisonfEl&E$. 3FR T O 41 FIEHINIERIRS
BICBIF3BEEEX I+ EHEEE0BERINEEFAE7 Y
VESRBICHIT3BEEXF T IEEEE OB R
OTRICHIFBRIAUINTI— - OV DREDFEED
B85, TTIEIBEE. EMALTY V/\E. SRS I/ RSN 2R
bR RHISEICH T 2 NRHEINEEEE. ANV INTI— - ED
URBEER

(FFVD

LA T&IL20mg)

OBEE. TEBEE . UEEhEE . ¥t RIER. Zollinger-
EllisonfE(®E¥. IER T O 4 RIEHINERIRSIHICH T 2BEEEX
FTHEEEREOBRING ERE7 ALY VIESEICHIT2E
BEXE T HEREE OB

OTRICHIFBAYINTI— - EOU DFREDHED
BiBE. TTERER. BMALTY V/VIE SR/ WRIRIA SR
bR, REIBEICH T ZAESENGEEE. AU INTI— - EDO
URBRRER

5. WEEXIFHRICEBHET B:FR

FERFOA4 REMRERERSIFICHIFEBEEX T T 55 ES

DEFEINH)

5.1 B 7~ F BREEBEEESICB ) 2EREESOLDICIE
AT U4 FEFERE 2 BIARGERES L TW 2 BEE2REHRE
U SRIGICEE LT BB+ i8R EE o BEF: % /R
BT E,

(BERE7AEY VRSBICHITZEEEX T BB EEDER

D

5.2 Ifit% - BROEBRIMEID =D ITBHEBO T ALY 2 kxS
LTWAEBEZRGMRE L ERSHBICEL Tk BB+
ZHRBEBEOMREEZHERT A &,

(NUINTI— - EOVUDREDHED

5.3 #/THIEMALTY VSIS T AAYaNyZ ¥ — - 'O YR
EIREOAME I LTV,

5.4 BRI/ EEIRICH LTIE HA RS VS22 R
LAY INT Y — -0y REREY Y] &0 S 2RI
DOHREREEITO Z Lo

55 BHBEEICHT 2 ARGEMNEERBOUMICIE. A anNy
& — - 0V REREICK S BROREINHNIC T 2 G301 L
LTV,

56 NV IaANTy— - EnYBERERICHWSEICIE . ANY NS
y— - u U pBETH S ERUTHREREICEDANY N
Z— YO BRERTHH I ERERTH L,

6. FENUHAE
(FFYILATEILI0ME)
BiEE. T—iEEEE . WSERER. Zollinger-EllisonfE(&E#
A
BHUBACETY AT 5V =)L LTLE20mg#% 1 H LEREC
BET 5. 0B E8E. BIEE. WEBEE CREME ¢+ TE
IS CI6EM E ToRE LT 5,

INR
EEBMEOHRBRONEICIETY XTS5V =L E LT A
E20kgA i T2 1 10mg %  (AE20kg M _ETIRERICIE U T

1E10~20mg# 1 H1E# #5526 @8H . BEE V&
HES CISEM L T BB CROERE ToRE LT

2o
WRERIER
A

BELRAICIETY A 75 =)L e LT 1E20mg% 1 H 1 E&E0
B59 5. 28088 . 8EMEcoRE LT 5,
EHICHH - BBV IRIEREREEROMERREICBVT
2. 1E10~20meg# 1 HIEE O 59 %,

g
BEVIRY EOSRBONRICIEZY XSSV —)LE LTR
HE20kg AR TI1X1[E10mg% fAE20kgbl ETIHERICE L T
1E10~20mg# 1 H1EREO#S T 5. 2B B8HE . SEMETOD
B5&£9 5%,
EHICHH - BBV RIEREREEROMERREICBVT
2 1E10mg % 1 H1ERO#%E T 5.2 B EE20kgl LTl
FERICIS U TIE20mg E THETE %,

JEU' S A B BEETIE

RA
BEHEURACIRIY XSV =)L LT1E10mg# 1 H1ERED
B59 5. 48085 GEMETORSET 5,

INR
BEEVIBRU EOMBRBRO/NRICIEZYRA TS —)LELT, 1
m10mgz 1 HIEREAOKEG T 2. 28 #0E 4GEEE To®RE &
95,



JEZXFOA REMRERRSIFICS T 2BEENETEEEE
DEFHH
RA
BE RNV AT TV =)L & LT1E20mg% 1 H1ERED
#5935,
IR
BEEL IR EOSHRBEO/NRICIZZY XA ST —LE LT
E10mg#% 1 H1EFEO#S5T %,
BRE7 AV VSEICBIF2BEE I T 2EBEEDER
21111
A
BEURAEIY AT TV =)L & LT1E20mg% 1 H1ERED
®59 5,
INE
EEL IR EOSHRBEOVNRICIZZY A STV —LE LT
E10mg#% 1 H1EFEO#%59 %,
AYUINTI— - EOYDIREDRHE
BEURACEIY A TSV —)Le LTIE20mE. 7EF Y Y
VK E LT 1E750mg (Fifif) ROV SV 2a<wA4 e LT
1[E200mg (F1i) ? 371 % 21 H 206, 7 H OS5 5. 7%
BII)AUTA VYR MBBIRCCHEBET A2 LN TE
%7272 L\ 1[E1400mg (F1fif)) L H2[E % LR E T 5,
TabhYRY A VY= TEFT V) VKPR T T S Y
20w A Y O3FFTEITLBZANY INT F— - ¥r ) ORER
PRI OBE X CNICRDBIBEE LT, BERAICIZT
VAF5Y—)Le LTIE20mE. 7 EF ¥ ¥ YRR E LT
[m750mg (7)) RO A hu =4 —)L & LT 1E250mgD 35|z
[EIRHIC L H 200, 7 H RO 5T %,
(RFYILATEIL20mg)
BEE. T TiEEES. WEEES. Zollinger-EllisonfE(&E$
A
EHEVRAEIZY AT TV =)L & LT1E20mg% 1 H1ERED
59 5. 280805, BEE VEREE CIX8ER £ T+ 21k
BB ClkoEME ToRE LT 5,

INR
WHEE20kg EOSRFEOV/NRICEIY X TSV —LE L
THERICIECTIE10~20mg#z 1 H1IEREO®ET 5.2 5.

B BEE WAREE TISERE T BB EE T3l
METoR5ET 5,
PERERIER
A
WEBRACIIZYATSY—)LE LTLE20mgZ 1 H 1ERED
BE59 5. 28.08%. QABE TO®REET S,
SHICHH - BRERVBETHEREREROMFERICBNT
3. 1[E10~20mg% 1 H 1 ERE O 57 %,
INR
W ARE20 kgl EOSREO/NRICIEZY A TSV —L &
UCERICE U CIE10~20mg% 1 HIEROHRET 2. 7%
BB SHEEXTORSET 5,
SHICHEHE - HREBOERTEREEBEROMRBEEICBNT
L 1EN0mgz 1HIEREOKRS T 5.4 B 4E20kgll ETIE
FERICIE CTLE20mg E THETE 5,
FERTFOA REMNERRSEICHIZEEEX T T EHEE
DEFINH
WEVRAICIEZY AT TV =)L & LT1E20mg#% 1 H 1 EFEO#
535,
ERAE7AEY VESBICHII3BEEEN T 2EREE0ER
10l
BEEVRAEZY AT TV =)L & LT1E20mg# | H 1RO
535,
AUINTI— - EOY DOREDFEER)
BEBRAIETYATSY =)L ELTIER20mE. 7 EF Y
VKA E LT LE750mg (i) R 759 2a<wA > E LT
1[E200mg (F1fi) © 371 % K21 H2[E . 7 H OS5 5. 7%
BV AUTA Y VB MEIS U GEEEET A ENTE
%7272 L, 1[E400mg (J11ii) 1 H2[E % LR E T %,
TObNYRYTA L EY = TEFT Y VKHMIRT T 5
2834 ¥ YD3FREGICEBANYANTF— - ¥a)) ORER
O RRIDOBEIL. CHICRDBBEE LT, BE RAICIZT
VATV =L ELTIE20mE. TEFT T VAKMME LTI

[\750mg (F1ffi) R O' X b a =4y —)L & LT 1E250mgD 35| %
FIREIC1H 20 7HER OS5,

7. FBERURECEET 52
GETRERER)

*7.1 A IZAE20kg Ll EO SR BKO/NRICHE LT 1H10mgD
ML CHELI RO SNBAIZIH20mg THIAEZTH 2
k.

*x7.2 RAKHB TOMBRETHRENIRD SNIIGH.H2VIETH
B OREERD . R EESOERASRD 5N z5 e 0
THHRESBRES 21TV TORRICE DL T OB 2AEEIC
PO EE2EETHE,

GEU S A B BIEIETVE)

7.3 H%E5RE2AK 2 BRE U TR 2R UBIRO sE Em A58
HOoNLWIBHITE BERUNDIRREAE 2 515 7o fthoi#E
YBBEANOEE2ERBTH &,

8. EEREAWIR

(GhRELLE)

8.1 Mif FFiee. B aESRICER T 5 2 &

GERMERER)

8.2 MM EEROMREERII OV TII B - BREZHRVKTE
BN LEET 5 & & UL ARMERRIEDOBED 2 W EBE I
532DV ESHEET B & HERRERIERII
WHEREZEMT 22 EBEZ TITIIEPEE L V%
BIROBIHICTITERT ST &,

8.2.1 HHEOBFE EROBEE 2 EE L THFFEOHREZ®
EINC IR

8.2.2 HRREHFRIFICRI-N TV S LA S NzH A IREIL
BEZEEIHI &

8.2.3 EHIHIC MR I EE . B RES OB 21T CEWEE L
W,

GEU'S A EBRIERERAE)

8.3 LK L TIARIRZIC & D=1\ B M RS o R3S HREIR
PRORLAEShS & (1EBS -0 2HE L) 2RO LRE
T2 LB RAIORS B BEREE OB EE K& Ol
HILEERIC K DERZRMT 5 2 &N H 250 T NHERES
WKLY NS DEBRTHEWI E 2R 5T &

9. BEDHRZEIIEEICHITIIER

9.1 GHIE - BEEEDH D EE

9.1.1 EYBREEDEIEEDNH B EE

9.3 fFisEEESEE
FRH#ETH O MTPBENEL 22BENWHNH 5. [16.4201]

9.5 1FiF
R ATIEIR L T WA ATREME D H 5 I X GRE Lo B RS
fakErt 2 LE 5 S K ENBIEHFICOARET BT &,

9.6 1%ZLIE
HE OB ST R ORBIREO ARSI Z2ZE U EALORK X iX
FiEZ BT A EARDTEIETHHLFRA TSI —ILTD
YR (T v MEOSmE/kg) TRAHRABITT 2 2 & FRE
SNTWV5,

9.7 INR
ERNICBW T EKHAERER FHER AR 2 WR E UZEERHER
WEEH LTV,

9.8 EEE
BREDY SRS 2BIAT 5 2 & —RICHTHERE. Z Dt FRHERE D
BEFRLTWVWAZENZ,

10. #8E{EA
F & UTIFR#ABERCYP2CIORU—HCYP3A4TRA S N,
F 7 BB WIMEIERIC & 0 GHRER ORI E ERZETS
BB ENHB.[16.45H]

10.1 HARRHALBVT L)

HHIH % AR - 1B A E BF - fEBRET
TS FUEIREE | 7Y FELREEO | AF O 8 8BS s
(LA 75 vY) ERZRBETA2BEN | ICED 7YY FELERE
[2.220] BH 5. BOBMESET L. 74

)LD I i E K
B ENH B,
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FEH 435 HEAIEIR - $E BT T - falRE T

VLR iEEE
(zYa5>h)
[2.2507]

YL VEBIEO | ARE O B BN A
ERZEBTTA2BZN [ ICEDY LY VIERE
BHbo HORNAE TR L)LY
vy romHEESET
THIENDH D

10.2 FER (BAICERT D L)

142 % BEFRIEAR - FS T o - falRE T

SN CNEOEADERE | AR ECFROF - 2
A= N T 52 &N DH 5, O — APAS0RE R EESR
DAV A CYP2CI9TR# s B 72
[16.7.1508] W A £ CRBBER TR
TLT 7> Fr L/ & 15 L | 9 S LS IO RGH, Hhiit &

MIcE2B2hADH2, | BESELIBINGD D,
7uabtu ey REE
PEAZYE L (INR) fESE 0
i 5 758 6] g D 22 ) 1 +-
SEBLEFSHRET
5T &,

[16.7.1%H]

Frua)LAZKM|F7a) AZ0EMZ | HEEROKF IAHTH
/1 BT 52 EHHD. | B

= NS ORI O I AR A
AMPLFEY—F |GHEOXAMMLF =

3 —RICAFIOR S
eI sl L E2EE
ERC R

Vaxvv
AFNIITFT Y

NS OREAOIER % | AA O B8 mE (R
BT B ENDH 5. L0 YTFT U DOHMKD R
PHFHISN. YT F T ol
FEENERTAEIEND
%o

A +FaFV—N | ZhEOFEROMERZ | A OB BRI BIHERIC
Fos L rr_p | BETEILNDD, £ 0 NS OFEH O RE

PEEHA] /ﬁ‘{&? L.c N o DEH| le
T FoT Zﬁgvﬁ?ﬁé_a#ﬁ
—aF=7 °
juF=7

RYaAFrVy— | AKFOERZHERT S | AHOCrax X CAUCHH

ZENH B, My zBEhrH 5.8 3
FV = VAR OR#EEE
(CYP2C19K U'CYP3A4)
FHETZEAEZILN
%o

11.1.6 BEEBEX. 2HBEE (WIS HEERH)
BHEEREE(BUN. 7 L7 F o V%) ICEBRT 52 &,
11.1.7 EIEARIARAE (S )
PR B CK EA MR R ORP I A+ 7o ey EREDSH 5
bhaZENDH 5B,
11.1.8 {&F MU D LMIE SEEARIH)
11.1.9 $EELIRAE SEREAEA)
SEEL. B R RSN DS DNBE I LN D B,
11.1.10437EE BHEAH)
11.2 ZDithDEIER
(BEE. T TEBEE . UEMEEs. ERLRER FUSAMER
EETE. Zollinger-EllisonfiERE$. IER T O RIEHIRAERIZ SHF
EBEF2BEBXF T EREREOBRIH . ERE7 ALY ViR
Si5ICB1 2 EEBN S+ EREROBRINH)

1 ~ 5%k 1% SR
TRBE FEIE BLRE 28\ % D FE | JERRBEL. ZTEALHE
fiE FFRE
HILER FEA TR B R (5 | S5 TELD B AR

M.OMN% H > D5 | BE% (collagenous

iE. 138 colitis\lymphocytic
colitis)
JFF I JFEER LA
k(3 I BRE A
RS SE L SE TR VIR I | RERAE. S DR
o FE»
Z DAt CK L& [k & | B EAE . B EE . FE
W R ELRE  RE | BR BRI S TE.
M HAER &Y 7
7 L IRE (KA >

Nt S RN ]
RS END D).
B A Z R E Lz h e VB OB R RER () E&GER R T 27 HH
S EGRER) IcE D EEH LTV 5,
(NUIONTI— - EOVUDRE DD
BIEROSEEIC OV T BEE G+ ZEBRBEICB T 5 K4
DITEIEDFRTS =V TEFTIY KNI/ 5
2uvA T O3IFIHRGOEICE DL,

INT 4 FELRA | 2V T 4 FELOIER | HEMEAOKFEZRHETH
VOVEREE R THIEN DB, | Bo
FIVT 4 FEIL O I i E
PERTTZZERDH S,

A AVF MR | KHOERZEBET S | I3 TF EFY VTR

V77 (St. John's| 2 &N H 5. Al O R#EESR (CYP2C19K

Wort.t > b - U'CYP3A4) %5HE L AH|

DEEY Sy B DORB AR S NI EE

N EERR PETTZEPEZON
%o

11. BIEA
WROBEWERAH5bND I ENH SO T BEL ATV RE
DR SNIGEICIIREG2HIET 5% CHT LB 21T
&,

11.1 EXZEIER

1111 23v I 7FT45FI— (I NHEEREH)
Yav I 774 7% —(NEFE.SETREE)PHS5bI
BHZEDDHSB

11.1.2 FLINBRRIAME  SREEMERAE AR (W 37 & SHEAR) |
I REREA (19%A)

11.1.3 BUIRERTA  FFESEEIEE BB [T A2 (W I N & SHEAH)

11.1.4 hE4RFIFFERARIE (Toxic Epidermal Necrolysis :
TEN) . EZEFEIRARIE(REE (Stevens-JohnsonfEIREE) (W3 N H4E
FERER)

11.1.5 REEEIERHR (S AREA)
I TR R 6 28, it 0 BH (18228 S0V iR b NIz E I
R I ERX AR B ERC TS O 2 i T 5 & &, R Mt
ROPBEDONIHEITIBRES2HIE L AIEEERLE VHIOBRS
FOBYLNEEITS &

5% b 1 ~ 5% 1% 1)
JEBORE i
H ks TR - B | ONRER. | GER 08T 2EER
(33.4%) . B ED
R I B i R fE
(10.5%) 7
JiF figk AST ER FFHRER®  ALT L&
Al-PER. EVYLE Y L
H.LDHER
18723 B ERBRECIE 2 | I/ MR B
A EI, HIMEREE S 5
MER S R
TR B LR O U B
AR
Z DAt PR¥ERG IREAGE KRB LA B
L AFa—)VER.QT
TR B VBRI Y
SREE1E B

) SEAR 2 &,

12. [RRRERRICKIFTZE

(ANUIONTI— - EOVOREDMED)
IVATSSI)—VEDTa bRy TA U EY—TEFT Y
YYKH. T SUAuvA YU EOREMER TR vu=y
V= LV ORA G K TERE T BC-REMRLRE O ED
BIEHIC 2 AEREM D B 5 728 BC-IRBM R R I & 2 BREH
EZITHIHBEIIE. NS DIEAIOF G T HRAADIEDOR H TE
A ENEE L,

14. BRLOZER

14.1 REIZMEFOER
PTPROHEANIPTPY — 50 L TRAY 2 & 5 5%
9% Z L PTPY — b DRERIC & O OV HA A BB R ARIA
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U BiCideffle B2 LTHEBRAFOER 2 G HEZ 3T 5
ZENHB,

15. ZDMDFEE

15.1 BRFRERICE D < 1B

(GhaEdiE)

15.1.1 KFOEMZETICEEOE R — 2RO & OWEN
H5o

15.1.2 KF DB ED BEIC K ERZERT S EBHBHDT.
BEMTHEVWIEEHRLRET S L,

1513 BB 2EROBEMET. u bRy S 1 oee
7 —I2 K BIRBICTB W TEHEREIC D BRI RS,
BHEEFO ) A 7HEMPRE ST TS, HIC.BHERCEN
(1D E) DB 2 Z I -BETBIFOY X780 L 7=,

15.1.4 MBI 2 EICABRBE 2 RRE LEROBIERET.
Tu bR T4 Y =2 BELIBEICBOWTIOA MY
IVIL T4 T4 YNVICKBBBELERDOY A THENPRESINT
W5,

GEU S AEBRIEISTVE)

15.1.5 AENBEROE Y 27 Th 5 EEZ NS TEEE . 1L
ANVZT7 2 EHTHEEOVT IUTHFEY LR WIBEIIEAA D
BB RSB S IS WHTREENH 5 .

15.2 JEERARERBRICE D < &R

15.2.1 v MCAHO T £ A TH 24 A 7S5V — )L 1.7mg/kg
Db 2FHEEOREG LB T BICHLTF /) 1 FOFED
AOENTZEDRENH B ZOHNVF ) A ROFEIZIZTT Y M
HRESESREDON TV,

15.22 5y MCEEHETH AT >V T 5V =)L (50mg/kg/H) . 7 E
F ) VKM (500mg/kg/B) RO T S A< A ¥y
(160mg/kg/H) Z RS LR e coBEORRE
EBICRIBRORBME OEBRAIED 5N T N5,

16. EYENHE

16.1 MEE

16.1.1 EERS
BN B E (n=24.CYP2C19®homo EM.hetero EM&U®
PME ASEE) IV 275V =)L 10mg K 0F20mg % 425 Wi 12 B[] #% 14
5Lt & EOREIUADS TIN5 A —FEUTDOEBVTH B,

#58| Cmax(ng/mL) Trmax (hr) AUC(ng - hr/mL) Ti/2(hr)
10m 245.2 2.50 552.62 1.052

& (186.5-328.1) (1.00-5.00) (369.6-822.1) (0.85-1.31)
20m 490.5 2.75 1115.6 1.08

& (369.6-645.9) (0.75-6.00) (801.3-1557.8) (0.91-1.26)

Trnax$HIAE (B ME — B R ME) « & UDIME S5 (95% (S HAX ) «

a) n=23

16.1.2 RS
B FERR A B W ER# (n=24.CYP2C19»homo EM.hetero EM& O
PME) 2SFI#) 12 TV A 75— L10mg & 0°20mg % 1 B 1[5 H R A%
O#%5 L7 & EOESHE (BERES) ORBEOREYEEIST X —5
WU RDEBYTHB,

# 58| Cmax(ng/mL) Trmax (hr) AUC(ng - hr/mL) Ti/2(hr)
lom 376.5 1.75 822.1a 1.162

g (283.2-497.4) (1.00-5.00) (556.1-1219.3) (0.94-1.43)
20m. 884.2 2.25 2068.9 1.25

& (670.1-1167.5) (1.00-4.00) (1485.2-2880.6) (1.06-1.46)

Trnax b FPO{E (R/IME — FRAE) 2 UM T4 (95% S HEIX )

a) n=23
#53HERUSHE DO Cnax3FAEETH > 7= 2 &0 6 RIERGHIEH3
HICIEMEEFR Ty X 75— VBEITERRBICERE Lz EEZ BN,
B E55HBEOHEGZ12REICH T 2 MEEFRTY X 7TV — VIREIZIZIFH
HIRFALNICE T U HIERERS LT RBEIEERD shkr o720,

16.1.3 PRFOINR
HRBRO/NEEEZFIZTY XS5V =) 10mgk20mg# 1 H1E5HRE E
RIEFZOBE LI & 2 A REMEOENEELNNT A —F I TOEBD
TH-o7:2,

IIRATSTI—VOEYBREINT X —5
i1 &40 wsg | n
ERRUIE Crax | Pty | AU e
(ng/mL)® (ng - hr/mL)® (hr)©
1L
N 854 1.58 2261 0.80
églﬁiﬁéé 10mg 1 9| (1417%) | (1.03-5.92) (42.6%)0 | +0.189

TYRT T LOENEE ST A — S
%}}i%ﬁﬁﬂ) #5& | n Crnax AUC T2
ERRUIE x| () i

(ng/mL)® (ng - hr/mL)® (hr)9

tome 110|537 1.52 995 0.97
I~115% & (110.4%) | (0.92-6.00) (78.3%)9) +0.559
20kgblE ome |10 1908 1.47 3459 1.08
& (41.5%) | (0.93-1.52) (50.9%) +£0.44

tome | 0 311 157 619 1.37

12~ 147% & (91.7%) | (0.93-2.95) (105.5%) +0.88
20kghl £ ome |10 981 1.75 1918 1.06
& (51.3%) | (0.95-3.00) (33.6%) £0.25

a) MTHE(EBHEE)  b) Rl (RIME— FokfH)

c) FHE+ZHERE d) n=7 e) n=9
##)homo EM : CYP2C19%1/%1

hetero EM : CYP2C19*1/*2XIZCYP2C19*1/*3
PM : CYP2C19"2/*2,CYP2C19*2/*3X1ZCYP2C19*3/*3

16.3 71

16.3.1 MIFFEEHES
IVRATSY =)L (FRINEE : 2X1320umol/L) D b MmiEE A &K (in
Vitro )1397% T - 723,

16.4 (X8
in vitro FFREERBOFEN S5 & RO F I1K.5-O -t X F )UEDERKIC
1ZCYP2C19, AL AR EDERICIZCYP3A4ABSE L, 2 h 63O H
MANOREMZ VTSV ARFARETH S ERBESNTVREI.TIYRXTT
V=V ®in vitro FFRBEHZB VT & RO F IERTS5-O - X FIEDE
BRICBIS 9 5CYP2C19DFH SR (R#MEA 2 ) 75 > A ¢ Clint) 1373%T
Ho7ZVHNEND T — 7 TEMEERANICUCIEH T Y X 75V — )L % BiH
BOBE Lz & MEPFOERBWMEANLE VEROE FuF o ffT
H-7:9,[9.3.10.2H]

16.5 HEt
AEADT —% TR ACKEHZR T Y A S5 — L2 BEREORE L& X,
B ST REDRI95% A A8 KE R & TIZ R R O #E IRt & R HEE
L#EERYRE O 341 TH - 723,

16.6 HEDERZREITHEE

16.6.1 StiE
NEADTF =% TIE TV XTS5V — )\ 2 s iERE 1C 1 5 1ESHER
EROHREG Uiz & & %550 B DAUCK UCmaxld JEE#E OREMEME B 58
WHRESE XD EVER 2R U RAEE o (BEERJEEHERE)
1345 % 1.25(95%ZEX [ : 0.94-1.67).1.18([F : 0.91-1.52) TH > 725,

16.6.2 FisaEE=EE
AEADTF—# TIE TV AT 5V — )L % fFeeEEREIC]H1ESHER
BEROBE U7z & & AUC 13 IR REIE R 0 72 WIER M B AE M e
IHARVEE O AR EBE TE02.3055 < VB E ~ PREE O T RER
ERETHLZOHIZ1.4~1.8TH 79,

16.7 EYEEER

16.7.1 I7ENL.TTZ M URIFTILT 7YY

FIFACYP2CIOK UV MFI 70V —L%2FW5in vitro REFICHWT
AFIZCYP2CLI9DFE M % PHE L 7z (Kiffi © 7.97% U'8.6uM) #°.CYP2A6.
CYP1A2.CYP2D6.CYP2E1.CYP2CORK O'CYP3A4MD &I D W T
ELRWADITPRBEEREZRLEDS,
HNEADF =¥ TR ITERL T2 A Y ETILT 7Y Y (R-T L
771 2) (Bl E.CYP2C19DEE) AR OHRICED . V7 ENL T =
Z A YDAUCIRENZN81%. 13%IEA L. R-T L7 7 ) > OIfEF ~
T 7 EIX13% LR U729, [10.28]

16.7.2 ZDithDEA
IVRXTSV=NETTYATTA T ROTEF T IKYIOHH
&7V 203 VY ROTEF T T VKNP O MEEHEE I
BLEPTPTT)A0TA T DIAKBIEREMDOAUC 13K
L7z 72 TV X T 5V = LDOAUC EIEFFRBED K2R L9 F
ZYYI9 FFuFtk 0 oxyFusrF MY TLAID TR 12
EAROPATIIEEERIZED SNk r o7z,

x17. ERRAE

17.1 BERURELMEICE T SR

GERERIER)

17.1.1 EASENIEEKER (BEA)
WRHEAEERENRE L “THEMLIBRBE TR A X TF Y —)120mg.
IV ATV —)L20mgXid40mgAs 1 B 1 EHEASER RS & h. %5 8k
DZENZTNOERHE[95%FE XM 1387.4% (166/19041) [81.9%.
91.4%]1.87.3%(165/18941) [81.8%+91.3%] % 1'90.0% (171/1904)
[84.9%.93.5%]1 TH V. F A 75V —)L20mgIc i3 5 AKHF20mg K
40mgDIELENIED SN TV B,
BIERISIEEIX. TV A 75V =)L 20mghT7.9%(15/189f) Td -
To o EABIERIE THI2E (1.1%) 7 5= - 73I ) bI VAT T5—YH
H2B0(1.1%) Rfdh 27 L7 F > & 2R FF—E#EM2H (1.1%) TH -
7zo

17.1.2 EAIZENIFBEER (BEA)
WHREEEROBRBRE 2 MR E L ZEERLERBRICBLT. A XS
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TV —=)10mg& B L7z TV X 75V =)L 10mgk020mgn 1 H1[E24
SRR SRS 2R IE B R OFERIHIZIRSRD 5 hTn b1,

IVATII =NV |IIRATITI=|F X T 5V~
20mg (1884l 10mg (1881) 10mg (18741
TFEBIEL 1441 22431 314
&;’é;ﬁ;)m 92.0% 87.5% 82.7%
[95% (X ] [88.0~96.0%] [82.7~92.4%) [77.2~88.3%]
0.62[0.32~1.21]
NF—RH (Y RATFF =N 20mglivs TV X 75— )L 10mgkf)
[95% (=X ] 0.43[0.23~0.80]
(LY A TFJ—=N20mghivsH 2 75 =)L 10mghf)
p=0.158
b (Y ATFF =N 20mglivs TV X 75— )L 10mgkf)
pil p=0.007
(LY A TFJ—=N20mghéivsH 2 75 =)L 10mghf)

a) Kaplan-Meieri%ic & 2H#5E
b) Log-ranki&iE . HE/K#E  WfI5%.Hochbergd 5IC & B MED L EIEDO R
100 ¢

L {.‘:.‘.‘.E.‘:.‘.‘.:..':.'_'.:f
80 A
S
i 507
s
w401 -
—=o ITUATS—)L 20mg
204 - TYATZJ—)L 10mg
—-—m FATSJ—)L 10mg
0 T T T T T T
0 4 8 12 16 20 24
RBRERERIRANSBRETOHBE (B)
At risk 2
TYUATSY—)L 20mg 188 185 174 170 162 161 160
TUATSY—)l 10mg 188 184 168 168 154 154 154
FATZJ—)L 10mg 187 185 163 161 147 147 147

Kaplan-Meieri£ic & % Wit RE R O IEFFEFR

BIfEFRRBSEIR. TV X 75V —)L20mghi¢10.8% (15/13941) UL
VAT ZY =)L 10mghtT8.8%(11/12561) T > 7= EARWERIZT Y X
75— L 20mgBETIA 7 L7 F ¥ A AR F F—E M2 (1.4%) TH
DTV RATT V= 10mght T T2 (1.6%) RO 7 L7 F R AR
FF—EHM2M(1.6%) TH - 7.

GERT O REFRIER (NSAID) 1 58(C S 3 BEEXI: +iERER

DEFHNH)

17.1.3 EPSEIIAEETER (BEA)
HILIES OB 2B 3 2 NSAIDAkGE R BE 2 MR & L HERTL
BRBIcB VLTIV AT 5V —)L20mgd 1 H1E24BHZ5HICHE 1T 2 H
S X 3+ SRR RO EREMFR RS RO 5N T,

IY XTS5V —)N20mg(173l) 75 &R (1684l)
FEREHIEL o6 5645
i 96.0% 64.4%
7 92.8~99.1% 8~71.9%
[0S0 R RELX ] [92.8~99.1%] [56.8~71.9%]
NH— R
[95% (R 0.0910.04~0.201
piEb) p<0.001
a) Kaplan-Meieri#ic X 2 b) Log-rankifE  AR/KE  WHl5%
100 ’ . . . .
I
]
80 L it T——
< b
S °
5 60 4
1
R
a0 40 4
—o TUAT/SU—)l 20mg
201 -0 FSuR
0 : ; ; . : :
0 4 8 12 16 20 24
RREIE SRR R HSFELTOME  GB)
At risk #
IYATSY =)L 20mg 173 166 152 147 138 137 135
Piaw 168 165 118 17 96 96 96

Kaplan-Meieri% (< & 2 B #5313+ 1858 O JEFAER

BIfEFARBEE L. TV X 75V —)L20mgh T13.9%(24/17301) TH -
7o B BIERIX _EREERRE 201 (1.2%)  THI2H0 (1.2%) FEAB21 (1.2%) W&
E2H1 (1.29%) R OTFHERE SR B 2401 (1.2%) TH > 720

17.1.4 BARMHZSHR (WA)
HILHEEE QMR 263 2 NSAIDMIRFABE ZNRE LY X TS
V= 20mg® 1 H 1815235812 5\ 5 BilE X3+ —1RBEE ok
FIERIILTOEBD TH 210,

B5H 523 IEFIER (Kaplan-Meieri%)
IV AT T —=)L20mghE (13061) 95.9%

BIfERFBUAE L. TV A 75V —)L20mghET16.9%(22/130%1) Td -
To ERBIERNEFREME2H (1.5%) Yy —F VT IN T VAT 25 —EH
261 (1.5%) BN 2451 (1.5%) B O RE 28 2401 (1.5%) T& > 7z
(BERE7 Y VIRSEICBIF 3EERENIT T IEEES O BFIH)
17.1.5 7 I 7 HEISENIERER (BA)
Mt EEOBEZET 2EHARET A > (81 ~324mg) kiR A &g
(HARABEET) ZMRE Lz 7 V7 RS B ER O RTS8
FBERICBWT. TV AT TV —)L20mg?D 1 H1[EI4858 R #% 5B 1281
% BIEE X d+ IEBEEOBREMGIRIRD 5N TS, S 510 HH
AT LARE AR O BEE O A G S TV X 75V —)L20mg#x |
HIBGRR7 2EH R SRICB VT R ET72EZDIEFIERIZ6.4% TH >
T B ARBICBVCEIARER, I RBELICRHBT 7 70—
ZHRHL TV

IV X755 —)L20mg(18241) 75 AR (1824)
FERERIEL 245 2241
H?;;ﬁiﬁ%” 98.3% 81.2%
(o6 o o] [95.7~ 100%] [72.7~89.7%]
N =R
[96.659%(E#EX ] 0.09[0.02~041]
Dl <0.001

a) Kaplan-Meier#£iC X 5H#E b) Log-ranki®iE ARE/KE  Hifll3.35%

o R —m—a—=8
1
90| [ S—
é """" 1
80| O~ ©
~ 70
8
E 60
& 9
mn
™ 40
30|
20 = IVATZU—)L 20mg
10 & TSR
0
0 12 24 36 48
) AR SRR ANSREETOHHE (B
At risk %%
TIYATZJ =)L 20mg 182 144 99 50 19
TR 182 145 89 45 16

Kaplan-Meier#12 & 2 B 3+ RS O JEER (hRMTIC B 1 5 /65R)

IV AT 5T —=L20mg 552 148153 161 (14.5%) O EIEFH A5 &
NTV B EREIERIZ THI200(0.9%) . U 5 AT E 46261 (0.9%) LRI
#2051 (0.9%) B AR Y — 724 (0.9%) & M2 (0.9%) ETH > 720
(BEE. T EHEE. . UEHEE. EU S AEBRIBYRIE. Zollinger-
EllisonfE(REH R 5 VICEER. T ZIEHEE. BMALTU 2/ VEE, FFEHEm/
RN RS REISEICH I 2 ARKBHEEEE. AUINTI— - O
URBRBRICHIFTEZIAYINTI— - EOV OREDHED
ENICB W TRAN RO KRS OBIERFRSEE S HEE 2 235 %
EHLTHARL,
(BiEE. T EBEE. WSIHEE. U5 ABRIERE. BRERER.
XIFZollinger-EllisonjE(REE)
17.1.6 EIREEI/IIHBEHER (4R TINE
BEE. + ZEBEE. WA EE JE 05 A E BB TE. S S
%\ X3 Zollinger-EllisonfEMEB 2 H 3 2 NIZHT S8 DH 21~ 14%D
BESOfIZ S & U IEEMRaER Tl (R E 1 0kg bl E20kg R (1061 [#1
BICTY AT TV =) 1[E10mg# . 20kgbl 12 1[E10mg (1 ~11/% 1061
[B528£]. 12~ 145%10f1 [5548]) S 1[E20mg (1 ~ 111041 [ZE38¢] . 12
~14% 1001 [558]) % 1 H 1 BIRASERM K 5 Uiz & H 5O _ LIRS
FEAR (J %0 ) B EE DB B K O LA RIER) 13 B G RTICER 2B LT
W BEDA0%LL EOEIE TR Ulz. £ 7o B G HTIC N BB AT AV 5 HE
TEIBEDD BIREANFTRD RO 5 N33 N TITB W TREZIC
FRMHE LY .

BEH 1B Eepi 38 SEARE HSHE
(B561%0) (10f1) (10f1) (1061) (10f1) (10f1)
E 180 E 1~11%% 12~ 14%%
e ;gig;ﬁ% 20kgbl k
BE5& 10mg 10mg 20mg 10mg 20mg
Kaplan-Meieri%ic & 2 Befé i st 0 RREReEIH LR
kA 100% (2f1) | 66.7% (3fl) | 100% (1) 50% (2f1) 75% (4151)
= 75% (4f1) | 100% (3f) | 80%(56) | 50%(4f) | 100% (441)
DELRE | 100% (241) 50% (6f) 100% (61) 40% (561) | 57.1%(741)
IR | 100% (361) | 66.7% (661) | 100% (44) 60% (51) 50% (64)

()BERNTERZAE LTI
1~ 145% D BES0H1H 241 (4.0%) DRIERASHE SN TV 5. ZDNERIE.
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TR ORGSR SEARBBIE RG4S L1 (2.0%) TH > 7z,
GERERER.ER T O FERRESRE (NSAID) I5EICH T2 BEENIS
TEBEEOBERINFERE7 AV VBSBICH I 3EEEE+=
1EIZ BB OB HEIH)

*17.1.7 EREIIHEGEER GhRRUINE)

W RER DB L7z~ 14S O BEED 2761 (7 )L — 71 [{KE10kgL

E20kgHKi] 761\ 7V — T2 [AE20kg bl 1 2000) &% OTE{ LR O B

#HTAHNSAIDXITMEHE 7 A V2R L TWa 1~ 1480 8BE

2261(Z7 v — 73 [k E10kgll_-20kg A1 9, 27 )L — 74 K E20kgL k]

1361) % K5 & U7 IR MER Tl 3 i itk Bl R O WIHATB % O MERPETE

RUOBEEXZ+ HEBREOBRREIHICB I 2. 2V RXA TSIV - VDR

MEROCLREEEZBRFH L ARB TR .2V 275V =L 10mg((AE

10kgBl_E20kg i) X1Z20mg (A 20kg L k) H2) 2 33 i 1 £ 3s 28 D #IH

RIS OHEREE TIX1 B LEI24:ERH NSAID UERAR 7 2 Y ¥ % ik

BRAI LT\ 5 BE O BEE X+ ZHEBEE o RN cIld 1 H1E32:8

W5 U783 iRt Al R O HRE A B+ RS o mR

HEHIUTOEBYTH B!,

HD R EEROPMEERY T, /L — 71 0B 10mg 1H1E. 7 L— 720 8%

1220mg 1H1E %8 EEHRE Lizo
H2) (K E20kg U EDBFICOWTIZI0mg TREZMIGT 5 2 & & LA AREEE
il 0 HI I CREIREE 125 U 20mg I B AT B & L7z

TE3) 0 A £ 2 DI O MERR R T I R A4ER . NSAID UK & 7 2 ¥
U > 2 MEEEIRF LT % B 0 B i S e B O B R IH T 3 RS 258
HE CREEMSETREE Uiz,

b s p s BILEREOBEAET ANSAD
b M RIS | 5 pmgr vy LRRAL T 58S
Eitd=i 7L—71 TN—72 TN—73 7V —T4
(B 55150 (7451 (19f12)) (9f1) (13f1)
10kgll B . 10kg2l |k N
k& 20kg>Kilh 20kgbl E 20kgKilh 20kghl E
G Offl 141 141 ofl
A 0.0% 5.3% 11.1% 0.0%
[95%EMXRID | [0.0~41.0%] | [0.1~26.0%] | [0.3~48.2%] | [0.0~24.7%]

a) 7V — 72 (2061) @ LI ERFEREIIBA I IOURIE B R ATRE L L &N

RENT - OEMERITIRERICEE T -7

b)Clopper-Pearsoni#ic & 0 Hi
T N—T1O7HIF 1] (14.3%) TRWERANPHRE SN TV 5.8 E S NIEIfE
FE BRSO BRI A A& 16 (14.3%) TH - 7o 7V — T2, 3K U4
TRFRIZHRE SN TR,

18. EEFEIE

18.1 {EREF
BRSO RICFEET 2 2B RASEBRIWHBIE»/ EE6T 52
LI BEMBERNICBLWT—EDOBBRIMKIESBE 5. OISO
HOBFE T BRI 2 S H 2 L R D ICKTZ2ELD AL 7 k>
RO FERENIBERPBH TSIV XTIV —LIE.207a bR
VTDOEERHET S EICL - T BBRSWEIHT 5,

18.2 £ NTOEA

18.2.1 BAIpHICKIZF T FE
ERRAICBWT. .Y X 75V =) 10mg. 20mg Kk F40mg# 512 & 0 24
R I B NpHY 4D 2R BB OS] &1k, 22 1h48+£23%.62+
14%K% *68 £ 8% T - 7219,
NREBHESFICBVWT. .Y A S5V —)L10mgKkU20mgik 512 & D 121
R B pHA AL | % R BRI D #413.51.2% ~98.3% TH - 722,

18.3 FEERIAREAERIC 31T B 1EA

18.3.1 O bRV TIRE/ERA
7Y FEREERO 7 a b VAR YT (HY, KT-ATPase) icxt U CHEEM
&R L71220),

18.3.2 BERSHMFI{ER
By 0 EHKARICE 2 BEREA IO U TR 23R L2,
B S v b &k UHeidenhain Pouch/ X IZBW Tl ICERR SN B
Bt U CilgIfER 2R L7222.23),
KEDBEHRITHAHII XTSI =V FEIRTHEARATTY —
ND—F ORFEEER(SE) TH B,

19. BRI ICE T DIEEZHIFR

e
IVRAT T =)= 737 LK (Esomeprazole Magnesium
Hydrate) (JAN)

=
Bis{5-methoxy-2-[(5)-(4-methoxy-3,5-dimethylpyridin-2-yl)
methanesulfinyl]-1 4 -benzimidazol-1-yljmonomagnesium
trihydrate

SFH
C34H36N6O6S2Mg - 3H20

DFE
767.17

PI120@B

IVATTI =N T2 LKIMEABIIEP ICEB LR TDH
%o

{EEEER
HsC
\
OQN- CHa
N/)\S,x N O gy |Mez- 3120
It
0 NF CHs
L 2
F170C
22, G
(F Y LHTEIL10mE)

1004 7L (104 7 &IV (PTP) x 10
1400 7+t [144 7€) (PTP) X 10
5004 7V [104 7 &L (PTP) x50
7000 7 [145 71V (PTP) X50
5004 7& )L [N T EZIRAIA D ]
(RF VI LHTEIL20mg)

1004 7+ )V [104 7tV (PTP) x10]
1404 7+ [144 7€)V (PTP) x10]
50074 7 )L [104 7+ )L (PTP) X 50]
7004 7€ (1445 7+ (PTP) x50]
5004 7 )L [N T RAIA D ]
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22) BRI (BEE T v MB AR, 2002)

23) # N &¥ (Heidenhain Pouch X123B1F 51EH, 2002)

24. XREERERUTEVEDEE
TANTERAMARM ATAANA T A A—varwry—
T530-0011 KPRILRAIRITIE]S
TEL 0120-189-115
https://www.astrazeneca.co.jp
26. BHEARGTEES
26.1 SHEARFETT

PARS U DHAEMR
KIRTHLEARET % 15
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RAORMLEEZZRT L L

NEXG-7.0
*20244F5 FAEKET (S5KE. FUREE A E (Fam)y I h > Ar T - ey — AR RS
2023FOHNA (Bl HERRR) TV A 77 N TR LKA A R
A¥ 2V mmrms210m
i RF¥ I summnsa20n,
Nexium® Granules for Suspension
UYSE e A 10mg 20mg
ARES  |23000AMX00003|23000AMX00004
YE) IR - EM S OM I K O ERIT A s Wil | 2018F4H 2018A4H

2. Z2(ROEBHEICIFES ULV E)
2.1 AFIOBFIR U CREBREOBFR O H % BE
2.2 7Y FEILRBE. YL VIEREZ RGO RS

[10.12H]
3. #HAK - IR
3.1 #8k
iz FAFTVVLBERABEAEAA TV LABEABE Y
e 10mg 20mg
1ar 1

IYRXFFY =)L 10mg IYRXSFY =)L 20mg
(ZIRTSFSI= NI THRYI(ZIRATS S =2 T2
LKFIE LTL1.1mg) LKHIP & LC22.3mg)

BRIy

E)ZAFTYVEZYEY Y. e Rusy oo —2R,
E7ORAA =R AT TYVBI TR TI LAY 7 IVEETR
)7 —LD. KRV NLR—=}80.EME - 7 S VIRRERL Y LT\
JIVBN)IFIVEKZ TV 7O ZARE R 7 R,
FYH Y AL EO= I

ANl

3.2 EFIOHIR
B AFTUVLBEABRMEST XTI LABEAMKES A
e 10mg 20mg
B~ 53 LEEOERA,
=N: 15 BEOFERZROD I ENH 5.
(VAR (38))

4. FHREXIFFIR

(FF Y LEERBENRSE10mg)

OBER. T B EE. . UaEE. ERERER JFUSAMER
BT, Zollinger-EllisonfE(REE JEX 7O RHEMNERIRS
BICHITZBEEENE T 2EREEDBERINGERAE7 A Y
VISEICBIT 3 EEER I+ —iEEEE DB RN

OTFERICBIFBZAUINTI— - OV DREDFED
S8E. T ZIEEaE. SEMALTY V/\E. SR M I/ RS 4
bR RHIBREICH T 2RERIEEEE . ANV INTJ9— - EO
URREER

(RF Y LEERBENRSE20mg)

OBEBE. T-EBEE. . USEEE. ERERENR. Zollinger-
EllisonfE(REE. JER 7 O4 REMRNERIZSIFICHITZBEEEN
FT+IEIBEEOBRINHERE7 AV VIRSBICHITZE
BEEXIETTIEBEEOBERNE

OTFERICBIFBZAUINTI— - OV DREDFEN
585, T TIEEEE. EMALTY V/\E. SR M I/ RS 4
bE. RHBREICH T 2AERNEEELE . ANV INJ9— - EDO
URRRER

5. MEEXFFIRICRIET DFE

GEXFTO4 RERNESIRSHICHIIZBEEN T IEEES

DEFEAHD

5.1 BtV 7~ F B BEEES ICB ) 2 RAEESD-DICHE
27 a4 NMEFER 2 RIMGERG L TWHEE2RENRE
U EERRICKEL Tk BB+ EBEEOMFE 2R d
5T E,

(BHEE7 AV VRSEIICHIIZBEEEN T T EBEEDER

1

5.2 [t - BEOTEENEH O-DIBHAEO T ALY ¥ 2 ikkigE
LTWBEEZHRENRE L IAESHBICEL TIX BEEXE+
“HRBEEOHMAEZERT A &,

(NUIONTI— - OV DREDHED)

5.3 EfFTHEMALTY Y SEICH T A2AY ANy — - Ca )ik
EIREOEE I LTV,

5.4 B3 M/ MR HEEIHRICN LTIZ A RS54 V%2581
LAY aNT & — - uY) BRERESEY) &S B RERNIC
DHREREZITD Z &,

55 BHBEICN T 52HRGENBERBUMICIE AN anNy
& — - oY REREICK 2 BROREIHNIC T 26301 L
M LTV,

56 ANV IaINTH— - o) BEERICHVWAEBIZIZ. AYINT
7— - ¥u Y PBETH S ERCHRREREICIOAY) TN
Z— CnVBRERTHHIERERTHI L,

*6. FAiERURHE
(FF Y9 LEERBENSE10mg)

B&85. T ZiERE5. WEEES. Zollinger-EllisonfElRe¥

A
BWHURAICIZT Y XA 75V —)L & LT1E20mg 2 kK T8
BLTCIHIEROKRS S 5. 28 8%, §EE . WATEET
I8HEM E T ZIEBEE TIXOER E TO®RE LT 5,

INR
EE IS EOSRBO/NRICIETY A SF— L E LT R
E20kg ATl 1E10mg% RE20kg I ETIRERICE LT
1E10~20mg% AR TRE L CIHIEREO®REG T 5.2 8.
W BEE WAREE CISER T T BB BE TI36HE
METORE LT 5,

WRERIER

A
BWHURAIIZTY A TS5V =)L e LT1E20mg % kK T
BLTIHIERO®RES T 5. 2808 . SEMECORGET
%

S5ICHHK - FRERDETUREREROMERICBNT
13, 1[E10~20mg# Ak THE L TR IERO&RET %,

IR
SEE IS EOSRBO/NRIZIEZY XS5 — L E LT K
BE20kg R T2 1[E10mg% JAE20kghl ETIIFERICIE LT
1E[10~20mg% ARK BB L CIHIEREOBRE T 5. 48,
EESEME TOREET S,

SHICHHK - BRERDETHREREROMERICBNT
13,1 10mg# AR/KCHEB L CIH1ERORE T 5. 2844
E20kgll ETIZEERICIS CT1E20mg E THETE %,

U B AEBRIEETE

A
BWHURAIIZT Y A TS5V —)Le LT1E10mg % kK T
BLTIHIEREO®RS T 5. 28088 SEEECORGET
%

INR
BEEISHUEOHRREONRICIZIVATSSY)—)LE LT,
[ 10mgZ HARKTHE L CIHIRROKRS T 5. 28 08%.4
ERETOREET 5,

JERTO4 REMNERRSHICHIT 3885 E+IE5aE5

DEFEAH

A
BWHURAICIET Y XA 75V —)L e LT1E20mg 2 kK T
HWLUCIHIEROKRET %,

IR
BEUABYEOSHRERREONRICIZIVATSSY—LELT.]
[m10mg % FKK B L C1HIERO®RS T %,

BERE7ZAEV VEBSEICHIIZEEEN T TEREEDER

0l

A
BHVRAITIZT Y X 75V —)L & LT 1E20mg 2 kK T
BLCTIHIEROKRET %,
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INR
BEABRULEOHREONRIIZZV A TS —)LELT.1
[E110mg% FARIK CEE L CLHIERO#®S T 5.
AUINTI— - EOVUDREDHED
BHVRAICIZTY XA 75V —)L & LT1E20mg % kK TH%E
LT 7EF YV VKM E LTLET750mg (F11ifi) U2 5 Y
Z2uvA > & LT LE200mg (F1fi) O34 % HEEIC 1 H 20, 7H
RO 5T 5. 48,759 A0~vA4 VR MBS U GER
WEITHIENTE SH.7272 L. 1[E400mg (F11fi) 1 H2[E % LR
E9 %,
TarVRY TSR EY = TEF TV VKRR T T T
203 A Y YD3FEEICEBAY ANTF— - 0 ORER
BRI OBE L. CNCRDZBEE LT, B RAICIET
VATTT—=)LE LTIE20mgZE FAKTHEEBL T 7EF >
Y kI & LT 1EI750mg (Ffil)) KA ba=5Yy—)L & LT
1[\1250mg D 3% % [Ek¢iC L H2E 7HERE OB E T %,
(FFYY LEERENS320mg)
BEE. T TiEEEE. WEEER. Zollinger-EllisonfE(&EF
A
WEVRAICIETY X 75V =)L & LT1E20mg 2 FEK TH&
BLCIAINRORS T 5. 28 8%, HEB. WATEET
F8EME T HIEBEE CII6EME TORSE LT 5,
INR
EHE AE20kg FOSGRKNRICIZTY AT TV —)LEL
TERICIE U TLEI10~20mg % KK T#E L T1H 1[EFE
O%59 2. 28 G8%. B8 UABEE A E Tt +=
HGEE CTII6EME TORE LT 5,
WRMERER
A
BHURAIIZT Y XTS5V =)L & LT1E20mg % HRK T’
WLUCTIHIEROKS T 5. 28 8% . SHEME COREET
2o
E5ICHH - BREZRD R IVREREROMERERICBNT
13, 1[E10~20mg# K THE L TR IERO&REST %,

INR
WHEE20kg EOSRFEOV/NRICEIY X TSV —LE L
TERICIE U T1E10~20mg 2 AK/K T8 L1 B 1ER

A5 5. 48008 SAME TOREET 5,
SOICHH - BRE2BDRTEREEEROMEREEICBVT
1. 1[E10mgZ FAEK CHE LTI H1EREO®RS T 5. 284
E20kghl ECIREERICE U C1ER20mg % CHETE 5,
JERFO4 REMNERRSEICH I 3B EEX T EHEE
DEFINH
BWHURAIZIZTY XTS5V =)L e LT1E20mg % FFK TH8E
LCIHIERROKS T %,
ERE7AEY VEBSEICHII3EEEN T TEREEDER
1l
BHVRAICIZTY X755V —)L & LT1E20mg % FkK TH%%
LCIHIERO®RST 5,
AUINTI— - EOY DRE D)
EERAETY XA TFFY =)L & LT1R20mg % FRK TEE
LT TEFZTY VK E LTLET750mg (1) RT7 F Y
2u~vA 2> & LT1E200mg (F11fi) D35 % FEKIC 1 H2E.7H
BROBE5T 5. 28,75 ) 20 A ¥ VI3 BEICS U TER
WEITHIENTES.7272 L. 1E400mg (F11fi) 1 H2[E % LR
&9 5,
T NYRYTA R EY = TEFI VY VKHMIRT T 5
20<A Y YD3FNBEICLBAY AN Y — - O OREIR
BRI DHEIE. ZNICRDBBEE LT, BE. RAICIZT
IRSS5I— )& LC1E20mg% K CTRE LT . 7EF ¥
Y 2k E LT 1E750mg (i) KPR ba =%V —)L & LT
1[E250mg D341 % [ IC 1 H2E. 7 R L% 5T 5.

7. FBERURECEET 58
GETRERER)
*7.1 A3 AE20kg Ll EO SR BKOVNRICHE LT 1H10mgD
ML CHEDI RO SNBEAIZIH20mg THIAEZTS 2
k.
*7.2 RAHB TOMBRECTHREISIRD ONIGA . H2WVIETH
HOREERD . R EESOERASRD 5Nz 5 e 0

THRERES 2TV ZOHKBICE DS W T iOEY) ZIAEREIC
YoE25E2EZEBTH L,

GEU S AEBRIEISTE)

7.3 B5HG2A% 2 BE & U TR 2R LU JEROSEE A R
HHENZVWBEICIT BYRUNORERRSEZ 5N 57Ot E
YRBBEANOEE2EEBTH &,

8. EEREARWIEE

(GheEE)

8.1 MG I HRE. B REFICHERT S &

GETRERER)

8.2 WM EEROMFEEII OV FHXE - AR2HVIETE
FHIIHLFET B L& UARMEFBEEODED L VWEF I
B335l VWEOIBET B L F - MREERIRENNIC
NREBREZERT 22 EBREZ2TFITHITENEET LA
BUROHBEICHAFERET A &,

8.2.1 HROBMEE EROEES2EZE L CHRBEEOHE 2%
RIyszrz e,

8.2.2 ERREEN BIFICRI-NT WS S S N 7= & 13RS
WE*EZRBITSHI L,

8.2.3 TEHARNC MG FFFEEE . B EES OME 2T ENEE L
W,

GEU'S AEBRIENE)

8.3 B EICKE L TIXRIZIC X VI B TS O IR W etk
PRROELESGhSZ & (LEMB V2B E) 2RO L%E
T5IE B AR OREG N BE. REESOEEES R O ho
HLEBRBIC X A ERZRKT 5 2 &2 H 50T . NHERES
LD INODERBTHEWT E2TERT B &,

9. BEDHRZEIIEEICHAITIIER

9.1 BHIE - BIEEEDH D EE

9.1.1 EYBEAEDEIEEDSH 3 EE

9.3 FigEEEEEE
FREETH O MPBRENIEL 25BZNTFH5.[16.4208]

9.5 iR
FEIIEIR L T WA ATRENE O B 5 I VBB Lo B RHED
falgte e FE2 SIS NAEEICOARETE &,

9.6 =7
BB LEOBEREROCRBIFBEOE RN ZEE L. B O
FiEZ BT A EAFDTEIETHHFRA TSI —ILTD
BYER (T v MEOSmg/kg) TRAHRARITT 2 2 L PRE
SNTW3,

9.7 INR
ENICBWTEEARER AR AR ZNRE LR
FEM LTV,

9.8 EnE
BEFRED S HRE2BET 5 2 & —MRICTTHEEE, Z Dfth 2 FRHEEE A
BETRLTWVWBI ENZ,

10. #8E{ER
E& UTHFREABRCYP2CI9R U —ECYP3A4THRE E N2,
F 7o BRI WIIHEIERIC & O HHRIZERI O 2 ERIMET S
BT ENDHB[16.450H]

10.1 ARRWHALBLITE)

LA 7% HRRAEIR - 5B % W - a7
TEYFFENREE | 7YY S CRBIED | AH 0 8585w s A
(LLT7HvY) TEHZEBTTA2BZEN | ICED 7YY FELERE
[2.2208] BdH 5o BOBREMET L. 7Y

B I E A K
TTHIENH 5.

YLYRY VIEREE |V LEY ) VERIEO | AF o 8RS mEER

(Y25 h) ERZEETABEN|ICEDYLEEY VIHE
[2.2%H] BH b, HONASETRL ) LY

Y YoM EESKT
TBHIENDH S,
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10.2 tHAFER (HAICERTS I L)

A% BEFRREIR - BT B - faRE T
SFEIL ChoOEAOERE | AARECHEOF ko
A =0 N BT B2 ENDH 5. 0 — L P450 AW B
TYURY I —) FCYP2Cl1oTR#Ean
[16.7.15H] 2 728 AR & 7 U ARaHEE
LT SRR 2 s Lty | R CRBS N2 HYOR
[16.7.15H] mugéx%nﬁﬁéofaﬁﬁfgﬁéﬁéﬁ%

o buorbrEEE
BRAEHE L (INR) % D
IR E D B+
DEBLLEDLERET
BT &

&7 1Y) L AR

Zruay s ZADOER%
WRT 5 EDDH 5D,

ARRLFF— R

mHEOA ML F
Y-+ 2RETL5E
L —RRICAA O S
eHikd s L EERE
ER R

HEMEHOKF IR T
H%o

25 OFF O M R E
DERTHIENDH S

axT Yy
AFNITFT v

INSORFDIEMZ
RS 22 END S,

A O B B w1
&Y IR ok
Py RS AN

COMHBREN ERT S
ZEnBS.
1 bFaFV— NS DEROIER%Z | AH O BB I /EH
— | HET A Eh BB, | ILED NS ORAIDE
FOy YR F—YH
sk AL L2 1 6 0%
o4 FoT %?g;fgﬁﬁ??é
—uF=7 - °
raF=7
RAJ)arv—-in AENOVEH % H0T 5 | KB Cnax X TAUCH
ZEBBB. W 2 B2 NAH 5.

) aF V= LIEAEF R
#EBEHR(CYP2CIOR T
CYP3A4)#HET S Z
EWEZO5ND,

IIT 4 FEL AT
VRIS

FIT 4 FELDIER
EHFHTHIEN DB,

HEEROBE IERHET
HBo

IV T 4 FELOMMApE
EMETRTZIENDH 5.

A IATF XYY
7 (St. John's
Wort.t > b -
DEE T SIVESY
aHEEMD

KAIDERZ MBI 2
ZENDH B,

A IATFRFY VTN
xH o R O# OB E
(CYP2C19 Rk O
CYP3A4) 2 8 L AHl
ORB LA S NI R
ENPERT I ENEZ
5N%,

11. e

WOBWERNH 6bNB ENDHHOT BELZ DTV EE
SEICEKRE2RIET AR EEY A NEZITS

A 5 L7
I
11.1 EAEIER

1111 23vI.7F745F— (0T b HEERR)

Yav s . 774 7% —(MERE SEDREE) PH5bh

22 D%

11.1.2 MERIRIAME . SERRRERIE B MIEEM (VL 90 & SHEEARIA) |

V) ViRIREAN (19% K1)
11.1.3 BIEERTR. FFESEEIEE BB T2 (W SN G SHEAH)
11.1.4 thE&4RFIRFEFIERAE (Toxic Epidermal Necrolysis :

TEN) . BZ[E+EIREREIREE (Stevens-JohnsonfEIREE) (W & 4

FEABA)

11.1.5 RIS AR (SHAEANEA)

11.1.8 {&7F U D LIAE (SHEEARHH)
11.1.9 SEELIRAR (SHEEARHA)

SEEL B B RSN B S DNDEZENDH D,
11.1.10RAEE BHEARH)
11.2 ZOfthdEIER
(BER. T -EBER . YSHER. ERERER. FUSAEER
BEEFE, Zollinger-EllisonfE(REE IEZA T O FIERNERIZ S
CBIF3BEEX T EREEOBRIIFE ERE7 AV Vig
58BT3 EEEXE T IEREE0OBRING)

1 ~5%Ai 1% SHREANEA
JEBURE RIZVRE R T D | EHEBEL ZTRAL
FEIE . RS
b3 JER TR R (| S B BRI R
M.OWR AP | BB (collagenous
FE. 98 colitis.lymphocytic
colitis)
JFF gk AR B
it/ B e
FERRRER SRR SR R L | ARHRIE. 5 DR
FEIEO F
Z DAty CK L5 o | BERE . BASE . e B
FLREAARE. | REBERER STHEHN
R R (NN Al SOV N i}
E (€ 77V > 77 A IE
& H ) 7 L MLEE % £ S
ZEWBH D) KB
i

SIS Z iR & Lz e VA OB R R ER (R R &GEH R ' 7 ¥ 7 $EE

SN EGRER) IcE S EEH L TV 5,

(NUIONTI— - EOV DRREDHED)
BIEROSEEIC O W T BB+ ZEBREEICB T 5 K4
DITEIEDFRTS = TEFTIY VIKNIRT T 5
2AuvA T O3FIHRGORAEICE DL,

5%k 1~ 5%k 19%A:1H)
JEBORE iy
kg | R - BRE | OARER. BB | SR 8.+ 2REER
(33.4%) . 288D BE SRR i
TRERE & EAD
(10.5%)
JHF ik AST 5 FFHRERE ALT A
Al-PER. Y LE Y E
F.LDH ER
iR/ 3 T ERBRECHE 2 | I/ MR B
A VA, A IMEREE % B
3RS E 2R
LRI EN BEJE. L O, O & B
R
ZDAth PRAER 1 REE G REE EF B
L A5u—)IVER.QT
TR KB BRE Y
S5E BN R B

MR | IR RV L B D B (102 F) F0RO S N HAI
1R 2 IR XHR MERC TR D& 2 Ei § % Z & o [AE Al
RUPFEONHEICBHRESZ2PIE L BERERLVE VA ORE
FOBEYLMBZITO Lo

11.1.6 BEMEX. REEEE (W I L HERY)
BHREMEME (BUN.Z L7 F= V) ICERT S 2 &

11.1.7 HEIEARIERAE (SHE )
PR & CK ER PR RF I A 7u ey ERENSH 5
bNBZENDH D,

) SEAR 2 &,

12. [RRRERERICKRIFTZE

(ANUIONTI— - EOVORE DM
IVRATSYV=VEDOTO YRy TA Y =T EF VY
YUK ZS) AuxA YV EOREMEROA bu=¥
V= VORRA R HEK T ER T BC-REMR R DHED
BIEHIC 2 AEREM D B 5 728 BC-REZM R R & 2 BREH
EZITHIHEIIE. NS DA OF G T HRAEADIEDORH TE
A ENEE L,

14. BRALEDIER

14.1 ZFIZMEOER

14.1.1 BEICAAZRMT I3 BERFACEZE L EH
Tk HAT 5 Lo

14.1.2 AANIAI1SmMLOKITEE L. 2~ 35713 LB W THtEDE L
TR HIRAT S EPEE LV A BERI RSB 2]
DD 2720300 AICIRAT 5 2 EAEE LLJRARVA
BRI E > 258 S HIKEMATHE L RAT 22
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s
FEANI—BE IR L FER S L IZRBROEAIIRE S S5
EILHI &,

15. ZDMthDER

15.1 ERERERICE D < 1BHR

(FhggtiE)

15.1.1 RKFORMEESHRICEEOE R —T2BD 7 L ORED
H5

15.1.2 KFNOBE D . BEICLDEREZRHET S EPH 2D T,
BEHETLROWCEEZHRELTHRE TSI L,

1513 BB 2EROBEMIET. u bRy S oee
7 —IZ X BIRBITB W TEHRREICE S BB BT, FRMEIT.
BHERHOU XA 7EMPHESN TS, RICCEHAERUVEM
B (1D E) OiRE %2 Z 12 BETBITO Y A7 L7z,

15.1.4 BT 2 EICARBE 2R E LIEROBIENE T,
Tu bRy TA Y — 2B E LEBEICBWTIOA MY
IIL T4 T4 VIVICKDEBERED) A TEIMPRE SN T
Wb,

GEU S AEBBIEIETE)

15.1.5 BEABIETROFEY A7 TH 5 LEZ NS ERE . HIL
NVZTEERHTHEEOVTNUTHEY LR WEEITIEARAO
IBEIRPE SN WHTEEENH S,

15.2 JEBRAREHBR ICE D < 158R

15.21 9y MCARFIO T IhTH B4 A STV —)L1.7mg/kg
Db 2FEREOREG LB T BICH LT ) 1 FOFED
AROENTEDORMEDN DB, ZDHNVF ) A ROFEIZIET v MIC
HREEITD LN TS,

15.2.2 5y MHEETH BTV T 5V = (50mg/kg/H) 7 E
F T KM (500mg/kg/B) KRV 7 T Au~vA >
(160mg/kg/H) Z R 5 LB T. BE cOBFEOHERE
EBHIHREOHRBEMHOEERASRD SN T WD,

16. EYIEIHE

16.1 MEE

16.1.1 BEEI%S
(R A B 4% (n=24.CYP2C19®homo EM.hetero EM& O
PME)AEEL) ISV X 75 — )L 10mg Kk UF20mg % 242 A5 K 12 B [a] % 145
5 U7 & EOREBIMADENERE/ S A —F7 ZILUTOEBYTH B,

#58 | Cmax(ng/mL) Trmax (hr) AUC(ng - hr/mL) Ti/2(hr)
10m 245.2 2.50 552.62) 1.052

& (186.5-328.1) (1.00-5.00) (369.6-822.1) (0.85-1.31)
20m 490.5 2.75 1115.6 1.08

& (369.6-645.9) (0.75-6.00) (801.3-1557.8) (0.91-1.26)

TmaxiEHHRAE (B IME — BAME) L 2 ML R (95%EHEX )

a) n=23

16.1.2 RiEH%RS
B FERR A B W ER#H (n=24.CYP2C190»homo EM.hetero EM& U
PMB) AR ICTY A 75V =)L 10mgk'20mg# 1 H 165 H R R ERF
O#5 L7 & 2 DE5HHE (ZERHRES) OREBLEOFEMEE/ST X —%
WU RDEBYTH B,

#5488  Cmax(ng/mL) Tmax (hr) AUC(ng - hr/mL) Ti/2(hr)
lom 376.5 1.75 822.12 1.169

J (283.2-497.4) (1.00-5.00) (556.1-1219.3) (0.94-1.43)
20m 884.2 2.25 2068.9 1.25

& (670.1-1167.5) (1.00-4.00) (1485.2-2880.6) (1.06-1.46)

Trmnaxtd FFYUE (Fe/ME — FKAE) 2 M DUME AR (95 %S BEIX )

a) n=23
BE53HERUSHEO Cnax EFABETH - 712 2 &0 6 RIEHR GRS
HICIRMEEFR T X 75— VBB ERRBICEZE L EEZ BN,
BE5SHEOHRSHZ 2B EICB I 2MEEHTY X 75V — VBEIXITIER
HIRFALTIE T U HIERERS LT RBIEED sk r o720,

16.1.3 RROINE
MRRO/NEEBFZFICTY X 75— 10mgk20mg# 1 H1E5HEB E
REROBRG Uiz 25 REMMEOENFHEE/ ST A —F I TOLEBD
TH-722,

IVRXATTI = VOEYEREIST A —%
WegE O w58 | n
ERRORE Crmax Tomax (h1)D AUC, Tin
(ng/mL)¥ ’ (ng + hr/mL)® (hr)©
110?;&: 10mg | 9 854 1.58 2261 0.80
9 - %)d) d)
20kgHi (141.7%) (1.03-5.92) (42.6%) +0.18

TYRT T LOENEE ST A — S

BREO B58 | n
Eﬁ& Uﬁsi Cmax Tmax (hr) b) AUC T T 1/2
(ng/mL)® (ng - hr/mL)® (hr)9
tome 110|537 1.52 995 0.97
I~115% & (110.4%) | (0.92-6.00) (78.3%)9) +0.559
20kgblE ome |10 1908 1.47 3459 1.08
& (41.5%) | (0.93-1.52) (50.9%) +£0.44
tome | 0 311 157 619 1.37
12~ 147% & (91.7%) | (0.93-2.95) (105.5%) +0.88
20kghl £ ome |10 981 1.75 1918 1.06
& (51.3%) | (0.95-3.00) (33.6%) £0.25

a) MEITAME(EBEE)  b) ol (R ME — BokfE)

o) PHEIEERE d) n=7 e) n=9
#)homo EM : CYP2C19*1/%1

hetero EM : CYP2C19*1/*2XIZCYP2C19*1/*3
PM : CYP2C19*2/*2.CYP2C19*2/*3X13CYP2C19*3/*3

16.3 51

16.3.1 MIFEBDES
IYRTTV =)V (FIERE : 2X1320umol/L) Dk~ Mm4EE S &R (in
Vitro )1397% & - 723,

16.4 (X8
in vitro FFRERBOFERSY 5.8 RO F I1K.5-O -fi X FIUADAERKIC
1ZCYP2C19, AL AR MEDERICIZCYP3A4ABS L, 2 h 53R H
MAOREZ VTS5V ARERETH S EMESNTVEI . TYRXTT
V= Din vitro FRFHICB VT & FaF AR U5-O X FILED4E
HUCBIS 9 5CYP2C19DFH SR (R#EH 2 ) 7T >~ A ¢ Clint) 1373%T
HoTZVHNEND T — & T EERAICUCIE# T Y X 75V — )L % BiH
BOBE L& MPHOFERBFMIE ALK HERTE FuF 2 4&T
#H-723,[9.3.10.3H]

16.5 HEit
HEADTFT =7 TIZACEHBT Y XA S5V — LR EEROKRS L& &,
B SR REDFI95% A A8 IERE £ TIC R A R O #E I HR & N R RS
L #EERYR RO 3841 TH - 729,

16.6 HEDERZEITHEE

16.6.1 Stih&

HEADTF—7 TR TV XTS5V — )2 @SR IC 1 H1ESHBER
EROHREG L & & % 55HEDAUCK UCmax 3 FEE 85 OREMRENE B &8
WHERE XD EVHER 2R U RAEE o (R JEERERE)
135 % 1.25(95%fE /X : 0.94-1.67).1.18([F : 0.91-1.52) TH - 725,

16.6.2 fFikaEfE=EE
HEANDTF = TR TV AT 5V — L2 FeEREREZICIH L ESHB K
BEROBE L7 & & AUC 1 IR HEE R 0 72 WRER M B BB iE B
ICHARVEE O KR EBE TII2.36060 < VB E ~ PREEO TR AR
ERETHLZOHIZ14~1.8TH 79,

16.7 EYHEEER

16.7.1 Y7 ENL. TRV DI T7UY

FIHACYP2CIOK Uk MFI Z7u vy —L%2HW5in vitro RERICHBWT
AFIFCYP2C19DE M %2 BHE L 7 (Kif# : 7.9% U'8.6uM) 5, CYP2A6.
CYP1A2.CYP2D6.CYP2E1.CYP2COK O'CYP3A4MD &I D W T
ELRWADITPRBEERZRLEDS,
HEANDT—F TR ITENRNL. Tz b Y RIZTLT 7Y Y (R-T)L
779 Y)(BIE.CYP2CI9ODEE) L AFIOHAICED . VT E/INL. 7
= YOAUCIEENZN8L % 13%IEA L. R-TI)L7 7 ) > OIiifEF k
T 7 BEIX13% A L729:.[10.25H]

16.7.2 ZDfthDEA
IVRTSII=NETTY)ATTA YU ROTEFT D) VKM OHH
K& 7Y 203 VY ROTEF T VKNP O MAEHEEIC
BLRPSHPTT)A0TA ¥ DIAKBIEREMDOAUC - 13K
L7z E7 TV AT TV = VOAUC EFEPFFARE DK 25T HEAR L7129 F
=V FFuFeri0axySurcrF YLD T2 V12
EARROPATIIEEERIZED Snkr o7z,

*17. ERRRE

17.1 BIERURLEICE T B5ER

GERERIER)

17.1.1 EASENIHEEER (RA)
W AER 2 NRE L ZEEREERRTIE. A X 75V —)L20mg.
IV RATTY—)N20mgXi340mg7s 1 H 1 EfR AL 5 & . #5583 i
DENZTNORFER[I5%BEFEXM]1£87.4% (166/19041) [81.9%.
91.4%]1.87.3%(165/1894) [81.8%.91.3%] % 1*90.0% (171/1904)
[84.9%.93.5%]1 TH D .4+ X 75— L20mglc it § % AF20mg K O
40mgDIELENTEHL SN TN S,
HIVERAFRBEE L. TV X7 TV = 120mgBET7.9%(15/189%l) TH -
Too EHBIERIETR2M(1.1%) 75 => - 73 ) bFV AT 25—
H2F(1.1%) ROMHh 27 L7 F >R ARFF—EHEM2H0(1.1%) THh -
720



17.1.2 EIRISEINIAEEER ()
WHREEERORBERE ZNRE L —HEREERBRICBVWT. 427
IV —=N10mg& L7z Y X 75— ) 10mgKk 020mgd 1 H1[E24
AR GRS B T B EEEROFRMFI RSO SN Tn B9,

IVRATSY—=) | TVRATFI—)L ARATTI =
20mg (188f) 10mg (1884l) 10mg (1874l)
IR 1445 22451 314
e 92.0% 87.5% 82.7%
-~ 00 N iad of DO L .. 00
(939X ] [88.0~96.0%] [82.7~92.4%] [77.2~88.3%]
0.62[0.32~1.21]
N — R (VAT —=L20mghivs TV X 75 —)L10mghf)
[95%fE#X ] 0.43[0.23~0.80]
(Y AT5—=N20mghivsH 2 75/ — )L 10mgEf)
p=0.158
) (Y AT —=)120mglvs TV X 75 —)L 10mght)
P p=0.007
(Y AT5J—N20mghivsA 2 75/ — )L 10mgEf)

a) Kaplan-Meieri&ic & 2 HE
b) Log-rank#iE . A&k  WifHl5%. Hochbergd/5141C & 2 H#7E D L EIE D%
100

L IS e e e 4
80
S
i 607
s
# 401 .
—o ITYUATS—)L 20mg
20 4 * - TVUXTZJ—)L 10mg
m—-—a FATSU—)L 10me
0 T T T T T T
0 4 8 12 16 20 24
RERERSMHBAPSBRETOHE (B)
At risk 2§
TIUATSU—)L 20me 188 185 174 170 162 161 160
TIUATZJ—)L 10mg 188 184 168 168 154 154 154
FATSJ—)L 10mg 187 185 163 161 147 147 147

Kaplan-Meierikic & 2 it RE R OIEFEHER

BIfEFRBUAEIL. TV A 75V —)L20mg#ET10.8% (15/13961) R U* T
VA TF =) 10mgEET8.8% (11/12561) Td > 7. F BRI T Y X
75 =N 20mgBE TR 2 L7 F ¥ A Ak F > —CHMN2H (1.4%) Tdh
DIV AT T =) 10mghE ¢ RH2H0(1.6%) ROIH 7 L7 F > Ak
F - —XHM2641(1.6%) TH > 7.

GER 7O FEFRRNIESR (NSAID) 5B BT 2BEBN T EEES

DEFH)

17.1.3 EIASEINIEHER (RA)
LS OB E 2 A 9 2 NSAID#M R IR EE 2 R & L “HEMHE
BHBICBVLWTIY XYY —)L20mgd 1 HI1ER4ERZSHICE T 58
5 X3+ B O FRIEIRIRPED 5N Tn 515,

IVRATSIY—=)L20mg N
N 1
(17360) 77t R (1684)
FEREHIEL 615l 564
&?ézﬁgfm 96.0% 64.4%
- 92.8~99.1% .8~71.9%
[95% A #EIX 1] (92.8~99.1%] [56.8~71.9%]
NY—RH
[95% {EEIX ) 0.0910.04~0.20]
piEb p<0.001
a) Kaplan-Meieri#ic X 2#E b) Log-rankifiE  ARE/K%E  WHl5%
100 ' . . . .
I
80 -
8 b 3
s 601
1
3
a2 40 4
—e ITUAT/SU—)l 20mg
201 ——o TS0k
0 T T T T T T
0 4 8 12 16 20 24
) RERER B ANSREETOHE  GA)
At risk
TIUATZY—)L 20mg 173 166 152 147 138 137 135
TR 168 165 118 17 96 96 96

Kaplan-Meieri%ic & 2 B85 X3+ 8BRS O JEHAER

BIERFEBBEIZ. TV X 75 Y —)L20mght T13.9%(24/173f1) TH >
7zo Es BN _EIEERE 201 (1.2%) « A2 (1.2%) EHL 24 (1.2%) M
RE2M1 (1.29%) R OTFRERE SR #2401 (1.2%) TH > 72

17.1.4 BRRMHESHER (WA)
HILHEBBE OB 263 2 NSAIDMRIRFABE ZNRE LY X TS

V= 20mg?D 1 H 1[E52:8 % 5K B 5 BiEE X d+ i BEs ok
FHERIILLRDOEBD THB10,
fitaca: 52315 IERAER (Kaplan-Meieri%)
IV AFF—L20mght (13041) 95.9%

BIERFBBEIZ. TV X 75V —)L20mght T16.9%(22/130%1) T >
Teo ERBIERNEFIREME2H (1.5%) Yy —F VT IV TV AT 25 —EH
241 (1.5%) B 2481 (1.5%) B O RE 8 2401 (1.5%) T > 7z

(BEFRE7 AU VIRSIICH1I 3 BEEX T IEHER OBRINE)

17.1.5 7 I7 HEISNIERER (FA)
MEHEEOBEZET 2 EARET A ¥ (81 ~324mg) kiR A B &
(ARABEEGT) ZNRE Lz 7 V7 RS #GKEE O HEFRTIC B
FARERICBNWT. TV AT TV —)L20mgn 1 H1[EI4858 M 5 B2 B 1
% BIEE X E+ BB BB OEREMGIRIRD 5N TS, 8 510 HH
FEAT LABE RFEBE D WERE DO AR E AR S M. LY X 7TV —)L20mg%1
HIERE72EEZGRICB W T IRES72HEDOIEFRERIX96.4%TdH -
Teo e BARRBRICBOCIEARER, It ABEBICLHTSr 7 7 L F—
ZHH LTV,

IV RATFJ—)L20mg(182) 77 &R (1824)
FEREGIEL 2151 224
*Q?:;ﬁ';if” 98.3% 81.2%
~ 0 ~ 0
[96.65% (2@ ] [95.7~100%] [72.7~89.7%]
NY—FH
[96.65% (R 0.0910.02~041]
pliti® p<0.001
a) Kaplan-Meieri#ic & A& b) Log-rankifiE . AR/K#E  Wifll3.35%
100| & 3 o = a
1 T S—
S S
80 O —©
—~ 10|
8
E 60
& 50]
™ 40)
30)
20 -5 IUATSJ—)L 20me
10 -©- TSR
0
0 12 24 36 48
At risk % RBRERERRBNORIEETORE  (B)
TYATZ =) 20me 182 144 99 50 19
TR 182 145 89 45 16

Kaplan-Meieri% | & 2 BE% U3+ 1R HEE O JEFAER (PRIBEHTIC B 1 B H55R)

IVRATS Y= N20mgH5HI21461H 3161 (14.5%) ORIER P S
NTWV5 . FELZBIERIE TRI2H0(0.9%) . O 5 A B %241 (0.9%) | IE 4R
§i201(0.9%) B AR Y —7241(0.9%) &l 241 (0.9%) HTH - 7z,
(BBE. T ZEHEE . USHEE. VS AEBRIBYRAE. Zollinger-
EllisonfEfRE 7 5 U ICBIES. T —1EEER. BMALT U /NI FS 51 m/
RN SRBER . REIBE L I 2 ARBRHEEEE. AU INTI— - O
URRBRICBIFEIANUINT I — - OV OFREDHHED)
EIC B W TERA TR O B R BR S O BIE R IR SR IR & 72 5 kB %
FERL TV,
(BER. T EBEE. USHES. U S ABREETRE. ERERIENX.
XlFZollinger-EllisonfiE{REE)
17.1.6 EIREEI/IIMBEEER (WR KU IR)
HE . + RS WA iREE. IR0 S AN E BB E R A
% X3 Zollinger-EllisonfEREF 2 H T 2 XIIET 25V DH 51~ 148D
BESOMI % 1R & U 7= JFEMateR C 1% (ke 1 Okgl 20kg#:i (10M1 [51
BE])ICTY X 75— L 1[E10mg%.20kghl kiZ 1[E10mg (1~ 11106
[BE28£]. 12~ 145% 101 [5548£]) I 1[E20mg (1 ~ 1 15% 10/ [5538£]. 12
~ 145 10/ [5558E]) % 1 B 1 ERASHEIR G L 7z FH% 58D _EERIH{L23
FER (19 01F BB DR S O EIEERAPURR) 1 B SRR 2/ L T
W7z BEDA0% EOEIE TR U rzo % 7o SRS R BRI 3T 55 S
TELBED D BREENFAPRD SNI3FTRTUTBWTHERIC
AR AHEE L7,

BEH 1B SE2BE 3B AR SESRE
(B 551%) (1061) (10#1) (1061) (10f1) (10f1)
iy 1Lk 1~115% 12~ 147%
{4 ;g‘ggig 20kghl |
#E5&R 10mg 10mg 20mg 10mg 20mg
Kaplan-Meieri% i & 2 Fefé i sd 0 AR RefeiH R
Ha <o 1) 100% (2f51) | 66.7%(3f1) | 100%(161) | 50% (261) | 75% (4f1)
& 75% (441) 100% (3%1) | 80% (5f1) 50% (441) 100% (4f51)
DR | 100%261) | 50%(661) | 100%(661) | 40% (561) | 57.1%(74)
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BE5R 1R 28 H3RE HARE $SRE
(Be51%%) (10f1) (10f) (10f1) (1041) (1061)
LA | 100%(361) | 66.7%(6f) | 100% (46) | 60%(5f) | 50% (6f)

()BEANSERZAE LT 7HI3
1~ 1475% 0 BE 50617424 (4.0%) DEIERAP#RE SN TV 2. 2 ONRIF
TR ORER  ERRBR B RS 161 (2.0%) TH - 7z,
GERMERERIERT O« MEFRESE (NSAID) RSEICHIF2EEEXIS
T TIEBEEOBRINFERET7 AV VREBICHIFZEEEXE =
IS EE DOBFEIH)
*17.1.7 EREIEHER GhEROINE
WM AER AR L7z ~ 14RO BEED 2761 (7 )V — 71 [{KE10kgLL
20kgAK] 761, 7N — 72 [{KE20kg BL_E]12041) K OTEAL S O BEE
2EHTANSAIDITMEHE 7 ALY V2RI L TWa 1~ 14D 8EE
2261(Z7' v — 73 [{kE10kgll_E20kg A1 9ffil, 7L — 74 [k &E20kgL 1]
136) = R & U7 IEERRER T3 B T BB R OFIHRRER O MR
RUOBEE I+ HEEREOHERBIHICBI 2. 2V X TSIV - LOH
MR OCREEZREF L ARBTIE .2V X5V =1 10mg (k&
10kgBl_E20kgAi) X1x20mg ((AE20kgbL 1) 2 Z 3 i 1 A3 K o #1
YR OMERPEE TI1Z 1 H 1EI24EH  NSAID X EAR 7 A ¥ % ik
AL TW2EHFEOBEE N+ HEBEEoERIH T3 1H 11328
WG L7 Gt Al R O BRE G BilE d+ BRSO HRE
HEILLRDOEBYTH B8,
) MREEROTWHIGEHTIE. 7L —710BEIC10mg 1H1E., 7 L—T20 8%
1220mg 1H 1[E % 85 L7z,
¥2)(AE20kg M EOBF IOV TIXI0Mg TIREZFIIAT 5 2 & & LA VA
B 00 TREREF ICJE U20mg I AT RE S L7zo
TE3) WM 8 2 O WA % O HERHRE T IR R44EM  NSAID U ERE T A ¥
Y V&K LT WL 5 B 0 BIEE X+ IR BRSO R Tl RS 28

BRI

MI% TR £ TR S L.
e HILEREOBE AT BNSAD
BGHE | ERERERAEEUERE | g pmee v rgmEL T 0E
i doxisd TN—71 TN—T2 TV—73 TIV—T4
(55 B (781) (19) (o) (130)
L0KglLE : 10kgbLE i
e o 20kgblLE o 20kgblLE
RIS ofl 161 1 ofl
HREAE 0.0% 5.3% 11.1% 0.0%
[95%ERXMEIY | [0.0~41.0%] [0.1~26.0%] [0.3~48.2%] [0.0~24.7%]

a) 7 )b—72(2001) & L& MERRFEE RIS R R TR B R AT
RSNl ENERITERERICEE T o1
b)Clopper-Pearsoni#ic & 0 &
TN —=T1O7HIF1EFI(14.3%) TRIEASHE SN TW 5 M S h-BIfE
FEE AR B O AP BR BR A BB 2645 1451 (14.3%) TH o 7o 7N — T2, 3% U4
TEWEARIwE SN TWLa L,

18. EREFIE

18.1 {EAEEE
BRSO MRS LIS 2 R BRAS BRI WHBIE s EE6T 52
LK BEMENICBWT—EHOBBRAWRIST B E 5, ZORIGORK
BRI BRSNS H Z i L RO DICKTZ2ED At 7 a b~
Ry FERIEINAIBEREPBH TV E . IV XSSV —LIZ.2o7a bR
VIO E RHET S EICk > T EBROWEMEIT S,

18.2 £ NTOEA

18.2.1 BRpHIC R I3 o B
fERERAICBVWT. Y X 75 Y —)L10mg. 20mg K F40mgik 512 & 0 24
R IC B NpHAY 4L B2 R B OE &1X. ThENn48+£23%.62+
14% % 0'68+8%Td - 7219,
NREBHESFICHE VT TV XS TV —)L10mgKk 0 20mgit 512 & ) 128
Bl B pHA4L L& 7R 3 R O EIE13.51.2% ~98.3% Td - 722,

18.2.2 £EMFHRFE
TR A BHE3AFN 2 F 27 L BEAER20mgH 52 WVIERF I LH T
L 20mgESHBRER OIS L. 7 0 A4+ —N—EICTHENpHICRIET
HE2 B L. 2OBR ERE O BNpH ERMRIZENZNICA%ET
Hol,

18.3 FEERREHBRICH T B 1ER

18.3.1 7’0 bRV TFHEEA
v FEMBEERD 70 b R 7 (HY, K-ATPase) i<
ZR L7220,

18.3.2 BEE NEITER
BigE 5 X HIEARIC B 5 BEEA I L TIMEIfER 2R L7z2D,
S v b & UHeidenhain Pouch/ X IZB W T R ICE RSN B
Bt U CisfER 2 7R L 722229,
AEIOBENRDI THAHLIRX TS = VIE. FEIRTHEARATFV—
NDO—F DHZREER(SEK)TH S,

L TWRWT LA

U CHHEER

PI130@B

19. BT ICE T 2IEEZEHIFR

—RRBIRHR
IYRXT T =)~ 737 LK (Esomeprazole Magnesium
Hydrate) (JAN)

{2
Bis{5-methoxy-2-[(5)-(4-methoxy-3,5-dimethylpyridin-2-yl)
methanesulfinyl]-1/ -benzimidazol-1-yljmonomagnesium
trihydrate

FF
C34H36N6O6S2Mg - 3H20

SFE
767.17

27N
IYVRTTI =7 T3 LKMIEAEIIED,IC
%o

{EEER

HsC
\
A °

N s° XY TCHs

BBELIHRTH

Mg2*+ 3H:0

L -2

LT
f170C

22. @R

(FFV Y LESRENSE10mg)
10mg [284(SP)]

(FFVY LEERFENSE20mg)
20mg [28&(SP)]
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1.9 —RMBMICERLINE
2XOILCHhTEIL, 2F OV LCRERBHNS S
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1.9 —fEMIAFRCLR D 3CE
— L =V AT T — = TR Ak

1.9.1 JAN
(AARZ) =Y AT T == TR0 LKFH)
(E4) : Esomeprazole Magnesium Hydrate
1.9.2 INN
esomeprazole
1.9.3 LF 4
(A AA)

AstraZeneca

B ALS-A R T2[(S)-(4-A FFU3,5-DAFNAEY DDA JNA K AT 4 =)L) H-R

A2 5‘\/‘\__.]1/_1_/(/1/}—*’\77\\7\\:‘/‘7AL/§1 =K

(F4)

Bis {5-methoxy-2-[(S)-(4-methoxy-3,5-dimethylpyridin-2-yl)methanesulfinyl]- 1 H-benzimidazol-1-

yl}monomagnesium trihydrate
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— L = AT T — = TR LK

F18 PHEEFTHRBRRVHRTXEICET H1EFR
R IR T T == TR LK
BEE IR

1.10 X - FIEFOEEEEEHOFT LD
FEXOVLONTEIL, 2FTHLOBEHRBRN S

ARERNZ LR S IVIAGBUTAR DHERNTT R b T BR WA SHIIRE L3, Wt Faio&
7R S KER OB ZMICTRT 2 Z &3 6N TVET,
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.10 #H - BIFE%ED

REFRAEROE LD AstraZeneca

—Whh Y AT T =~ TR T BRI

1.10.1

BT

x 1 BE - BIRFOEEEEEHDFT LY (BT

L4 - B4

B RS- A FFT2-[(S)-(4-A FFTB5-VAFAEY V2 A JNAK AT o
SNIH-R R I ZY = -1 A ) Gl =2 AT T =) | ZEOEEK
O D LA

I

[
a

Hat
GQ M Hy
Nﬁl‘s*ﬁo‘cm Mg « IH:0
M

o |,

o
o
o
&7&
7B

<z%/?Aﬁ7tnqm@\Z%/ﬁAW@%%ﬁ e 10 mg>

OBEE. + a5, WEEHEE., YRt Eg, FOS AME &ETR
JiE. Zollinger-Ellison EMERE, FEART 1 A NYEFUIIIE SR 5 RFIC 3517 5 BIEE XX
+ ARG OIS ARHET A CERERICRT 2 BIEE XX+ B
1895 O FEFE N

OTFRIZBIT DAY a7 Z— - r Y ORRE OB

BIEE, +IBEEE. B MALT U Nl Bt M MESEBER . RS
TR DN EE . ~V ans 22— . v VRGEH %

<z%/?Aﬁ7anMg\z%/ﬁAW@%%ﬁ% & 20 mg >
OBEVES. + FEWEs. Wa g, Wit 2R, Zollinger-Ellison SEMEHEE,
AT v A RHEFURAE SRS GR35 5 BIEE XL+ IR B o i, (K
MET 2 CERERICI T D BIEE 3+ RIS O m sk
OTFRIZBIT DAY a s x— . vrl ORE DM

B, + EBEE. B MALT U > 8, FRstEii b rESRBERH ., 5318
TR D NBREERNIR R E . ~V any 22— . v UVRGEH %

M - HE

<AF LU LTI TEIL 10mg>

OBEE. + _1EWE%E. WAEEHES. Zollinger-Ellison JEBEHE

D YN

WE L A ii/%77/%kaTIEZMg%1 1 RO GT 5, 7
B, WE., HEE, WATESE T s B E T, +EBEETIX 6 HEE To
Bh L35,

MR

WL 1 L EOSR R OVNRIIZZ Y AT — L LT, KE 20 kg K T
ﬁl@ﬂh@%\WEﬂmguiTir% ST E10~20mg % 1 A 1 [EfEA
BeET 2, 7k, @E, HIEE., WEMEEG CIX 8 MEE T, + RS CIX
6 HE £ ToE LT 5,

Ot RIE R

DN

WH, RAZIZ=Y A 7T — LT 1R 20mg 2 1 B 1 [BEROKSTS, 7
o, WE, SHEE TCORE LTS,

S HITFHFE « FRA MR 0 R BB R OMERFRIE IV T, 1 [A] 10~20mg
Z1H 1 ERA#EET 2,
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—WE T RS T—w T R AT

MR

WE, 1Y EONRKZOVNEIZIE Y A 7T — L& LT, K5 20 kg R Tk
H]mmg%\WEZMguLTiWK ST T1IE10~20mg # 1 H 1 [BIFR O£
4%, ek, @E., SEHME ToORELT D,

OFEDS AVEE B 1E W HE

5N

WE, RAZIZ= Y A7 T — e LT 1A 10mg 2 1 H 1 [EROKSTS, 7
B, B, 4R ETCORE LTS,

MR

WE, 1EU Lo ROV Yy A7 — e LT, 1E10mg%a 1 H 1
@ﬁm&ﬁ?éo@k\@%\4@%if®&5kﬁéo

OIEAT v A FHEHIRIESRE GRS T 2 BIE5 U3+ HIE S O F3 ]
WE, RAZIZ= Y A7 T — e LT 1E20mg 2 1 H 1 RREOKRST D,
OEHET A Y UFHRFZI T D BIEE XX+ RS o B

WE, RAZIZ= Y A7 T — e LT 1E20mg 2 1 H 1 RREOKRST D,
O~y anyy—.ul OREORE)

WH, RAIE= Y AT — e LT 1 E20mg, 7EXFT VY KR E LT
1 [B] 750mg (Jiffi) M O*7 7V 2v~A > & LT 1 [\ 200mg (Fiffi) @ 3 &%
FIFFIZ 1 A2\, 7 HREROEEGT 5, B, 77V Aa~vA i, HEBIOLT
THEMETLIZ LN TE D, 72720, 1 7 400mg (i) 1 H 2 A& ERE9

ZDO
fD%VﬁVf%VEE&%\7%%&&9Vﬁﬁ%&@7?UXD74VV@
3HFEICE DAY a gy Z— - v'a ) OBREIRENRRDOEEIL, R

boipFEE LT, %, RAIZIE=Y A7y —1 & LT 1 [8 20mg, 7%%/
U KR E LT E 750mg (Jifili) ZROVA hr =&Y —/ & LT 1 [A] 250mg
D3 FNEFREFC T H20E, 7 HRRO®RET 5,

<AXF U LD T 20mg>

OBEE. + 168 %E. WAEEHES. Zollinger-Ellison JEBEHE

D YN

SN PN ii/ﬂ77/—ka11EmMg%1 A1E&RAKRST D, 72
B, @EE., BEE. WATEE TR 8 HME T, +HEEEE T 6 HHETO
BhHET 5,

/J\)?.

. KE 20 kg L EOSHEROVNRIZIZ= Y AT T — b LT, ERITGT
fl@u%QMg%l 1@%D&5#5 P, W, BIEE., WEEIEE TIX
SHEMFET, +HRBEETIZ6 B FE TcokE L35,
OQufifit M E %
DN
WE, RACIZ= Y A 7T = LT 1 H20mg 2 1 H 1 BROKSTS, 7
B, @, SHEETORELT 5,
S HITEHE - A Z 0 KT E E R OMERFRIE I W T, 1Bl 10~20mg
Z1H1EREOESGT 5,
MR
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WE. KE 20 kg UL EOSHEROVNRIZIZZ Y 27T — e LT, JERIZGT
Tl@l&d%@%lEﬂl@%Dﬁﬁ?éo&k\%%\SWWiT®&5&¢
D

OIEAT v A FHEHFIRIESER GR35 1T 2 BIRG USRS O 3 0]
WE, RAZIZ= Y A7 T — e LT 1E20mg 2 1 B 1 [REREOKEST 5,
OEHET A Y GRS D BIEE UT+ RS O FF 3 )

WE. RACIE= Y AT T — e LC1E20mg 2 1 B 1 EREAKRST 5,
O~V anyg y—.vnl OREDHB)

WE, RAIZIZZ Y A7 Z =L LC1E20mg, 7EXT VI VK& LT
1 [A] 750mg (Fff)) KO U Za~A & LT 1 [E 200mg (Fff) & 3 #l%
FRFIZ T A 20, 7 BRI ARET 5, B, 77V Au~A 0%, KRBT
THEHETDLZENTE S, 2720, 1 E 400mg (Hff) 1 B 2 ElZ ERES
Do

Ta AT e ES— TEXVVY UKFIME O T U Aaw AT D
3FIFEGICE DAY a s z— v u ) OREIREN ARG EIE, 2t
DHEEE LT, @B, RAKE=Y AT Z Y — & LT 1 F 20mg, 7EFT
U KR E LT LA 750mg (Jili) KOA he =&Y —L & LT 1 A 250mg
D3 FNEFRRFZ T H 20, 7 HRERA®RET 5,

<A F Ty LARRE RS E 10mg >

OBES. + IBaE%. WAETIEE. Zollinger-Ellison JiE {FEHE

[F N

WHE, RAZIET Y AT F Y —)L e LT 1A 20mg & HFEFKCRE LT 1 H 1[I

&G 5, ok, @, BiEE. WEMEE T 8 Ml x T, + fHEhEET

X6 ETCORE LTS,

NS

WE, 1 EOSRKZOVNEIZIZ= Y A 7T — & LT, K5 20 kg KTk

H]mmg%\WEZMgMLTirﬁ IS T T 1 [E 10~20 mg % K TR L

TI1HI1RERAKRST S, bk, @, BiEE, WEMEE I 8 HME T, +

THEBEE T e B ETCo®E LT 5,

O Wi Pk BB 2%

D YN

HWHE, KAZIZ=Y AT = LT [E20mg & HRK CREB LT 1 A 1 [ERE

A&53 5, ek, @, sHEHME ToORE LT 5,

S BITTRFE « PR AR 0 B3 Wi it BE R ORERFRIEIZ VT, 1 [E] 10~20mg

ZAFKCREB LT EROEETS,

AN

WL, 1R EOSBROVNRIZIZZ Y A 7T — L e LT, K8 20 kg Rt Tl

H]mmg%\WEZMgULTiﬁK IS T 1A 10~20 mg % FHRFK TR L
A1EROKEGT 5, ok, B%, SHEMECOERLE LT D,

O;LFU\%/U ME ' A e

5PN

S PN ii/x77/—w&L11ENMg%%ﬁmT%@LflHl@%

N#53 25, ek, @%., 4 EMECORLE LTS,

MR
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WE, 1L EOSREOVNEIZIZ= Y A 7F > —1 e LT, 1[a 10 mg % HAREK
f%ﬁbflﬁl@&u&ﬁ#éo@k\@%\4ﬁﬁi1@&5k¢éo
OFERAT v A FYEFIRIESRE L G R T 2 BIRE UE+ ZH8TE S O FE I
WHE., RAZIE=Y A7 Z ) — L LT 1A 20mg & AR CREB LT 1 H 1 [ERE
H#59 5%,

OEHET A Y GRS D BIEE UT+ RS O FF 3 )

HE, KANZIZ=Y A7 T — & LT1IE20mg 2 ARFKCREE L T1 B 1 FIR
H#59 5%,

O~V anyg y—.nl OREDHB)

HWE, KANZIZ=Y A 7T — & LT 1 A 20mg ZHFKCEEE LT, 7EX
YUY KR E LT L E 750mg (i) ROV T U Amrvw AL LT L E
200mg (i) @3 F&FRHZ 1 H 2\, 7 HE&EARET 2, B, 77U An
~ AU, BBIOSUTCHEHEME TSI ENTE S, 2720, 1 F 400mg (V)
i) 1 H2EZ ERET D,
fmbyﬁy74yt5&~\7%#yyuymﬁ%&@ﬁ3UXHv4yy@
3 AL DAY 2y Z— - Er ) OREERPARDOEEIL, 2t
DOLEFEE LT, @, A ii/%77/wwaL11EMMg%mﬁmf
ML C, TEXFVVU KE LT 1A 750mg (Jl) KA ho=4 Y —
e LT 1A 250mg @ 3 A& [FKZ 1 H 2B, 7 HREREOEE9 5,

<R Ty LRRE RS 6 20mg >
OBES. + IEE%. WAETIEE. Zollinger-Ellison JiE {FEHE

A

S ) PN i:/%77/~w&LTl@mMg%%ﬁmTW@LT1Hl@%
A#53 25, 725, L HIEE. UATIEETIT 8§ B E T, +EEIEET
16HW$T@&5&¢50

WNR

W RE 20 kg RO R OVNRIZIZ=Y AT T — e LT, Fﬁ rNV
fl@lwam@%%ﬁme@LT1Bl@%mﬁﬁﬁé ¥, EE. BiE
B MEEFIRE CIX 8 MM E T, +HEhEE CILe Bl Tokb &1 5,
O Wi Pk BB 2%
D YN
HWHE, KAZIZ=Y AT = LT [E20mg & HRK CREB LT 1 A 1 [ERE
N#E3 %, 7ok, @, SEHEETORE LTS,

S BITTRFE « PR AR 0 B3 Wi it BE R ORERFRIEIZ VT, 1 [E] 10~20mg
ZHRABKCTEE LT B 1 RRO®&ST 5,
AN

W, RE 20 kg L EOHIRROVNBIZIZZ Y AT T — L LT, BRI T
flEHWQMg%m%mT%@LflHl@%u&%#éo@k\%%\8%%
FTORE LT D,
OIEAT v A RUEHURAESER G- REZ 35T 2 B U3+ a5 O s i
WH. RAZIZ= Y A 7T =L LT 11E20mg 2 HAFK CRE L T1 B 18
A&53 %,
OEMET A Y GRS T D BT AT+ MRS O FR3E i)
WH. RAZIZ= Y A 7T =L LT 11E20mg 2 HARK CRE L T1 B 1R
A&53 %,
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O~V anyy—. vl OREOHY

WH, RAIIFZ Y AT T =)L LT 1 (A 20mg & ARKCTHRBL T, 7EF
VY KR E LT L Al 750mg (i) ROV U Amr~<wA T LT HE
200mg (Jiffi) @ 3 AlZFERZ 1 H 2[R, 7 HRBEOEEGT 5, i, 77U AR
v AU, BEDE U GEERE TSI ENTE S, 72720, 1 [\ 400mg (V)
fii) 1 H2E% ERETS,

Ta bRy T e B — TEXFVVY UKL T 2AawAL D
3FIEGICE DAY a s x— - va ) OREIREN AR OSEIE, 2t
PHR|E LT, EHE. RAIZ=Y AT TV —)L & LT 1 [ 20mg & HAKKT
ML C, 7TEX VYU VK E LTI A 750mg (Jiff) KA ho=% > —
L& LT 1A 250mg @ 3 Fl&FIFEC 1 H 2108, 7 HRERAOZERET 5,

SRR DFRE

L

i e O

HRY - Syt

A

<KXV U LT BN 10 mg>

VA7, =Y AT T =0 10mg (=Y AT T =)~ T30 LK &
LTll.lmg) =&5H7T 5,

<AX VT LD TEIL 20 mg>

L AT, 2V ATT =L 20mg (Y AT T =< T30 LKL
LT223mg) #5675,

<H XU LR YRR A 10 mg >

1 A, ZYRATIZY = 10mg (R AT TV —)L~T 320K E LT
11.1mg) #&HT 5,

<H XU LR YRS A 20 mg >

1@, =V RATT7Y =) 20mg (R AT TV —N~T 32y LK E LT
223mg) EAT D,

st
Hq:

Stk GEE) FbaE

WtE | ®Bo (R/EBER) BRI (e NEOBE )
Zv k| I | 930 mgkg 290 mg/kg
$ | 480 mg/kg 290 mg/kg
~UZ | " | 1200 mgkg > 320 mg/kga
? > 160 mg/kga
i s 30 mg/k;
>
Q mg/kga
a: \E LR RKHAE
-= EEAL
ek (RKIE) 573N
BRE | h | G | SR | EEEEE F72RFT R
iR | & | mg/ke/H| mg/ke/H
Ty M 1H | 8O | 14,45, | 140 FBARAFH 72 H E B ORI *
AR | %5 | 140 140 mg/kg \Z331F 5 B RO BIAHAR FAIZA L *
(H =M fffatEZ4t)
Zy M 3K | KA | 14,69, | 69 69mg KUN280mg THONEZ BB E, ~< h7
AR | &5 | 280 U v M., MCV & MCH O $ 70728 *

JHERARAFR R MIE A A RV ARED 5%
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— Wk I AT T == TR AR

AstraZeneca

F AR A0 72 B R OHN *
69 mg KON 280 mg (2351 2 BRMRIZ I 1T 2 B/
Pk (FEHIR O ff itk 284 B OV e 0> 22 k)

® =

3H
HIH

A
5

0.66, 5.5,
28

5.5

28 mg/kg (Z331F D HFHRARRR R I B L 725k (8D
ORE, KFET, L5 D)

5.5 mg/kg KO8 28 mg/kg |21t A fiEHH A R Y v
WED L5 *

FH B AR 70 B EE ORI *

FHEARTFME O B RIEIZ 35 10 2 BEAR MR 00 AT A %

(HEMIROZNE, HREOBIR L Ok,
MEEE R B I 3517 D RAEMAR OB, BIRZBT 5
HOIRHEIE)

* ARFRBRICB T 24 AT T Y — VB SUIEE O B BRyWIHEER G RIS b b

HEEHOFTRCh o7z,
KiER 53 (Bl haEehy)
R | B | &5 | &5 | BEEE ESAT)
ARG | B | mg/ke/B| mg/kg/H
Fy M 1& | KA | 31,93 |93 O, iRk, #EOH N, BIREBOKT,
7 Hin | AR | #5 | 280 PWEOHGI, &g, Rk, KEEMOMEH, ~ES =
Fy M 1LH | #0O | 93,280 | 93 ;V%E'Avgyyyﬁﬁmﬁf‘%%im?f%
sam | am | ws N, ZLa—ZEOET. 2L AT a—/ B0,
MR EREOE T, HEEOHM, ECL M/ T A —
Z—OEM, MiEH A MU EO L5H-
A4X | 3F | O |28, <28 TRUE, WEOEN, Wt SEEHES, RE ST,
10 Hiin AR | #5 | 55141 IRiG T, Gk, EEBMmomsl, mREmi (58
BE) . ~ESREVRE -~ b Uy MEOK
T, FPlEE B8, R K OigE & O T,
HEBEOMEI, ECL ML/ T A —% —OHhEm,
MigEH A b U AED E&H. BEEOHI,
BRI D IR
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IE A
O FMERIER, FHEAT oA REFIRIERK R ZT 5 BB ix+ G
55 D - FE N
BIVER 3R (BREMERE 25Tr) RIEFIE 756 Flth 87 ] (11.5%)
BIVEFH oo fiE 1%
T 7 %51 (0.93%)
M7 L7 F ok Rk % —E 761 (0.93%)
ATHERE LS, 51 (0.66%)
TI=r T R T UAT =T —PHEN 4 51 (0.53%)

OEMHET A ) U GRIZI T D BIRE U3+ 85 O fH S
BITER SR (RRRARE 2 &de) MIERIER 214 B 31 B (14.5%)

RIVEM OFEFE B
T 241 (0.9%)
U6 AMEE % 2451 (0.9%)
R AT 241 (0.9%)
BARY—7 241 (0.9%)
H1fn. 2451 (0.9%)

MLV QOVINS)
OBES. + _fEHEE. WAEIESG., URrERER, FEODLAMH RET

JiE. Zollinger-Ellison JEERE
RIERRELR (FRRMRARE 2 5Te) HIEFIH 50 #H 2 61 (4.0%)

BIEH O B
TR 141 (2.0%)
R 141 (2.0%)
AR S 141 (2.0%)
sk [m]—JiE 5]
=ft T AN EBR A A mA
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REFRAEROE LD AstraZeneca

—Whh Y AT T =~ TR T BRI

1.10.2 Pl
%= 2 BE - BFRFOETEEEHDFE LD (£EF)
24 - Bl
&
whie - ZhR
Mk - & <AF VU LA TEL 10mg>
QR RHIPEND OBEVESE, + _fEMIRE, WaHIEYS, Zollinger-Ellison JiE B

DN
WE, RAZIFEZ Y AT Z Y — e LC1E20mg 2 1 H 1 ERAOKEST . 7

B, HE, HIEE, MBS CIXSHEMET, +HEBEE I EEETO
BhE LT 5.

/J\IE[

WE, 1EUEOSBEROVNRIZIZZ Y 27T — L LT, (K 20kg A4 Tl
1Eumg%,mim@uﬁfiﬁﬁ S LT 1A 10~20mg & 1 H 1 [A%% 0 #
B35, ek, @, HIEE, WAEHEE CIX8EMET, +EBRETIXe6
W E TR ET5.

OWtERE R

[BIN

\E, RANZIEZY AT — e LTI E2mg %2 1 H 1 EREO&EST5. 72
B, @, SHMETORE LT 5.

=35y ﬁ%-ﬁ%%@wkaméﬁﬁ%®ﬁ%ﬁ&K%wfﬁ,Hjm~Mmg
Z 1 1 EEA&RGET5.

WEE, 1EU EOSRROVNRIZIZ Y A 7T — L& LT, K& 20kg A Tl
1[hm¥%,m$m@u¢fir% ZWE T E 10~20mg % 1 B 1 [[% 0 #%
5%, ek, @y, SHWME TO®ELT 5.

DR - R Z M KT R R OMEEREIEIZ BV TIE, 11E 10mg % 1
H1ERRORET S, 72k, (KE 20kg DA ETIFIERICIE U T 1 [H 20mg F THY &
TX5.

OIS ANEE B e

DIN

W, A=Y A 7T =)L LC1E 1omg 2 1 B 1 [mEO&EST5. 7
B, @, 4AMECORELTS.

/J\/L

W, 1 EOSHEROVNRIZIZe Y A ST =L LT, 1H 10mg 2 1 A 1
@ﬁm&ﬁ#é.ﬁk,%a,4ﬁ%if®&5kﬁé.

OFEAT m A RYEFURIESE L GR35 1T 2 BIRE XS+ a8 1E % O F s i
HIN
W, RACIE= Y A 7T — e LC1E20mg 2 1 H 1 [EFEAOKST5.
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1.10 ¥ - BEREOFEREEEROE L O AstraZeneca
—WE T RS T—w T R AT

/NR

WE, 1 EOSEROVNRIZIZe Y A ST = LT, 1A 1omg 2 1 H 1
ERE 5T 5.

OBMAET AV Y UEHRIZE T 2 BIEE U+ B TSSO i
[HIN

WE, RACIFE= Y AT T = LTI E20mg 2 1 H 1 ERAO#KET 5.
/J\)L

W, 1 EOSIREOVNRIZIZ= Y AT — e LT, 1H 10mg % 1 A 1
R A&GS 5.

O~NY anRy Z— - v'r ) ORRE OB

WE, RAZIFZZ Y AT T — e LT 1A 20mg, 7TEXT VY VKL L

T 108 750mg () ROZ7 TV Am~A & LT1IE200mg (Fifi) @ 3 #l
ZEFFIZ1I A 20E, 7 HMROTRG TS, vk, 77V An~v A0, BEIC

JGUCHEHEET SN TES. 2720, 11E400mg (i) 1 B 2 [E% ER

LT 5.

T bR TA e ER =, TEXTUY UKAPR R T Auw AT 0D
3HEEEICE DAY any F— . vu ) OREBENFRDOEEIE, Zuck
DOHEFELE LT, W, RAZEFEZY AT ZY—E LT 1 [\ 20mg, 7EFT
U KR E LT LA 750mg (i) KOA he=4>Y—L & LT 1 |6 250mg
DO3FEFRRFZTH2ME, 7 HERO&EST 5.

<AXF U LB T 20mg>

OBEE, + _f68E%, WEEHIRE, Zollinger-Ellison i FE#

DN

W, &A ii/%77/aw&L11EMMg%1Hl@%u&ﬁfé AS
B, @, BHEE WATEECESEMET, +EBEE I EHETO
%5&76.

/N
W, RE 20kg LLEOHE KR OVNRIZIZ=Y AT T — 1 E LT, fﬁ I

flEHWQ%g%lElE%m&ﬁfé.&k,@ , BB, WEEEET
I8 E T, +HEIBEETCIZ6 A E TOERE LT .

Ot =B K

%A

WE, RAZIZ= Y AT — e LT 1H20mg 2 1 B 1 EEAKREST 5. 72
ﬁ,@ﬁ,smﬁif@&ﬁkﬁé

X5 ﬁ% PR A WETERIER ORERFRIEICIB WV TIE, 18] 10~20mg
#1H %D&&ﬁé.

/J\IE[

W, RE 20kg LLEDOHIB R OVNRIZIZ=Y AT T =L e LT, JERITET
T 1A 10~20mg %# 1 H 1@@D&5#6 7ok, W, SHEMETORE LT
5.
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1.10 ¥ - BEREOFEREEEROE L O AstraZeneca
—WE T RS T—w T R AT

S BT - FRZ D KN E BB R OMERFRIE IR W TIE, 1Rl 10mg % 1
H1EREOEST S, 72k, KE 20kg DL ETITERIZE UC 1A 20mg £ CTHIE
TX5.
OFEAT m A RYEFURIESE L GR35 1T 2 BRSSO F 6 #ii
WE, RACIZ= Y AT T = LT 1 E20mg 2 1 H 1 EREAO#KET 5.
OBHET AV U FERHCE T 2 BIEE T+ BB E O B3]
W, AT Y AT T = LT 1A 20mg 2 1 H 1 BEFRO#E55.
O~V Ry Z— . enl) OREOH

WE, RAZIFZ= Y AT Z Y — e LT 1A 20mg, 7TEXV VY VKPE L

T 1108 750mg (Fffi) KO TV Am~A b LT1IE200mg (Ffi) @ 3 #l
ZRIFFIC1IH 2, 7 HEROREGT5. vk, 77V A~ o0k, LEIC

JGUCHEHET SN TES. 2720, 11E400mg (i) 1 B 2 [E% ER

ET5.

Ta bRy T e X —, TEXRVY VKA T Ra<wL D
3 ABERIZ L DA~ a s Z— v u ) OREIRESARIOLEE, i
boEHFE LT, W@, A=Y A7 7Y —1E LT 1 [E 20mg, 7EFV
U KR E LT LA 750mg (i) KOA he =&Y —L & LT 1 [ 250mg
O3 FEFERFZT A 20, 7 HMERO&EST5.

<A F DU LR IR 6 10mg >

OBEVESE, + _fERE, WaHIEYS, Zollinger-Ellison JiE B

[DUN

WE, RAZIFZT Y A7 =)L LTI A 20mg 2 AREKCTREB LT H 1 [\

1
PHRET5. ek, @, HiEE, WEMEE I8 EHET, + IEhiEE
TlE 6o HME ToRELTS.

/N

Wi, 1M EOGIEROVNEIZIZT Y A 7T —)L e LT, {KE 20kg K Tl

1[8] 10mg %, A 20kg LA T ifﬁ( ({2 CC 1 [a] 10~20mg % FIF /K CTReE L
H1E®RAKRET S, ok, 8%, H5iEE waMmEs ks EfiE<T, +

“HEBEE T e MM E ok LT 5.

Ot E R

[DIN

WE, RAZIZ= Y A7 T = LT 1 H20mg 2 AFKCTEE LT A 1[4

ROET 5. 7ok, @, SHMECTORELTS.

S HIZHEHE « R0 K WM E RE R OMERFRIE ISV T, 1Bl 10~20mg
ZARKTERE LTI H 1 ERA#RS5T5.
/J\IEl

Wi, 1 LSRR OVNEIZIZ= Y A 7T —)L & LT, K8 20kg A5 TIE
1Eum@%,m$NQULfif% 2 UC 1 [E 10~20mg % FEEK TR L
1 H1ERO#EST 5. ok, @E, SHEHEETO®REG LT L.
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1.10 ¥ - BEREOFEREEEROE L O AstraZeneca
—W I RS T—w TRT AKF

S HITHI - FRAZ D KT E B R ORI I W TIE, 1 El 10mg &
FEPKCRBLCLH 1 RRRO#KET S, 7B, KFE 20kg UL ETIHERIZIG CT
1 [F] 20mg £ CTHETX 5.

QIEO S A E B TEWFIE

IBIN

WHE, RACIE= Y A7 F Y= LT 1A 10mg 2 ARk TR\ LT H 1 [EH
RATGT 5. Ik, @, 4EMETORLG LTS,

/N

WE, 1EU LR OVNRIZIZ= Y 27— L LT, 18] 10mg % FFEK
f%ﬁbflﬁl@%ﬂ&%ﬁé 7ok, @E, 4BMETOEREG LTS,
OIEAT v A RUEHIRAESEE 5-RFZI51T 2 BB U+ ZIHEBE R O iR i
[DIN

WE, RAZIFZ Y AT —) L LT 1A 20mg 2 AREKCTREBLT1 H 1 [
O3 5.

/J\IE[

WE, 1EU LSRR OVNRIZIZ= Y A7 — L LT, 18 10mg % FFEK

THRWLTCI1H 1@%D%5¢5

OEM&ET A ) U FERICIH T 5 BIRE XI+ B EIE5 O B3

[DIN

L% RANIZIE=Y AT Z Y — & LT 1A 20mg 2 HRKCRRE LT H 1A
RAEGT 5.

/NI

EE, 1 EOSEROVNRIZIZ= Y A 7Z Y —v L LT, 1 18] 10mg % AREK

T%ﬁbflﬁl@ﬁﬂ%?Té.

O~V anyz—.vnl OREOHB

W, RACIET Y AT T = e LT 1A 20mg 2 AR KRB L T, 7EF
YK E LT IE750mg (Jifill) ROV T Ar~ AL LT HE

200mg (Jffi) @ 3 Al &FERFIZ 1 H 2R, 7 AEREO&RGT 5. ok, 77U X

oAUk, LEIOSCTHEHEMETHSZENTES. 2720, 115 400mg
(i) 1 H2ME% ERETS.

Tu bRy TA e EH—, TEXVVY UATHR ORI T Aa<AT D
3HEEICE DAY a s Z— - Er ) OREEENSARSDOEEIE, it
DAL LT, BE, RAZIIZY ATV —1E LTI IE 20mg % ARFKT
B LC, 7EX VY LK E LTI A 750mg (Jiff) KA ho=%—
L& LT 1 IE250mg @ 3 A& FKHZ 1 H 208, 7 AEREO#ET5.

<X SR BRI A 20mg >
OBEE, + _fHEWia%, WaEiEY, Zollinger-Ellison JEEHEE
R
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.10 #H - BIFE%ED

REFRAEROE LD AstraZeneca

— Wk I AT T == TR AR

L% RANZIE= Y AT Z = LT 1[0 20mg 2 ARKCRBE L C1 H 1A
OGS 5. 728, @, BiEE WEHEE T 8EMET, + fHBEE
Tﬁ6@%if@&5k#é

AN

W, A 20kg LEDOHE KR OVNBIZIZE=Y A F TV — e LT, ERIZST

fl[ﬂmowg%%ﬁmf%@bflHl@&u&ﬁ#é.&k,@%,%ﬁ

%, UWATESECIE S EME T, +TEBEE CIX 6 EME cokbE LT 5.

Otk B R

[DIN

WE, A=Y A7 —) L L1 A 20mg 2 ARPKCTREB LT H 1 [

OG54 5. 2%, @y, SHEETORE LT,

S DR - FRRZ MR D KRN EE R OMERFEIEIZ BV TIE, 1B 10~20mg

ZHARKCEELCLH 1 ERAKRSTS.

/N

W, RE 20kg UL EOHREOVNRIZIZZ Y AT T — 1 LT, JERITET

flEHwam@%ﬁﬁmf%@bflHl@%mﬁﬁﬁé.@k,%%,8ﬁ

MECO®RELT L.

EDITHF - R Z M KT RE R OMERRRIAIC BV TIE, 1Al 10mg &

MHEFKCIREB LT H 1 RRO#ET 5. 7ok, (KE 20kg UL ETIFERIZIE U T

1 [F] 20mg £ CHETX 5.

OIEART v A RUEHIRIESER GR35 1T 2 BIEE U3+ a5 O iR i
L% RACIET Y A7 Z =& LT 1A 20mg % FARKCRE LT 1 A 1 [H
AT 5.

Oﬁ%%?xﬁuy%ﬁﬁ:‘#é%ﬁﬁﬂi+*%%ﬁr@ﬁ%mﬂ
L% BANIZIZ= Y A7 — L LC1[a 20mg 2 AR CTEEE LT A 1A
RATGT 5.

O~V anyz—-vnl OREOHB

W, RACIEZ Y AT T = e LT 1A 20mg 2 AR KRB LT, 7EF
YK E LT IE750mg (Jifill) KOV T Ar~ AL LT HE
200mg (ff) @ 3 FlZFERHZ 1 B 2E, 7 BEOEST 5. =¥, 77U A
nvA Y, REIOSU THEMEET SN TED. 72720, 1[E400mg
(i) 1 H 2% ERETS.

Tu bR e E S —, TEXUVY AR T Aa< AT D
3AEEICE DAY any Z— - B r ) OREERPAERDOEEIE, Tt
DAL LT, BE, RAZIZZY ATV =& LTI IE 20mg % ARFKT
B LC, 7EX VY KM E LTI A 750mg (Jiff) KA ha=%>—
L& LT 1 IE250mg @ 3 A& FKHZ 1 H 208, 7 AEREO#ET5.

BERSE DO FRE

ks KO8
AT - TR

w7
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1.10 ¥ - BEREOFEREEEROE L O AstraZeneca
—WE T RS T—w T R AT

IE A
(CFHERIBAN) O FMERIER, FHEAT oA REFIRIERK R ZT 5 BB ix+ G
55 D - FE N
BIVER 3R (BREMERE 25Tr) RIEFIE 756 Flth 87 ] (11.5%)
BIVEFH oo fiE 1%
T 7 %51 (0.93%)
M7 L7 F ok Rk % —E 761 (0.93%)
ATHERE LS, 51 (0.66%)
TI=r T R T UAT =T —PHEN 4 51 (0.53%)

OEMHET A ) U GRIZI T D BIRE U3+ 85 O fH S

BITER SR (RRRARE 2 &de) MIERIER 214 B 31 B (14.5%)

BIVEFH O FESE B
T 241 (0.9%)
[NV A=ES 2451 (0.9%)
R AT 2 (0.9%)
BHRY—7 26 (0.9%)
2 1. 2451 (0.9%)
LY AOVINE)

OR\E. + RS, WEmEE, o

A\

JiE. Zollinger-Ellison JEfERE
BITEH#EE (BRRERTZET) B

PERIER, DD AMEE BB TR

JEBIEL 50 B 2 1] (4.0%)

BIEH O B
TR 141 (2.0%)
R 141 (2.0%)
AR S 141 (2.0%)
* [m]—JiE ]
R K OVNR

Ot i g, HAT v A FYEPLRIEIIR GRHZ IS 1T D BiEE 3+ 45ihiE

WO BRG], ARHET 2 Y AR ERICE T 5 BIEE T+ HRIB RGO R

EEAtkiEl
%ﬁﬁ%ﬁﬁ% (BRI A S 2 Brde) MIEFIEL S0 B 1 651 (2.0%)
BIEH O B
fER* 161 (2.0%)
AFEEERTE FRIE A% * 1451 (2.0%)
>k [A] —SEB]
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1.12 FHERH—E AstraZeneca
—fBE TIA TSI =L R LK

EiRE T i | BT T
iy % 2 REMM | mEE | EEE-cof | US| sops
= (Er/EN) HiE

EIEW(EP21—IL3) RBICHTEIXE

BEGL
FAE(ED1—)L4) FERRRABRRESE

ZaEL
E5E(EP1—IL5) BERRERIREE
5.2 2R —EX

& P ER — B

5.2 AstraZeneca [BERAEBR—ER _ _ 2 R _ P
5.3 FRER RIS E
5.3.1 EMEF|FHEBRRESE

ZuEL
5.3.2 EFEREBERA N -EY B REEEDRBRREE

BEGL
5.3.3 EREREWBNEE (PK) SHERBEE

ZaEL
5.3.4 FRERE 1% (PD) AERIR & &

BEGL
535 BMERUVREHHABRBEE
5.3.5.1 HFEIBHENEICRET AL BARRESE

ZEGL
5.3.5.2 IEXBHAERREE

SRER O N & .07- 5 =

5.3.5.2.1 AstraZeneca |D961WCO00001:%ER SAERFAIESR 22%1282 (:72 =R ] i 5
5.3.5.3 BHOHBRMEZHE TRITLIHREE

BEGL
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112 HMTEH—E AstraZeneca
— B TIATST—IILT R LK
EJigEr i | BT T
groNe x ey =EMM | mEE | EEE-cof | US| sops
~ (Er/#Esh) Gk
5.3.5.4 ZDDRERIRES
B A8
5.3.6 MREDOERZEERICETIMEE
5.3.6.1 AstraZeneca |Periodic Benefit Risk Evaluation Report _ _ HREE _ =
5.3.7 BET—I—EBRRWERGIGEE
5.3.7.1 AstraZeneca |fEBI—EF _ _ B _ 4=
5.3.7.2 AstraZeneca |[BEEH—EX _ _ ] _ P
/--A—7.L~ = —BE
53.7.3 AstraZeneca |EELEETSER—EX _ _ ] _ P
z EE— .
53.7.4 AstraZeneca |FRRREEEE _ _ B _ 4=
54 SEEK

EDa—I25RUVEDA—)L2. 7T ALEXEERMAL =,
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