2xFTOLATEILI10 mg,

BAH 7T+l 20 mg.

R2EXEOVDLBRARBEANSS 10 mg.
Bl &R A AR 2 20 mg

19 H&EF

AEMIEH SN -BRICRIEFNRVABTOERRIT X FSERWHARHICRRE
IHIOTHY. AFFEBREBEERLUSNOEFIBHICFAT SIS EETEFEEA

TARSERA%RAEH
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BERVEMAZE &

ARIHTHHT DIEEE L M HGEL LLTICRT,
BEXRUVEMAZE FEE DA
AU Anastomotic ulcer : W) &GRS
D961H Esomeprazole magnesium hydrate : =Y A 77 V' — /L= 7 R 7 LKFI)
DU Duodenal ulcer : + _F5 115
EGD Esophagogastroduodenoscopy : _FHETHEAL & N R SR A
EPZ Esomeprazole (the S-enantiomer of the racemate omeprazole) : = A 77> —)L
(AAT TV =D SIK)
EU European Union : FRNE &
GERD Gastroesophageal reflux disease : 'H A B W itiE
GU Gastric ulcer : H{E5
H2RA H2 receptor antagonist : H2 5z AR5 HL3E
MALT Mucosa-associated lymphoid tissue
NERD Non-erosive reflux disease : FE NS AM:H AETHIE
NSAID Non-steroidal anti-inflammatory drug : 3£ A7 5 AR5 5% 8 Al
OPZ Omeprazole : 4 A 77> —)L
PD Pharmacodynamics : 3£ /7
PK. Pharmacokinetic (s) : JEMENRE KW ERE (RN E)E
PM Poor metaboliser
PPI Proton pump inhibitor : 71 | > AN 7 RHEHK
RE Reflux esophagitis : Wit & IE
7ES Zollinger-Ellison syndrome : Zollinger-Ellison Ji {5 ##

H N pH>4 DIRFfE#

12 BRI 24 B

Percentage of time with intragastric pH>4 during 12 or 24 hours :

WD 5 HEN pH A 4 & LBl TW R OFI &
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1.5.1 [FL®HIZ

D961H %, AstraZeneca R&D Moélndal (AT =—F ) IZBWTCHBEIN-, AT TV —)L
(OPZ2) D— 1 DOIFHMR (SK) OAhz2EET L7 0w F RO THER (PP THhDH, 1%
74 (D961H O B AIZE T HIR5E4) #E20 mg KT 40 mgiE, A Z*IZ L LT 200043 A
10 HIZCAD =—F  THID CTERR S, 2D%, FKINES (EU) . KE, #F¥, A=A+
U7, T AV AROET 7V HOREDE L, WNCHEEZGTeT 7 i E 2R SR 125 B ELL
FTARE STV S,
A CITENERBRE 7 10 7 F JMIESNT, XX U L0 77V 10 mg KT 20 mg 73 HIEE
(GU) . T+ #ERiEE (DU) . WAMEE (AU) . ¥t aEs (RE) . FEOSAMEAE
WiithE (NERD, *F¥ 7 AH 7 &/ 10mg OF) | Zollinger-Ellison JEFERE (ZES) | IEAT 1
A RHEHIRIESR (NSAID) £ 5-HHZEI1T 5 GU XL DU ORI 2 #IiE & LC 2011 4 7
A1 BITARENTZ, TDHk, XXV T LD T 10mg K ON20 mg iE, 201246 Hiz MEHE
T A CEERHCET D IR X BRSO BRME ) . 201342 I TN ans X
R VERERICEB T AN ans Z— - vn ) OREOHE ] OBIGEISBINAR S 7,

AlEl, ARFIZEIT D DISIH O/NERISE 7 v 7T M E-S& D96IH IZB L., LLTFD 2 S0k
nAuEE %TTQ IZFE - f:o

(a) HFERS (8) AIRZEMICHRIERERR (BEEHRPOLD) & LTOREHE
i R ORI A2 A B9 & U 78RS S AGE

(b) HEERS (6) HMAZEXRS

NRIZKRET 2 L - HEOBMEZ B L U7 A&GRFE 4 AR
EE - HR ()

BRRARBR T — 2 IZHD &, LT O T#E A B L7=2e - 2R Z PEL TWD,
<XF VYU LA TEIL 10 mg>

OFEE., + 1HEWIRE. WAaMmIEE., YiitEfgEx, FOL AMEE BIEFRIE, Zollinger-
Ellison SEMERE, FEAT v A RYEFURIERE 5-RFIZ 36 1T 2 BIEE SU3+ fRIEE O f5mfl, K
MET A UREFRHNZIT 2 BIRE5 XT+ 4aRi5 o B3 i

OTFRICBIT LAY any &— . v'a l OFREOHE)

HiEg . + 3RS, H MALT U o S, R MR VESRBER . P B R 2695 AR
BTG HRRE, ~Y a "y g2 — - vn JERH L

<XF VY LA TEIL 20 mg>

OHEE., + _fHEE. WaiigEs., YiktERE%, Zollinger-Ellison JEfERE, FEAT v A Nk
PIRIERE R 5-RFIZ 31T 2 BiEE I+ RSO mRMmE, MHE7 A ) U BERHZBIT 5
B STt A8 IR O F 8 Hn

OTRICBIT DAY any Z—. val OREOHHE)
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BIRG. + fEWAED. B MALT U U/ i, R MR PESRBER . FHIE R ISR 5 N
BEIREREE., ~V ansZ—. v UErER

<X XU LRRE BRI 10 mg>

OFEMEE. + _BEEE. WAEWEE., Wit EOD AN E BE W IRAE. Zollinger-
Ellison JEMERE. FEAR T v A RYEFIRIGESKE 5B 81T 5 BIEE Ud+ RIS O s mibl, K
HAET A Y U 5RHZ 3 D BES E+ —HRIBIRIE O fR s i

OTiUcBIF L~ a Ny Z— . val OBREOHHE)

BIRgE, + fEWED,. B MALT U o Nl Rt MR PESR R, FH1E ISkt 25 N
BEMIRERGEE, ~) a s F— . v U ER

<X XU LRRE BRI 20 mg>

OBy, + 18R E. WEERE, WiitEEIER, Zollinger-Ellison JEERE, IEAT v A N
PURIE S 5 I 351 2 B g+ RIS O iR, IRAHE 7 A RGBT S
B8RS X3+ B RGTER I O B il

OTiUcBIF L~ a Ny Z— . val OBREOHE)

BIRgE, + fEWED. B MALT U o Nl Rt MR PESR R, FHE IS k925 N
BEMIRERGEE, ~V a s F— . v UG ER

FZERE (F)
BRIREBR T — Z 2D &, LT O NS Z BN L HE - HEZ FPEL TS,
<XF VYU LA TEIL 10 mg>
OBEE;. + _feMass. WEHIE. Zollinger-Ellison i BEHE
A
Wi, RANCE= Y AT T — e LT 1IE20mg 2 1 B 1 BROEET5, 2k, @, §iE
B, UIAEEE L s M E T, +RBEEE CIX 6 WM E Cofth L35,
IR
W 1 RS EOSEROVNRIZIEZT Y A F T — e LT, K 20 kg Rl TlE 1 E 10 mg &,

AEE 20 ke L ETIHERISECTLE10~20 mg Z 1 A 1 [FROEEST 5, B, mE,. H5igE,

Wy T3 8 M & T, I Ik 6 MM £ TORG L35,
Ot frii
B

W, RANCIE= Y AT T =L LT 1E20mg 2 1 B 1 BRAOKSES TS, 2k, @i, 8
METoELE LTS,

S HIZFEHE « FRA MR IR T AE R OMERHRIEIZB W T, 1B110~20mg % 1 H 1 [\IFR
EE A

R

5
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W 1 mL EOSMBEROVNBICIE Y AT — L LT, K 20 ke ATIE 18] 10 me %

%Emnquififh_fbflﬁm~mnm%1Hl@&m&ﬁ#éo@k\%%\SWW
FToOEE LT D,

OIS A BB Wi E
ERA

W, A=Y AT T =L L C1LE10mg 2 1 B 1 [ERAKS TS, ok, @E., 41
MECcob LT 5,

R

Wi 1L EoRE OV NRIZIE= Y AT — e LT  1H10 mg %2 1 B 1 FKROEBS5T
bHo TRB. EE ., 48 ﬁif@&@&#é

OFEAT v A RYEFIRIESREE GR35 BiEE X+ FRIBTE S O Ik

WH, RAZE= Y AT Z = e LT1E20mg % 1 B 1 RRAO&KET 2,

ORMET AV GRS 5 BI85 XX+ RIS B O T I

WH, RAZE= Y AT Z— e L CT1E20mg %= 1 B 1 RRAO&KET 5,

O~V any Z— . val OREOH

W, RAICIE=Y A 7T — L LT 1 [\ 20mg, 7EFT U KR E LT 1 [A] 750 mg
(i) KO Z 0 Au<A & LT 1 E200mg (Fff) o3 FZFEEFHC T B 20, 7 B
A%53 5, o, 77V 2Au~vA 0%, REIOSUCHEHEHEET SN TED, EL
1[5 400 mg (Jff) 1 H 2[E% ERET 5,

T bR TA e EE— TEXRTUVY UKIPE R T 2w Ao 3 AERGIZED
~Yany z— - vnl OREEEDSARDIOGEIL. ZhcfRboia#E s LT, @H., AL
TV AFFY— L LT 1 20mg, 7TEXT VU K E LT 1 1E 750 mg (Jiffi) KON A
fr=FY—LE L T1E250mg ® 3 FZFKRIC 1T B2, 7 AA&EO#EET 5,

<KX VY LA TEIL 20 mg>

OBEE. +1ERIR5. W& HIESS. Zollinger-Ellison JE

ERA

Wi, A=Y AT T — L LT 1E20mg 2 1 B 1 BROEET5, 2B, @, §iE
B, WA CIL 8 MM £ T, +fIBEE ClX 6 BN E Tokhb L35,

/AR

W AR 20 kg L EOSHREOVNRIZIEE Y AT T — b LT SERIZIEGE LT [A] 10~20mg
%151@ﬁm&5¢60ﬁ%\% . EEE. WAEHER I 8 MM E T, + BRI Tk
6 E TO®E LT 5,

Ot EIE R

&

%

W, RANZIFEZ Y AT T =1L C1E20mg 2 1 B 1 EREOEEST D, F, @, 8
WEToELT 5,

5
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S HIZHHE « FHRA MR KT AE R OMERHRIEIZB W T, 1B10~20mg % 1 H 1 [\IFR
n&54 2%,

/NR

W, ARE 20 kg L EOHEROVNBIZIFZ Y AT T — 8 LT SERIZE E T [E 10~20mg
Z1H1EEOREGT 5, 2k, BE., SHMETCOREG LT D,

OFEAT v A RUEBIRIESEE 58 331T 2 BIEE X+ a8 5 O B8 B
W, RAZIF=Y AT — e LT1EI20mg 2 1 B 1 EREO&KELT S,
OEMET A ) U 5RHCIS T 2 B 3+ a5 O s bl
W, AT AT — e LT1EI20mg 2 1 B 1 ERO&KELT 5,
O~ any x— . er U ORREOMHB)

W, RAICIE=Y A 7T =L LT 1 [\ 20mg, 7EFT U VKR E LT 1 [A] 750 mg
(i) K7 Z U Au~A & LT 1E200mg () @3 FZFEC 1T B 26, 7 BRERR
N#5T5, 0B, 77V A0~ v id, LBEISUCHEHMET 22N TS, 2L,
1[5 400 mg (M) 1 H 2[E% ERET 5,

T bR oTA e EE— TEXRTVY KRR T 2a<w A 0D 3 ARGIZED
A~V any z—. vn ) ORERBESARNOLGEIL. ZURDLIERE LT, @mHE., A
TV AFFY— L LT 1 20mg, 7TEXT LU KM E LT 1E 750 mg (Jiffi) K ONA
he=4Y—Lt L T1E250mg ® 3 FZFEKFIC1T B2, 7 AR&EO#EET 5,

<X F U LRREFERISEL 10 mg>

OB, + —fREE. WA ERIEES . Zollinger-Ellison SEFAE

A

W NIV AT Z— LT 1[E20 mg #HEKCHELC1A I BROBSTS,

fpks, dmE . BEVEE, WIATEEE CIE 8 MM E T, o EBEE I e il E TofE LT 5,

N

. 1L OB EOVNRICIZ = Y AT — 8 LT, AE 20 kg R TIE 1A 10 mg %

REE 20 ke A ECIIERIZIE U T 1E10~20 mg Z K CREBE LT A 1 mEAEEGT5, &
B, imE., BIEE. WESHEE CIX MM E T, +IRIBEE i 6 M E ToRE LTS,
GRS IE

< O

Wi, AT Y AT F ) — L LT 1[E20 mg ZHEKCRE LTI A1 REAEEST S,
B, amE. SHEEE CORE LTS,

S HIZHER - FRRA BV IR WM RIE R OMEERRIEICEB W T, 1 [[] 10~20 mg % A EEK Tk
WL CIHIERORST S,

/N
HWHE . 1P EOS ROV Y AT T — )L & LT, (R 20 kg A Cid 1 [ 10 mg %,

{RE 20 kg DL ETIHERIZIE U T 1 F[10~20 mg Z# HFPKCRE L C1 B 1 FR&ROKEGT5, 72
B, EE, SHEECTORELT S,
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OIS A B A
BA

HE . AL ii/ff?f~wkbf1EMMm%%%mf%@Lf1H1Eﬁm&5¢éo
ek, EE, 4B FEFCcCoORE LT D,

AR

WE . 1L EOSBEROVNEICIZ= Y A5 — L LT 18] 10 meg ZHEKCEE LT 1
H1ERO&ES45, 2B, %%\ 4 HMECOBRL LTS,

OFEAT v A RYEPIIESREE 5 R 351 2 BEE U+ — R ABTEIE O F & # il

W, BANFE= AT F— e L C1[A20mg 2 AR CREB L C1 A 1 BRROE5T 5,
OFEMHET A Y g 5RHZ I £ B X g+ —FRABTIE I O fR s i

W, AT AT F = e L C1[A20mg 2 AR CBEB L1 A 1 BRROBE5T 5,
O~V any y— . val OBREHOHE)

WE . RACIFT Y AT T — L LT 1 [E20mg K CRBEL T, TEXVU U vKIY
ELT1ET750mg (i) KOV S U z2m~A L LT1E200mg (i) @ 3 Fl&FRENC 1
H2[E, 7 HREROEET S, B, 77V R2avA T oid, BEIDSD GETHET S Z &M
T&5, 72720, 151400 mg (Juff) 1 H 2 [E[% BRET 5,

e bR TA e e — TEXTVY KPR R FZ ) Aa<vA D 3 FEEIZED
~Yanyz— .ol OREEEASARIDOEEIE,. ZHI o oip# s LT, W, A
=V AT — LT 1 18] 20mg ZHARPKCEE LT, 7EX U KR E LT 1 [
750 mg (V) MR b= —)L L LT 1[H250mg D 3 FAFERIC 1 B2, 7 ARZEOE
54%,

<X F U LRRE RIS 20 mg>

OB, + —fREE. WA ERIEES . Zollinger-Ellison i AE

A

W, BANFE= AT F— e LT 1A 20mg ZHRKCEELCI1H 1 BROKEST D,
fpds, dmE . BEVEE, WATEEE CIE 8 MM E T, T EBEE I e il E TofE LT 5,
N

W AR 20 kg L EOSHREOVNRIZIEE Y AT T — b U SERIZIEGE LT [A] 10~20mg

AR K TR LT 1 H llﬁh‘%lﬂ&“ﬁﬁ“é k.l BIEYE, WA TIE 8 M E T,
+ HEEE Gl 6 M E CoRE L5,

Ot fiE &
A

W, AT AT T =)L LT 1 [E20me ZARKTERE LT H 1 FRAOKRST A,
B, amE. SHEEECORE LTS,

S OIS - FHR ARV IR E B E R OMEFFRIEICIB W TR, 1 8] 10~20 mg % FHFFK TR
WL CIHIERORST S,

R
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W ARE 20 ke L EOHIEROVNRIZIZZ Y AT —L b LT, SERIZSE T T 1 [E 10~20mg
%mﬁmf%ﬁbflalﬁﬁm&ﬁﬁéo@k\%%\Sﬁﬁifmﬁﬁkﬁéo

OFEAT A FHHFIRIEREGERICE T 2 BIRE I 58 o Bkl

WE, RACIZZ AT T Y = LT E20mg Z K CTREB LTI H 1 BRROEET S,
OBHET AV U U5 5 B U+ B O R

WE, RACIZZ AT T — L LT E20mg Z K CTREB LTI H 1 BRROZEET S,
O~V oy Z— .« vl ORRE DM

WE L, RACIE= Y AT T — L LT 1A 20mg 2K TERBL T, TEX U LKW
ELT1ME750me (i) KO 5 2u~<wA 2 LTI1E200me (i) @ 3 Fl&FEHC 1
H21a., 7 BRERORET S, 2B, 79V 2~ T oid, SEICSD GEEHET A Z L2
TX5, 2721, 1H400mg (Juff) 1 H2[\% FRET 5,

T bRy TA e B — TEXRVVI KR T Aa<A 0D 3 FEE5IZED
~Yany Z— . Ea ) ORERENSARRDOEE L. b biaE s LT, #lE. RAI
TV AT = LT 1 h 20mg ZHRFKTEELC, 7 U K E LT 1 A
750 mg () BOA Ru=FY— L LT 1[A250meg ® 3 FIAFEEIC 1 H2FH, 7 ARKROE
542,

1.5.2 HA¥EDER
1.5.2.1 INRICETHREDER

D961H DEEVNEEEK v 7T ADOT —X 25z, /NEOBREWIE (GERD) O iEH
R 75 BELL EICBWTEAR I TV 5,

AFNZBNTH, HLEREEEEBEZE T H/NEREIZ LT PPL 2HT 25 2 L OESEN=
—ZANH Y, B 1 EVNRIEEERG SR PR 184 3 A 30 H) OBEICH->TLEVELD
Sy gt 3=:1 kwf%HHKﬂLTAUzN7&~-HmU®%%®ﬁ%&ﬁ%ﬁﬁ@ﬁKﬁb
THANEREBH LSS N O EERNHIN TS, L L, A TN oML & kB E
ﬁ$%@ﬁf&bf%mén1mézimiﬂz ZRFEDIR (H2RA) Do FHF 2 U fiig T A
TWW%E(NU$1H¢ALELm%n)@AT%D RN TH— 3 IR3ETH 5 PPLIZ DN T

. BB R TCEEAGR ORI, £, v X TF U ORI T A T OVIERRIE O IGEIX/NE (7
ﬁﬂktwﬁ$ﬁ> WXL TCOBRTHY . ShIE (1Ll E 7 sl 1Sk 2ESEITA LT
AR

D961H |Z, [FI U PPI T&H D OPZ L kL TF 7 1 L P450 (CYP) 2C19 s 2RI L 5%
BAZ Nz W, £z, DI6IH 12 iA@%b&fﬁ%LM®$ Ga T oREAERAINH Y .
TRVHISNIEERN DA DM PPL X 0 HAKF LA D 71 7/ VHIREER O A 23 K #E 7e BE 12 %)
LTHREARFREFELTND Z LD, AFRIZBWTH/NNEEREFIZH T 2 BF IOV TRET
HZEWEE LWEE X, GU, DU, AU, NERD, RE Xi% ZES ZH 4 A XIIATIH8VDH D
1~14 O/NREBF Z RS, 2k, @i (PK) | 1% (PD) KOV EEHEILEER OFF
i & D HMEZ T L2 [ENE VI F38R (D961TC00002 #AER) % 2k L=, AsBrizi
T, D961H 4 7 & /L 3k FHFERL 10 mg 3£ 20mg @ 1 A 1 [8] 8 &5 1BV CTReMEc
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LRERITROONT, BFEMTIRGFTH o7, £/, PKPD MOAZEDORIRIT, BANN

1.5.2.2 REARBNFIOREDER

AIRIZEB W CEEARDO XXV T A D 7EN 10mg KT 20mg 1, KE X 5 500 7wkl %
BAKGT 5O THD, —, Hx OERO/NLEZITK L L, EfLES 2 EIC L, ik
PR 25D D 7O/ NR BN VE LRG0 0D, £12, PPL IZIHLMERGS RE %13
U &3 HIEBEE B OTEFICH L TR WIIR AR LIV STV D2, I 7L HIREEAI DN
ARASEE LV EE N IR R A DB TR LT REAERIA OF AR HIfF S D,

AlEl, BARNEEFGERE 2505 & L2EWNE 1 FERKEIERE (D961TC00001 7R & O
D961TC00004 7XER) (ZX Y. DI6IH R HERIA 20 mg & [ENTEEARORF T LD 7RIV
20 mg & DAEMFRIREFE LR Lz, £72. BBAELAlOE EE (10 mg XM 20 mg) (2D
W, BE HA RTA ORI 2 [E &IN50 0 E A O LW RS REBR T A K Z A
VOTHE, TRE PRI 10 mg |@&U“ 20 mg l@%)ﬂb\f?ﬁﬁ%ﬁ%ﬁ%?@ﬁﬁ LC. T8 kL
OEEEWVIRA] (10 mg &Y 20 mg) DOEWFRNFRZEME 2R L, DLEORERICESE, B
X4y (6) FAEERMLOHRGERS S (8) AIEEMIRLERS (FEEYMFTOLD) LT
DOIKBHFEEITOICE ST,

15.3 B DFE
1.5.3.1 SBRERFRER
1.5.3.1.1 INBEIRIZ B 1 B RERFEE

AFNZEIT 5 DI6IH O/NRT v 7T AEBithT %729,
W% i LT, AR OV D% OHEICIBW T, ML .
- COEAE (1 1.13.2.1
SIcHESX,

FHIRDIES M) , D

5B A IR LT,

5 VI AHBRBR OKARIZH 720 . PM BIKR N pH £ =% U o 7 il 3 L BHA 2T D RN R K
SEBIHC (50 B) (ST H 2 L AVEIB L7zt PEiEGIRICEE L- BRI AHABR 2 —
T L, S AT IR O RN S H Oli 727 — 2 % b - T 20[] 42 1 I s %
Fhiti L7,

iz <, s [ B .
-

-
L G 1 i 11323 I 5 TR)

10
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1.5.3.1.2 BAERBERRICH T 5 ARMEM

D961H Wi k7 10 mg [l 020 mg ez o< 5hE L va e e b TR RE
AL DY ERR SRR A R T A RO GBS OWT) CERR 24 42 A 29 AATEEAR
96 0229 45 10 5) (BT, THEERLAA FTA2] L), ) RUBIHE 2 (EENRARD
O E A O ERGEERBRAA FT 42 (LT, [EREENTA KT ] L
7, ) ik = I
I -\ R 5 720, 20f] I s - 5 L7

BREKGTA R L ROGREENT A RFA IS,
- - creiE U GE o L1322 I > E 5 )

1.5.3.2 mE

2F VU LBREAERIE 10 mg V20 mg iX, TAI =T ARICHEYK S THDHTY AT Z
S TR MK E STy . R OSINAERL 2 S LA Ch D, =Y AT T
V=<7 %o 2Ky C 557, XLy NMIdgEE e —T o 7 B
LTW5, 2F v ABEHERIL., /NENOH 72 AIZRAT 5 2 & SR 72 B 2w L7
AT HZEHAME LR EITo 7, AFNIRARNC 1 &2 L0, NEMOEEZTDHL,
KTz TR &4 %, woinFEsois B,
I, - 5 - Th D,

I3 L LDIRE TR 10 mg K OV20 mg ICHWET Y AT T — Ly BT, BRI
BOEARZBG L TV DHERF T T AL 7 EL 10 mg KOARF VT LB 7R 20 mg lIZHW-T Y
AT T =Xy FEFR—TH D, BEFREF, 10 mg LT20 mg DWW h, [6 UHE KR
REIOTNVI=TLETHL, HBICHTEY, —@hiceYy A 77— (EPZ) & LTEN
i 25mg, Smg KV 40 mg 25 AT LA B REFHIMEH Lo, o, HEERAITHL T T
2S5 Ry E 10 mg K Of 20 mg (2B 2 SINAIERL O FEHEEIX R —CTH 5,

15.3.3 JERRIR

OPZ |ZBA5 A MR 72 FERGE IR e O IR BSAR & i@ B BhE S 1 47z EPZ OIEEFRIE M O'Ei
Lt b D EPZIRHEENKIZ LD+ Rl @b bl 2 E0vh . EPZ @ 20 XX 40 mg %
BRI T B 1 EEMRORGT 5 Z EICRER 2V ERT TICHmINnTn5,

HEKOBRAZBIT 2808 DI6IH DKM O 4% A T 2BEFOERHIM A T, #
AR Ih B 2 N T2 BEPZ OFERRIRER & S50t L 725 . D961H OHERER D HEEZ G L2 1
~14 BO/NREEICBN T, RATRD LN TWAHRGICRKTAHELZBZ 5 ) A7
DEZEZLND, IHIT, FAH DI6TH DEFRMEH O Y% BT 2B FO&E T, *¥ v
U ADOROFITH D 2F v U AMEEAERICORRICEA T B2 b7,

1.5.3.4 B PREBR

ARKHFECTCHWDEKRT —Z Xy r—U & LTRHMEG R 2R 112, 2EERE R 2177, 4l
DOHFETIE, DEESICOWVWTIZ, GU, DU, AU, NERD. RE X% ZES #H+ A XITHT 5%

11
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WDBDH 1~14 EO/NLEF EZRGT, L4tk PK, PD KO EEE bas ek O X 56 %)

M A FE L 72 [E N VI AHRER (D961TC00002 #-BR) 4. F7-. MBHBERANZ W T, fE
RN BVEZ PG ik 5% 24 KRR BN pH>4 ORFHIZROFHMIZE-SWT D96IH 7 &L

20 mg (Zx9°% D96 1H Wy FHERIA 20 mg DZEW) P[RS 2 Fas U 72 [EINES T FH g R SEBRER
(D961TC00004 #kER) ZFHEE & L THEHT 5,

= 1 BRERT—2 /Ny r—2 : FEHmER
HEROHE Rdh HERES HEBRTHY4 HAEAR5HME *RBE/BEAET
Eheituig  B# CTD &S > Lk
UL AzME DI6ITC00002 FEEH. BEBRIE - D961H M HE GU, DU, AU,
H A et 53521 AFATRER.  KiAl 10 mg, D961H 77 NERD. RE XX ZES
PK ZhiakdtE 'L 10mg XiX20mgqd Z#ATHXFETD
PD Be5HR - 8 M BV D B D 1~14 1%
D/NRBFE 50 5
HI1H Z4afE D961TC00004 H—fiigk,  #XBRIK : D96IH W MHE CYP2C19 DiEfs 14
H A PD 53.1.2.2 FEM. KiAl 20 mg XX D961H # 7% homo EM T 5 H
PK fEVEZ b, 7V 20 mg qd AN N FBIE
2 Wiz mx HEHIME S BREIX2 # 344
Fr—r3— (D7 &b 14 AR OIR

HHEZ T sT)

AU : WIEEES. DU @ + fEEE. GU : HigE, NERD : JEOD ANEH RIEHHE,
WEHE, qd : 1 H 1 B 5, RE : #yEMEfES, ZES : Zollinger-Ellison JEREAE

PD : $Jj%, PK : 3K

* 2 BRRT—2/1\vr—2 . SEEH
HEROME R HERES HEBTY4,2 AEAR5HM SREBE/EES
Efeitist B CTD &E 151k
HI1H AV D9614C00094 B — gk, BEERIE - D961H 7 7/ GERD XUSEMEME
AN PK 53.32.1 FEM. 20 mg I3 40 mg qd GERD #H7 %
A 5 - 8 HIH 12~17 D/
BB 28 4
HI1H AV D9614C00099 B —fifigk, PRBRE - 1~5 mk i GERD X[ 3JEfEdE
AN PK 53.3.22 FEM. D961H %7 7€/ 5mg Xi¥ GERD #HT 5 1
i (=Fe k(g 10 mg, 6~11 2% ~11 DN
D96IH 7 7 &/ 10mg X & : 31 {4
1% 20 mg qd
B G - 5 B
RFAME A% SH-NEC-0001  Hi—JEgk, WRBREE © D961H 0.25 mg/kg 24 W[ pH £ =%
T M 53421 HEM. FO¥ 1.0 mgkg B 7w U K0 ER
AN PK fEEZ b, qd M GERD DR E
PD AATHE B 5 ¢ 7/8 HIM P EZ T 1~

12
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* 2 BRRT—2/1\vr—2 . SEEH
HEROME RH HERES HEBTY4,2 AEARS5HM WREBE/EES
Efeitist B CTD &5 41151 %%
WRFRME A% SH-NEC-0002  Hi—fgk, HEBREE - D961H 0.5 mg/kg 24 FEf] pH £ =%
T etk 53422 HFEm 71 7 qd Uo7z X0 siEfE
TN PK Be 530 - 7 B M GERD DFEE
PD P& sz ) T Lk
REOSHEAER (R
e 32 3@ LA s
SIEM 38 MM
1 77 A At D1
BEET) 26141
LA AZWE D9614C00097  Zhak 4k,  #KEBRIK : D96IH 1 7/ WHSIHMRAEIZ LY
AN et 53.5.1.1 CHEMR, 5mg, 10 mg /%20 mg GERD 2338 51
fEEZ b, (8 kg VL k20 kg i dix 72 1~11 5%/
A TRER] D961H 5 mg Xi% 10mg,  fBF& : 109 ]
20 kg LA EIRIE D961H
10 mg X% 20 mg) qd
B 51 - 8 M
LA AZME D9614C00098 Lk dLlA,  #kBR3E : D96IH 7 7/ GERD &@2MrEi
24 2t 53512 =Y N 20 mg | 40 mg qd 72 12~17 WD/
HEAE AL, Be 51 - 8 VBB 149
W ATHER
LA A2 D9614C00096  ZfiipxdLlF,  #kBR3E : D961H 2.5mg (3 GERD & &bild
AN 7P 53.5.1.3 R, ~5kg ) . Smg (>5~  UIJEMENE GERD
CHEM. 7.5kg &) XX 10 mg L ERRIIC M &
77 R (75~12kg) qd iz, UTNEEE
& RPRHE 7 TR \Z& Y GERD 73
AATHE Be 51 ¢ 6 M B &7 A1
~11 1 A DR
: 80 41
S 92 B R D9612N00014  #:[F Health  D961H, Zfio> PP1 % 20fffs= | 7~
N T ®» K 53541 Improvement N H2RA 20. A I HoOH
HES Wz 2 Network B - xE 18 7 A i H1Z D961H,
P database % flhod> PPI X%
AV TIEES S H2RA ZHL5 S
Fillyes iR 72 0~18 D B

13
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x® 2 BRRT—2/1\v 75— SEEN

HEROME RH HERES HEBTY4, Y HAE/AASHM WREBE/EES
Efeitist B CTD &5 151 5
A F R DI612N00016  F T X D961H, =Dt PPI }2 2008 4£ 9 H ~
R T O LR 53542 PHARMO VH2RA 2011 4£ 8 H D
AN B3t I Database BRI - &R 18 1 A Mz D961H,
P Network % flLo> PPI X%
VDRSS H2RA %ML S
il kR 72 0~18 & D B
1 23,470 31
%1 24V D961TC00001 B — gk, BEERIE - D961H MR HE CYP2C19 O # AR
AR PK 53.1.2.1 FEM. ki) 20 mg XL D96IH » F 7% homo EM
fEEZ b, 7V 20 mg qd Th 5D HARNEERE
2 Mo xt BE5HIR 5 BRIX2 # g AEM: 48 47
—/N— (D7 b 14 HEDOIR
S A 13 X Te)

GERD : B &EWHE, H2RA : H2 2RI HIEE, PD @ 3%, PK : 3R, PPL: 7'v b R BAESE,
qd : 1 H 1 [A&%5

1.5.3.41 EWE /I 85888 (D961TC00002 FXER)
1.5.3.4.1.1 BEMEDER

EINEE VI FHFRER GUBR D961TC00002) DifEHM A ZMEICEET 25 LT Ofimos B iz

INRBF~O 8 W HIC LY EEE bEERITEGE Lz, EEHEENERSRE (EGD) B
ReEEnb0T7—4 X0, DI6IH 10 mg X TN20 mg D 1 A 1 B 513 BAA/NREF 2B W
THTHD Z LB I N,

F72. PK/PD KOEZEDOREFIL., BARANNEEFICK L TR ADOFIMET — X 24T 5
ZEDOREME LT A LD TH T,

1.5.34.1.2 ZEMHEDERN

EINEE VI FHRER (GLUBR D961TC00002) D EN & ZMIZ BT 2 LT Ofims B iz,

HEEEBREZATSH 1~14 O HARKANREZEITBWT, DI6IH I 7 & /L 305 kL
10 mg X% 20 mg ® 1 B 1 [A] 8 WEEEGICBWTLEMEICET 2B AIIRO LT, ZEMITR
HThoT,

1.5.3.4.2 ERE I HHERKREEFER (D961TC00004 FHER)

W PRI (20 mg) & BEAAGRO I B ABHK (20 mg) DEWFHIR S A S LT, Wi
FZ 10 1\ 5 AMRERAEREL L, &&&kb% 24 RIS 1T 5 5N pH>4 ORFEERZ g L 72
L2 A, B pH>4 OFFEEROEMEE O (E KA 71 77 VA 13 0.96 (90%(EHH

14
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XM 0.85~1.07) L7200 FHANIHRTE L TCWEAEMENRSEEOTRILTH D 90%/(3 #HE X H
(0.8~1.25) OHFPHNIZE EN T\, T OFRERIZESW T, REHBRIF & 0 7 L 8E1
BN pH IZX T 2 RICEBWTEMFHNICRETH D LB X BT, £7-. DI6IH R HEERIA
IZRBWCHRRMICHIRE & 2 D RIS o e o Tz,

1.5.4 FREEZhBE LAY DERPRBAF

fﬁﬁ ARIRIZIBNT, .

_%:,ﬁ FThH D,
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1.6.1 NEIZH 1+ S FEBRIK
2016 4E 10 HBE, =Y AT T =)~ T2 T LKFMIA T =2 —F 0, KEH, EHEZET

R 125 BELLETERBENTWSD, FEETORRIRMOZEMAZFER ULz, £72, /MR
%9 DM HENAGREINZER 2R 218 LT,

x 1 FEREDERIKR

ESE AR5t 4 ARERH
AT =—7 2 |NEXIUM 20 mg enterotabletter 2000 43 H 10 H
NEXIUM 40 mg enterotabletter
(FEER)

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

Nexium 10 mg enterogranulat till oral suspension, dospése 2007 4 11 H 23 H
(ZERR)
NEXIUM 10 mg gastro-resistant granules for oral suspension, sachet
b =] Nexium 20 mg Tablets 2000 47 H 27 H
Nexium 40 mg Tablets

NEXIUM 10 mg gastro-resistant granules for oral suspension, sachet [2008 4% 7 H 28 H

KE Nexium DELAYED-RELEASE CAPSULES 20 mg 2001 -2 A 20 H
Nexium DELAYED-RELEASE CAPSULES 40 mg

Nexium FOR DELAYED-RELEASE ORAL SUSPENSION 20 mg 2006 4= 10 7 20 H
Nexium FOR DELAYED-RELEASE ORAL SUSPENSION 40 mg

Nexium FOR DELAYED-RELEASE ORAL SUSPENSION 10 mg  |2008 %2 H 27 H

Nexium FOR DELAYED-RELEASE ORAL SUSPENSION 2.5mg [2011 512 A 15 H
Nexium FOR DELAYED-RELEASE ORAL SUSPENSION 5 mg

x 2 FEETMRICHT 5RE - AENARESN-ER

E4 INR (12~17 ) ST 5AE - AE DMRERUHRE (1~11 &) (ST A -
NEBA HEnDAZER

A =—F 2006 4F 7 H 2007 4 11 A

EES| 2007 45 A 2008 47 H

K 2006 4 4 H 2008 42 H
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1.6.2 FEEORTXEDHE

KE R OB DOIRATSCEOE 2R 3IRT, FOUIEEFET =% v —F (CCDS) &3k
MIERE Lz,



1.6 SENCI T 26 ARSI BE T 2 8k
— L =V AT T — = TR Ak

%3 IEEOHRTXEOME
[E44 K BRJN  (granules for oral suspension, sachet) BRIN  (tablets)
R7e NEXIUM® (esomeprazole magnesium) Nexium 10mg gastro-resistant granules for oral | Nexium 20 mg gastro-resistant tablets
A delayed-release capsules, for oral use suspension, sachet Nexium 40 mg gastro-resistant tablets
NEXIUM® (esomeprazole magnesium) for
delayed-release oral suspension
ZhRE - BREVIIEDOIRE (OO AMEIERO | K& OBREIRO E2#ICEIXLL T O L B0 T | AR % 840 JEIZLL T O EEY
. TR, OVD ANMERTE RIBHI S DOHERFE H5D, Th D,
2 W, EGENEE B iE)
cIERT EA FHEFIRERERMEOBIEE | /NLEE B RIE T
DY A7 1~11 j# D/ IE - OB AMERITER DR
T THEBARE O Y A7 OBREAE B | EH R E N IE - BIERIBHH O I L O 72 8 O K
L~V anyz—.val OkRHE - WHRBEIICHER ST D AMEIIMER | FRTE
+ Zollinger-Ellison JEEREZR & O B EL /WA | 1ER DR « iE R R E W E
ZIE - SEMREME E A E T
ANY a2z L — - E'r YDREIZE T 580
4 et DI E Al & OfFH
~U :7/\757— ez VRN S | Y 2N & — - B VRIRMEA R
BEOTERIZ I T D HUEH] & OfFH &5 OTEE
s NP aNs S — - VRNRS R

JEAJ TN 12 Ff LA |- D BB

12 Wl EORBRE 25t L3 i IEICD
WL, AFIGEREED SmPC (FRM AT 3L
&) 2T LHZ L,

6 O BRI, AR S BT IBTREE DO HE T 23
W2 BEIC B TE 5,

(ZBT DI MRS DO TR

FEAT v A FEFIRAE S O 573 L2
A3 ED

c FEART v A RUEPUAE SR R 1S O
TR

cHERT A N ?ftﬁ%ﬂa;ﬁtl éa/mﬁ&
O+ ZFBEED U 27 03 d 5 HBEIC
SR id ]

THALPEEIZC & 5 BT B o 7= 60 D FfE
BB 5% O RITRR

Zollinger-Ellison FEEREDIEHE
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x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

12 oL B oo BRI B 2 x5 & 9 D 5efl
DEIMEITILLTDOEBY THD, - HEIE
W E

< OV AMERTER DIEHR

- BIERIGR L O TG LD 72 O R Mk
Freik

- E BRI R E W E

ANY Ny — - B VERPEA R
WD BT 2 huE#Al & OO

ik

i
e

AFNL, B ORI 720 3R 08K
PEREAGIR A Oy @E e LTt 5, 4%
HIEHEZR 1 IRT, AANTEFED 1 K
MalE CICRAT 2 &,

PPI (71 kR 7RHER]) OG5 HAR
I, WA SCEICED BN EE & &% 548
BT B et R OIS — 2 IO
2K BE DOEFLMLEMEICE SN2 0T
HbHZ L, PPL OFHIZ, ZOXRT 1 v
U R % BRI DEEIZ O HBMG, e
THI L,

F1: XFVULOMBHE

AN
1~11 % THE 10 kg LI LD
B 1B W IAE
- INHBFHIIC el S 3175 OF 5 AL MER
HRDIESE
{KE 10kg PLE 20kg R : 1 H 1 [A]
10 mg % 8 W57 5,
{KEE 20kg LAl :1 H 1 [a] 10mg X%
20 mg % 8 & 57T 5,

« TEVREPE: B BB DHE
1 H1FE10mg % 8 E b7 5,

Img/kg/ H # i 2 5 & IZMET L T2

i
e

BN

B BB e

- D AMERIER DR
1 B 1[0]140mg % 4 #AEHEET 5,
BB R DA D B UL FHEEE O JE
WEAETHEEICIE, EHI1C 4 @8R
WEZITH ZENEE LU,

- RIERIERE O PG 1D 72 O M

FRIFRIE
1 H1[E20mg =595,

« iE R R E W E

BERORNEFICHLTIZ L B 1 EH




1.6 SENCI T 26 ARSI BE T 2 8k
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= 3 FEEDORMIXEOHE
[E44 K BRJN  (granules for oral suspension, sachet) BRIN  (tablets)
S ik BEE | W, 20mg 2HGT 5, 4 BWREIOIBERRZIC

HREVFHIE (GERD)

S AMEEERDOE 20mg X 1 H 1[H 4~8 #
W IX40mg !
;ggggf}(m% 20 mg 1 H 1182
SEEME H BB RE 20 mg 1B 1[E4 /8
/NR GERD
12~17 &% .
O AR SOR 20mg x| ATEM
fH
b 1% 40 mg
JEEME GERD 20 mg 1 B 1= 4
1I~115:%+ .
SEFEM: GERD O 1omg ET? HIH%
B 5
VL AMERIER DI
G
1K E 20 kg K 1 B 1[E 8 kK%
10 mg
<
KT 20 kg BA | 10mg X 1A 1[5 8#EMHE
[¥20mg T
1A ~1 RS

E2R# GERD (T &
D00 AMERIER

A 3 kg~5 kg 2.5mg 1A 1[E6#EME

4 DI

NY a2 K — - B YR I
TBDIEHE

W22 IR OEIRICH T > T, BHO
M, BG83 GRWIX7HRE., KE14H
M) MOWEA OB EMHICET S, &EH
KOS HIR DT A X A BRI ND 2
L, BEIIEMEICLIAZBEHTTITY 2
L,

HLEHEIZIUI T EBY TH D,

B &
2FIOHHEA &P 1 EICRF T A
10mg, 7EFX TV 25mg/kg KR
77V Aa~wAT 75mgkg %, 1 H?2
B, 1S,

30- 2FIOHHEA &P 1 EICRF T A

RE
<30kg

40 kg 20mg, 7EF T 2 750mg K
FVAa~wA Ty 75mgkgm, 1 H2
B, 1S,

>40kg | 2 FlOFEAIE UM 1 BICRF T 7 LA

20mg, TEXFTTIY U 1g KOV T Y
Ar<A 2 500mg &, 1 H2E, 1

JEIRNE7Zar br—LTE TV
LA, BEORELZ X BICHET
HZ &, FERN—BKEITNIX. 1 H
1 [ 20mg O E-TEDOHOIER =
fa—Z{ToTH LV, RADEA
. BEZELC T E 1 E 20mg 21H
ALTH I, =770, BEEUI+
THRBEEERIETDOIVAIOLD
NSAID 5O BF I LTiE, iR
oy hr— DD DOARFIOERIZIT
DIRNWZENREFE LV,

N TaNs KZ— o B DIFEICEIT S

A E DHEH

e NY TAND K — - B Y RA I

VEIED LN

s NY ZND K — o B R BB R

ZF1T B I E TR D TR
FF UL 1A 20mg, TEFTTY
Y1E g, RO 72~ A1
[0l 500 mg Z[FFEC 1 B 2 [\, 7 B
595,

NSAID DFEFEHREF I3 ZR

« NSAID 2[RI B V&5 O 15
WEL. 1 B 1 [E 20mg %545, 7
B, WX 4~8 B LT 5,

< ‘ B, - NSAID 2 [RHE 88 K O+ 385 iE55
{K#H 5kg # 7.5kg Smg 1A 1[E6#EME DY 2T BB BECBIT BT
BT T ~
. 1 FEAHF N 1 H1[F20mg Z&K579 25,

Tk e ome L HTRGRITE SOOI A K L5 27T | KB k3 P PR Ok
HAT A FHH% — L OEERRBRITRON TR Y | K G | RAVR 7R DRAY S

g ° 20mg X 1H1E6HAM| LES AR, THAEPEEB I £ 2 TR o7z 0
ERERIEOHTE ) 40 me 5 HERAEE G4, 1 0 1 [ 40mg % 4
DIIE Y R 7 B
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x 3

FEEDRAIXENHE

&4

KE

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

+ZIRBEERRY R OBBEBHE LiE~Y 2
Ny H— . vnl ORE

3 Ak

EX AN 1H 1M 10H
40 mg $c

TEXTVY 1000 m 1H2[F10H
g FT

7oy Aun~ Ay 1H2E10H

v 500 mg $c

Zollinger-Ellison JiE

BRER ¥ OB B 40 mg® 1H2M@7

WL

VR DBEIT 4~8 BE TS %, 4~8
HEETHEE L2200 T BEICOWNWTE, &6
A~8 AT HZ LB/ LTH Xy,

26 1 H &8 2 5 Rl s BRI S50 L TuRny,
4 B E R L THIERPERITHER LN
LA, S5 4 BEBRESTEEEFEL
TH I,

41 mg/kg/ A 48 2 2 HBIFHGET L TV,

5133 mghkg/ H#H % 2 HEIIHRFTL T\
AR

o W oy WA IS )9 A ARKI O B AR
WCEoTHERLD, AEBELY A VK EE BT
DB RS TR 2 by

1 H 240 mg £ TOEERBRNRH 5,

TEXVVI U ET T R~ A VDR
20, o, BE SnE kOB HREREEE ~
DEGIZHONWTHBRTHZ &,

e DL

JEAJE TN 12 R L |- D BB

12 WU EoBEFEEZNG LT 5 HIEHEIC
SOWTIE, AANBAEEED SmPC (BN AT
E) AT LHZ L,

FERI 70 2E M

Bl A2
BhEEAFE I T 2 HEREO ML E T
W, 7272 L, BEHBBRAROA TS
B, BEOBHEERSBEIHEHTIHE
IFEEICRET D &,

Vil

WAL D P E D TR B E ok 5 &
TEEDO LTI 2\, 72720, 12 B ko
EEOIFBERZICKH L TIIRF T A
20mg FikmHHEE L, ZhEBLTRE
LT b7ev, /R (1-11 %) OEFEN
FEEBEICH L TUERF U A 10mg &
FHEE L, INEBATRELTERD
7200,

B

EERE 3T 5 HERE O LT 720,

AR 5%

10mg &5 25854, 10mg pEOHH
4T 15mL OKEWNTZ T T ATZET
%, 20mg &5 T H5E1E, 10mg 450
2 MO FEET 30mL DKEWNEZS T
ANZZE T D, IREEAKIZEEH L7anZ &, 4
BIDHAEES 5 £ TR L7, 0 nTH
FECESHIRET 5, HEMHBELTHHD
30 PUNICIRAT %, TERLZ 06 A 720
W20 LT B0, 512 15mL DK

HE&EET 5,

Zollinger-Ellison JEWEHEDERE
MEAEE LTI, *FT UL 1 H 2
Bl 40mg #5752 ENEFE LY,
D%, BEIRAIZZ Y LIS 5%
B, BEEICHELHEL TRk r
M52 &, ZRETIHELNER
RT =22k b, REHOEE T
JATZ—) 1 H 80~160mg DH
BCTaryvibe—LAalgETHD, 1 H
80mg M Z HHEIZHOWTIL, 1 H 2
BN TIREGT D Z L,

FERI 70 4EH

Bl A2

BEERFICHST OHERNEOMLE X
W, 7272 L, BEHBBRAROA TS
b, BEOBMERASBEIHEHTIHE
IFEEICRET D &,

Vi

BREE)N O REEOFEEEE T o H®
FEONLIE X2, 72720, EHEDORFREE
B LTI RF v v A 20mg & i H
HEL, INE@BX2THRE LTI R6R
AN

B

EERE 3T 5 RO LB T 720,

/N R
12 5500 Eoo BEBE
B BEVE
- WIGRPERIE R DB
1 H1[F40mg %= 4BREEEST 2,
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[E44 S BRJN  (granules for oral suspension, sachet) BRIN  (tablets)
NIHERE 2 DB TU 7 A3 T W THR 22 TIRHT %, BB R D ARIEI O B IR O i

8L 7 & op 25 B oD T B RE B

(Child-

Pugh 7338 A KO B) BEIZIIH &R

ODL[Z‘%:LifCﬁI/\o

HEE O T BK RE B R

(Child-Pugh 778 C) BEOLE . AHA
DO 51X 20mg ZE RN L,
BBIFNCONWT, FHREE L &G k%

#2177,
#£2: BEHE
B 5071k
GEMRERICOWTIEAE FodH 25
Bynz k)
A | R B 5071k
whr | #&O BT e DEERS
M Ze, NiFh e
7 BWCARFZT v 7y
L — A |RETRET 5,
wHi | Bl | AL EBRWTCER A
M F o ODRIFTIEDEELT
7+ -7 VI UTICB L, aET
JL 2—T7EN L TCEET
2o
& & 2.5mg V5 mg |22\ T
23 I35 B O E % 5mL DK
PSR WIRERE D N THE T2~
HEH 3AET B, LT
D 30 S LINIZIR T 5,
2! 10 mg, 20 mg, 40 mg{Z->
WL, HraEohlE
15 mL OKIZIRE, R
BeHHFEICLIZN 9,
s S | 25mg XS mg |22V T

WEETDHEEICIE, EHIC 4 8D
BHE 21T ZEDNEE LV,

- RIERIER L O TG 1D 72 O R i

FRiik
1 H1[E20mg =595,

« iE R R E W E
BERDORVBEHEICHLTIE H 1H
20mg %59 %, 4 HEOIBHEKZIZ
JERNELay b — L T&E TN
LAIIE, BEORELY S 5 ICHHET
HZ L, JERS—BETNIE, 1 H
1 [5] 20 mg DEH-TEDHZOIER =
fe—ZiT->TH LV,

NY ZND K — o B R A

TBDIENE

W22 R OERICH T - T, BHO

mik, BH5HIM GEEIX7AM., KE14H

M) MOWEA OB EMHICET S, &EH

ROEHIEDOHA X A BEZFIINND Z

L, BEIIEMEICLIAEHTTITY 2

L,

HLEHEIZIITO LB TH D,

L U R

30- 2AIDOHUAA & HEE 1 EICRF T L

40 kg 20mg, TEF VYL 750mg KT T
VAa~<A75mgkg %, 1 H2[MH,
L EE# 5,

>40kg | 2 FlOPEAIE UM 1 BICRF T 7 LA
20mg, TEXFTTY U 1g KOV T Y
Ar<A 2 500mg &, 1 H2E, 1
e
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= 3 FEEDORMIXEOHE

[E44 K BRJN  (granules for oral suspension, sachet) BRIN  (tablets)
wix | Fa X, YU PieksmL &
MR —7 AN O & &% 125% AT D /N,
WA | XE | D, VU UVERD, R 1~11 WO/NRDOHEIZ OV TIERF
OF | BE | VD ET2~3 kE U LiE O R R T BRI A 0 SmPC
2l T5, YU UVEEST (KNI CE) 2RI 52 L,

b, 30 s LIS e
2—7 XIHEEN LT
BET 5,

10 mg, 20 mg, 40 mg{Z-D
WTIIAK 15 mL & AdL L
LGB LR

Do

XX T DR TV

XX DRKE S SR TE D E /BRI
iz &,

HHWNE, BT RIVEIRIGAT Z L SR
REBEOESIT. R—MIZTF—T N A T —
VM DT T — A% AL, AKIG
et A 7 v & BV T O JERE A T BT <
Ty IV —AD EIZZET D, R ET v
TN —AERE, BHICERARIAT, % H
DHEHOTZDITHEFEL TBWTiE b2
W, ERTAT v S — R L oD
b, Flo, WETICHAIAD D L D FTHK
S5PWVWHOEHWAZ &, TBRIIATY
Bz LTI bRy, it 7 v 7
V= AERETZ L OEHENE Lo 72
BlE. EHITERSEFREET L L,
EEF o —TEHE L TWHREEDLEE.
AAFRTNE S 72V & BV ClERL 2 = D %
F, AT =T NEHEEF L 60mL U Y

AR 7

BERN AW A TS 0 RS, K ERRAT
D, WETRAHEEBEZICOWTIL, 2R %
oy AR FE R BRI IGE L TR S
HZEHTEL, L. A —T ¢
U TDNRT B ATREME DN B D T D IE R EE K LL
SO Z AN TIE R B2\, SERID AR
THETHEEL, BEHICUIHAEE 30 &
PIMNIZR Uy b2 BE L7228 E w5
k., FO%, ayTEROKTIY T E
THERATT L, 2Ly FEBEATLD
L Tt B 720y,

W NN ATREZR BT W TIE, BEXI & IE
IREEKICER LEE T 2 —7%21@ L TIRA
EEDHZELTED, EEL, VI VUK
WF 2—71F, RERIZ XY o HomEY)
PER TR ENT- S D AR L THW
HZEINEETHD,
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1.6 SENCI T 26 ARSI BE T 2 8k
— %4 Y RT T — )L~ TR AKF

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

IZZ81F, K S50mL LiBE D, BEFa—7
EHALCAKZR ST 58, hT7—7
NHEIEEZE LV o POREEHTH &
NEETHD, 770y —%2RELTVY
//7% 15 . M<iES, YU ryol
Ui e BT 7 RBE TR . Jonail i BERL
75 o TWRWHERT 5, BETF 2 —7
WV PEBEREL, VYo e e
WeF o —7 %5 LCHNICRET 5, FERL
®&5% B F o — 7K A B L3S
Wt T . BERIDEEH SUIARE L TV A
émﬁﬁbﬁw:&
FRO XD IR T ARFNTHESZ T <l
fA+sz &,

Z % VU AR D IRECE R A
R LR AR L, IR O
HTHEET 5,

« K& 25mg, Smg HEOFE %, SmL
DKEANTZEZIZZET D, 10mg,
20mg, 40mg (ZOWTiX, DEoHh g%
15 mL DK% ANTZHEHIZET D,

c NERED,

c 23 HRE LR D A T,

< R L T30 4 BINIZIRIT %,

- IR, BENICAFIDEE LTV DH5

alx. &6 Jk%b[]i’(f%"ﬁf L3 <ITRH
T 5,
<2 AERATLIMLEOH HIGETX. K
AEEMA TR & FBRICIEE S0, Y
DOHEHIEM S L IXEMIC X HEE S OfER
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1.6 SENCI T 26 ARSI BE T 2 8k
— L =V AT T — = TR Ak

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

209,

BT 2 —T7 NIHEEEHE L CWDH B
@%Q\$ﬁ@%uﬁm$%@§%uT®
B CTHRE L TH &,

K SmL &, BT =TI EERLTND
U VAR, AH 2.5mg XiE Smg 4y
WO EEMZ %, 10mg, 20mg, 40mg
IZOWTIE, U Tk 15mL # A5
b, BEF o —T UIBEEEI L TARA
ERETHEE. T —T B L T
H N VDB ERNS I ENEETH
Do
CEBIZVY U UERD, KD RHSET
2~3 SHE T B,

DUV ERY, L FYH A X6 R
DEPETF 2 —T THEEZN LT, 30 &
DWNICHICET 5,

c IBHIZFEEDOAK (SmL XiX 15mL) %
U VI ARNLD,

VY VRIS T %ofwéﬁﬂ
T, BEF o —T ITEE AN L TCHET
LM LiAT e,

A
o

EE

R

AANL, E?ﬁf\“‘/‘/“/f A=)V FARE
B DR 2 BEUE N BEA CTh D BE
W2 LTI TH D, BEUEKS & 1T

TFEI74TF%—, TF747F%—g
/7 MR, AU SR, AR
B, ROEREZ:ETh D,

AFIE DGR & 72> TV D HIEHK

(772~ YU RORTEFT VY

®HE
ABNOFZIE Y. B A I X —
Jby XATHRIEAN O TEIZ GeE 4 5 InF o
TN T D IWBUEEH T 554,

AR ANV T 4 T ENLEPEHEE L2WE
&o

12

H®HE
KHNDOENEK 7y, B A I X —
b SUTERIERI OB #H T A RIAI O W
TN T D IWBUEEH T 254,

AR ANV T 4 T ELEPEHEE LW
&o



1.6 SENCI T 26 ARSI BE T 2 8k
—fRLL R T T =)~ TR AKF

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

V) OEBITET HHERICOVTIL, £33
FIOWST CEOEBOHEZRO Z &,
BEROER EoEE

- M
FRNIZIBNT, ARAIOE G X0 ERATE
it L CH, HEMEEOREMEZ RS D
HOTIEZR Y, RARBFIZBNT, ERD
BEIRISNAA-45 T PPL O 548 T 1% B
JEIRDIFFIE LT A, B0 CROEEIZE & Y
Pt 2 FEET A L2 EETLH L,
Bl ERE O, NESIRELEET D
Z L,

- MERREMERE &

AH % G&Te PPI ZRA Lo BBV TA
PERVEMEB R BFRO BTN D, AlERE
MERRIL PPI & EF O F OB S THISH T
HATREMED B 0 | — RIS I O S s
IR LT 5, SRR e 23588 L
TS E3ARA OB 21T 52 &

/A =0~ NU R4y NI A G AP a7 55
JFIE
NERINTWDLBENELD . KAlD XS
ZRPPLIZE V., BRI ARRBEICBWN T 1
ARV T N T 47 4 VB R RED
U R 7 BN 2 RIREME DS /RIE S LT
bo WELZWTRHINGRD bN=GE IR
WEOBWNZIOWTEET D Z &,

PP |Z L BVRHIE, R5 & pHkickt L
T, RIEHER OREI ST 52

EEROER LOREE

AR (B BT RERARRERD
FREPEONRR:, B TREE ., rhif, R OVA b
T) BERALEE. HDVIEHEEEOR
JEXITZE DB D L5513, AANC LD
TRIRIT & VIR DSKER S FLR2 I ds i 5 vl
REMEDS B B 7o, MRS Tl 2 & 21
WDk,

Bl G

R (1 E2BELKE) 2%
2 BB K LT, EMRRRAEZTT S 2
Lo BHIHRG ORI R OSBRI EE
(127l E) TH D,

g

THAIC CABIZARA L T\ BEICK LT
X JEROEMNE D - A X EM O
RheZTHLHITHEEEITH) 2 &, ks,
NI DA A R L7e 2 L1370 o
T, NNRREICHT AW T HERE S

A

AN aND Z— o Bz DR

T RATT =N anyg Z— . ¥
VOBREAZ B E LT T 58481, 3
FIFEIE O 2 3 A3 CTlo x4 2 it
HEHOREEMEEZBETLHZ L, 77U R
<A 1% CYP3A4 DR 72 fHLERITH
H72%, YU R CYP3A4 (2 X 0 AR
SN DHMHF AP LTV 5 EBEIC 3 FlRE

BEROER EOER

Bk (B - B ERRRERD
FREPEONRM:, e TRET, M, ROA L
T) BRILEEE, HEVITHBEREOR
JEXITZZ DRV D 5 HE1E, AFNT LD
TR X VIER DR S iz WrasiEn 2 w]
REVEDN D 728D, NI TR 2 & 2
WDk,

Bl G

Ri&G (R 1| F2 @2 o&5)

2 BAEITH LT, B A 21T
&

=T
2z

M

A TARAIZ IR L TS BE IS LT
3 ERDOFHEDNE D - I HE XEMOPZ
LBazTH L84 1TH 2 &,

ANV aNs & — - Bz VORE

ITIRAT TN any Z—. 0o
VDOBREZHME LTI 58581, 3
FIHEIEZ N 2 HA 3Tzt 9 2 EHH
HEHORREEEZEZEETL L, 7TV R
<A % CYP3A4 OS2 HERTH
L7280, Y7 R CYP3A4 (2 X ARG
EN DB EGEH LTV DEBEIC 3 APRE
FERTDHERIT. 77V AnvAL Lol
OO S K O BEAEH O RN 25
Bisaz &,
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1.6 SENCI T 26 ARSI BE T 2 8k
gL I AT T == TR AT

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

L,

JOARNY VUL T 0T 4 VVEE TR
JE (CDAD) 1%, 1ZET X TOHEEKIZS
WTHE STV D, FRITARAKIE OOFH D
W& 72> TVWDHHEE (77 ) Ar~A
VUROTEF VU V) T SRS
DWTIE, KHEAIOIRA CEOELE L L
fEA EDOEBEDEESRDZ &,

- B
AFRENTHVBNL DO DOBEWRIC B
T, PPIIZ X BRIV HLERIE IS FE © A% RS
fiEdr. FRESIET. FHEEHoU 27
PHEIMESELZ LN RENTWS, 1 BHE
B s L EH SN E AR L ORI
(1Ll E) @ PPLIRIR A3 T T2 BEIZE
W, BT U A7 3L 7, 18RRI
IZE b TRIEARR I OREOHIM T
PPl iR 1T 9 R& TH D, BHRIEICLE
VEITDOV A7 NG D HEEFITONTIE, e
SEENTIERTA BT A4 iR~ B LA
fTHOoRETH 5,

BT b—T AR T
~ =72

TY AT T — ) EET PPL ZRA L TW
LHEBEEFIZBWT, FEZY 7T~ h—T R
(CLE) RO &EHEMT) T~ h—F &
(SLE) B#iEENTW5H, ZHHDIHH
. FER OB B R RO E/LD
Wb aEnsd, PPLEREY 7~ k

FEETHEAT. 77 ) AuvL v
OO QS BAEH O rTReErE 255
BT5Z &,

THA LA

PPl D HIZ LY, FILERTESH B
Ry B —Ee ST LD BBEGYED Y A
T INOT NIEEINT B RN B B,

v 4 3 B12 ORI

TV AT T =)L, BTO BB
& RIERIC, RERE T EEREIC L ) B
VB2 (T angIy) ORIEK
TEELGAEDRH L, BWERGOBRIZIL,
v 2V B12 OERANEFERENS D LT 5
HBEIIE# 2 B12 OWIVK T OfERRA
FAHETAHREIIBWTIDZ L2 EET
AL,

&~ 730 ALE

3HAUE (1ZEAEDEEIT1ER) —
IATFGS =0T e R FHE
#l (PPI) OF5H-%51F T\ A EEIZE N
THEEDK~ 7 X 7 AJENRE SN T
W5, . TH = Bk, KR EE)
PEDFE VWK ODEWAREIRO L 5 REEZ
K~ 7' % > 0 ASEOBUENFE BT 5 ATHE
PEDR S DD, T D OB XIEATIEIC A E
D REEIND AN H D, K~ R D
LIMIE 2 RGE L T2 BE D RN, ~ 7%
v LAHFE M OV PPI D IR IS SE L
Yl
FMEENR TSN HA, DLWV

THALAE

PPI OFEHIZLY, VILERTEHSLH U E
a7 H =R LI LD BIBERYYED Y A
I RO B AR B B,

v 4 3 B12 ORI

TV AT T —UE, &TO BB
& R, KERAE I RAEIC L B4
2V BI2 (T angIy) ORI ALK
TEEDLILEENRD D, BHBEGOBRIZIE.,
v 3V B12 OERRNEFERENS D LT 5
HBEIIEZ 22 B12 OWIVK T O fEkRA
FAEETHREIIBWTZDZ 2 EET
AL,

&~ 7320 ALE

3HALLE (1FEALOEAIT 1 FR) <~
IATITS =l o7 kR FIE
#l (PPI) OFH %% 1F TV DHEEITE
THEDK~ 72U AMENRE SN T
W5, WH. TH = R, R )
PO FENE VLB AREIRO XL 5 EE A
&~ 7 % v 0 AMLE OB F BT 5 Al RE
PERH DN, T D DOEEIZIEITIEIC A F
D REINDA NN H D, K~ %2V T
LIMSE 2 FIE LT BB OREN, ~ T R
7 ARHFEKL N PP O 5 &I L
Yl
EMBESN TSN SGE,. HHWETE
FUURET IR AMYEE BRI ED
B oo 5 3A FIRHF2E) % PP1 &Of
BT 2456, EFEEFEHE T PPL £ 5-BA6b6m)
T O 5-BRtA R EHRIC~ 7 3 v T LREE
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1.6 SENCI T 26 ARSI BE T 2 8k
—fRLL R T T =)~ TR AKF

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

—F ZAD%<L L CLE THo72,

PPI ¥ 551258 H 417~ CLE O 725w X
fi St CLE (SCLE) T, #hEo &l
T COBEIT, FHN A BGE R D D B,
ek 5 Lo & TR BL LTz, —ikic, 1
A DR O ORSPAN - e OATAN
PPI RGBT b eg ) 7~ h—F
A (SLE) O#iFiE, CLEIZt L Th 7z

W, PPLIZ X % SLE I3, FEEAIM: SLE
XoETHS, 7=, SLE DL L, E
(ZEARRR A D B @i R 12V TR 5B bA
DOEH N SEAFEZRICRE LT, BEDEL
IIREE R 5, B KON BRI E
LI TW5,

RN B 2R W A B 2 C PP 2§ 5. L
RN b, ARFIERALTWAEEIZ CLE
MIXSLE & —E9 B 5EK - JKEDRED B

NeGEE, 5 ek L, #UREE
IR LEHMELCH 59 Z &, BREORY
1%, PPLOHIEDIT 4~12 R T
R, MERAE (ANA %) CTHMEZ R
LENSH Y | MIERAESEOREIEICIXERR
JEDEIELL EICR 2 BT 52 L b dH

Do

cJub' NV EDOFHEAENER

AFNE 7 R7LLEOFHITEET S Z
Lo su b RS e RS9 Th

D F O/ EREEEAIZE SIEMEAR
WL LD THD, FrE RTLILD
IEMEAE ) ~DREHHE, 72 2Ty 27

FUURES SR YT AMIEE B SED
B & 5 3A| FIRFIZRE) % PPI & ff
H3 28546, EEWEES X PP & 554601
OB 5B EIMIC~ 7 %2 v T LR
FHET D EERET AL,

HFHOU R

7a R THERNL. FICEHAETE
HE Q&8 FHIA5GE. ElcE
FITB W T XM OBER O G K 1 23MF1E
T HEAIC, IRBEIHT, T B & O HE
OFPTDO Y A7 BN 5 AlREMEN &
5, BEMNTRICBWT, 7u bR TR
AN LD BITORKN Y AT 08 10~

A0%HENNT 2D AIHEMEDN B D Z EDVRE LT
Wb, ZOXH7 U A7 BEINT., fhofElk
KFBRERTHLGELH D, BHRIED
VAT HEBEFBUTOWRETA KT A
NTpoTeifRE= 7, ¥4I D &
VU LEFSEERT OVNEND D,

At E=) 5~ h—5 A (SCLE)
PPI # 5-#% = < FiilZ SCLE 23 %8145 = &
N5, REN, BT HEICRET DE5
DGR LN HA. £, B E
PEOEAIE, BN EREE =245
KO BFIH R L, EREEE AR O
ik Z#atd 5 2 &, PPLES5%I1C
SCLE % %JE L7ERITlix, £ D%5ID
PPLIZ X > T% SCLE DIEIEY A 7 NE %
L AREMEDN B B,

filL 1 & DG

EUET L L aatd o &,

HFHOU R

7'v AR THEANL, FRoesHETE
R 1 F8) FHIh5E. FEICHEE
FIZHB W T I DBEEN O fE R IK 1 23 F1E
T HHEIT, BT, FE B &k O HE
OFPTO VU A7 RN 5 AIREMEN &
5, BEIZEICBWT, a bR TR
ERNC XV EBIORMENRY X708 10~
A0%IE NG B AlREMEDN B D Z E AR EN T
W5, Zo XY 27N, hofEk
KFDBERTHLIEELH D, FHERIED
VA7 NEDEBEFIZBUTOWERBETA K74
N T ifRE= T, 41D &AL
VU L EHSEEBRT ANENRD S,

At E=) 5~ h—5 A (SCLE)

PPI # 5% Z < #ilZ SCLE 23%8i4+ 52 &
NdD, REN., B HNICREET D5
DGR NG, -, Bz
PEOEAIE, BCNCEFREE A %25
KO BEFITH R L, ERIEES IIARF O
Gz mat+ sz L, PPL HE5#%IC
SCLE % F&JiE L 7 JEHI CTlX, T D% B D
PPI 12X > T% SCLE DIEIEY A7 NE*
L AREMEDN B B,

fih 75 & DG

T AT T =T EFF O
HidHESnsev, 7% end PRI &
OOFHNARFGEE B S D561, U B
FTENL 100mg M2 7 #HFFerzwE
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1.6 SENCI T 26 ARSI BE T 2 8k
gL I AT T == TR AT

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

Z =)D K 9 7 CYP2C19 iEM: & BHE 4
%K & OPFRIC L0 I S D ATREMED
HbH, Jub RTLEI AT T —)L
40mg EOPFHIZL Y 7 K7 Lok
BVEPEDN TS S VD, ARA AT & &
X, BlOPUIL ML ZRETdT 5 Z &,

VT angIy (B¥IVBI12) RZ
B W53 W A 2 R (1 203 3 422

) HEAEE LA, (RERE XX R E
WZ&LBv 7T a3y (B4 32 BI12)

OWINABIZELAREERH D, L,
HEE WA OB G ED > 7/ anF
LU RZDOFBLE WA LT SCERIER T

Do YT ) ANTGIURZEETHEE
JEIRDIFRD NG E IR B ORI 45
BTsz &,

AR~ Ry ALE

PPl % 3 W HLLE&E L7z & &, FITIERE
Py OMBESEENE DA~ 27 % 3 w7 A LSE A
HENTWD, S ITHRGEME 1 FEICH
bNTW5b, EELRAERFRLELT, 74
=—. REIR, BIERERDHD, £ D
G B~ 7 3oy ASEDOIRFRICIE~ 7 X%
U LHFE L PPI OG- IEN M TH

Do
FHIRGENTRIEND A6, HHEY S
FUURBES SRV AMIEE B SED
B & 5 3A| FIRFIZ:E) % PPI & ff
32546, BEEWEES X PP & 554401

T AT T =)L T HAPFELOHEHE
BixfsE sz, 729 Fene ppl &
OOFRANAR AL B S 2 581E, U b
FTENL 100mg IZMx 7 #HFF Lz
400mg FTHET D L L bIT, FEEES
FRIR MBI 21T ) Z il an s, %
oo TOBHAT I AT T )T 20mg &
e apA AV LS halks RPN

TV AT =X, CYP2C19 Z[HET
B, TIATS)— )L COIREERILED
WEFIET B BRICIX. CYP2C19 41 LT
R S 2 FA & O ZYFE AAEH O FTREME
BEETAZL, Jub Rt VR
TV = TEMMHEERDRO 5T
W5, ZORMHEAIERORIKRNERITIAR
HiECThHd, HEFHELT, =YX
V— b za e K7L RITRET S
Z L,

T AT TV =N EBEIIC TG T 556
X, =Y AT TV — O MSERRE DL
(= & DA & DM EAEH O W REME & B
EToZ L,

SE Y AT Z=E
AFNTABER NS Vv a— 2258+ 5, H
PERTHE, 73— « 5527 h—2IY
RE, XgA79—F « f VY= )LHZ—FXK
HIESO ENEREREEF T 5B
TRE LT &,

BRI AR A ~ D %

400mg FTHET D L L biT, FEEES
BRI 21TH) Z RS s, &
7oe TOBAT I AT T )T 20mg &
e apA AV LS halks RPN

T Y AT T =L, CYP2C19 ZBHE T
B, TY AT — L TCOEEFRIED D
VI IR B BRIZIL, CYP2C19 4 LT
R S 45 36K & OFRYAE AAEH O RTREME
BEETAHZI L, 7ubRT Lty R
7T = b CHEYHAEERNRD BT
W5, ZORYMEAIEHOBRRNERIIAR
HiECH D, FEFHELELT, =V ATT
S—k e K7L e OIS S
Z L,

TY AT T =V EERICTUTT 554
1. =Y AT T — L U EE oD 25 )
2 & DA & DY EAEH O FREM A2 5
BTaz &,

H b
AANTEBEEEHET 5, RWEAME, 7L
a—RA « W77 h—ARINARER, XITR7
F— A YN F =B REESZDOEN
BEMEREZETH2EEICEEG LN
&

o

R R AT~ 0D S 288

saEr 7= A (CgA) BEDLEFIZX
V) AR NS> WA O R A I 52 B3 2 R RE
Ndbd, ZOXI) I rREMEEZBT 720,
T AT T = NOEE %, CgA HIEDD




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

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

K O G-BRIGTR EIRINZ ~ 7 R v T DRIE
EET L L aatd o &,

BN a = A= R TS
v & DA

CYP2C19 =° CYP3A4 Z#HE9 23K (&
Y EYa—r AU R Ty
E) Y AT — LR A RIRELS
KFEsEsr8F0W03H5, B hYa—»
AT — "R 77 B & OPF IR
AL,

o PPN WA O B2 WAL ~ D R
SEAIFHEME O H NERMEFE R T2 L i
rsaE77=vA (CgA) EENEHT
%o CgAIREEN LA 2 & kN /s 55
DLW CTAE & 72 D ATREMR H 5,
IR 1T CegA IRERIED 14 H LA AT
WC—FMi =Y A 7T — ok b &2k
L. #IEID CgA A mE T - 7235
AEEREERGFTT I, (E=XU ¥
7 OHPET) kL TRELZTT O 56
X, RIS EEHEE N 7R B ATREME R B D
7=, A CHBEIC B W THRE 2 T 5 =
B

« A F MLV —FEOMEER
kLD, PPLEA R MLFY—F (B
WEHE, A M LY — MRS CES
B, ) OoffHIck Y A N FLEP— RO
/XX O O MLIE T R 2 R

saxs7=A (CgA) BEDEHICX
0 FRE N WA TS O M |2 BB 5 AT REME
NbD, ZOXD ARtk Z®ET 5729,
T AT T =D % CgA HIEDD
R L S BRI LHEIT S Z & FIEE
EH. CgA XUTH A N U » OPEEEHHUEE
IZEHE L2 WEE1E, e bR T TRE
Fl%& 14 HREFPW L CHIE 20 K4 2
L,

72< & 5 HEIDGHET5Z &, #lEH
Efs. CgA XIT A A U O M FEYEE
WZEE L WEAITL. e R TRE
Hlz 14 BRIFE L CHEZBEY IRST Z
L,
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1.6 SENCI T 26 ARSI BE T 2 8k
—fRLL R T T =)~ TR AKF

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

FLABMBMLX—FOEMEBRICED ]
BEMEDVRIBEI N TWD, mHED A M L
FH— 2532556, BEFICL > T
PPI O —FF 72 R 2 it LT h LUy,

fAEA/ERA

cHiL he v VAL E OMEER
TEYFFENLKRRRALT 4 FENLE PPL &
OOFITHERE S 2w, TH T E L%
PPl L OFHEG- LA, 72 Fero
M EF PR B RIEIAL T L, 18RO
55 & AN EOBEN TR S NS, %7
v L% PPl &OFHEE LI-G6E. e
LD SRR L CEMENEE KT 5
FREMEN BV . WENSMLEE RDGAEND
Do
i ha oA 2Ky AT T
—NVDTEIKTHLARATT =D
MEERAPRES N TWDEHDORH D, Y4
AR HAE A OBEIR b o BB ESOM I TnT
LB I TR, AT T —
HHZE pH B EFTHZ LIk, i
fa oA NVAIEOWINSENT D Z ENEB
bbb, MOMHEE/EROKRFE LT,
CYP2CI9 /L= b 0N H 5,

T EFFENJ (MR T T EILD Y
JEIRT
TEFFELRLRILT L FEALD LS 72
OMDOHIL ha A L AIIZHOWNTIT,
FAT T =V EPEH L L & MiEHIR
EMET LIz oRERSHDH, XNV T 4T
vl (1250mg, 1 H2[\E) &ARATT Y —
b (40mg, 1 B 1 [B) ZEHREG LIS
., RN T 4T ENLE M8 D AUC B 36%

HAEEH
TY AT T = VDA D FE BRI K UF

B2
EBZ

7' 77— ES

FA LTS — I oo FasT T —8
FHEA AR ZE T2 2 EnmE SN
TV 5, YE%HEAAE R o iR ) B MO
R LHHBH L TRy, AT T
— N FIZEN pH N EFTHZ LTk
D7 a7 T —EBHEROWNIBENT D Z
EMEZLND, FOMICEZ HLNHFEA
YEF OREFFIZ. CYP2CI9 PHEICE D H D
ThD,

THEKFFEALERLT 4 FEMTONT
1. A AT T — v & OB R
EMETT2ZengsEsh sy, iHH
TSRS L2, A AT T Y —b (40 mgl
H1[FE) &7#%%FEN 300mg/V v
b 100 mg A fEREHERE IO G Lc &
X, TEFTELNOBREENELIARTL
7= (AUC. Cmaxs Cmin TH 75%) . 7 &%
TELOHEE 400mg IZHELTH, 4
AT TS =K DT X T ENRERED
T MmT DIIEEL R oT2, AT
7YV —/N (20mgl H 1 [E) &7 #¥FE
JL 400 mg/V +F E/L 100 mg % fREEEER
WG L x, FRAT TV —)L (20 mgl

HAEEH
T Y AT T = )V HME| O E R KAF

By
TR

717 T — I EH

FA LTS — I oo FasT T —8
FHEA AR ZE T2 2 EnmE SN
TV 5, YE%HEAAE R o AR ) B 2O
R LHHBH L TRy, AT T
— N HIZEN pH N EFTHZ LTk
D7 a7 T —EBHEROWNBENT D Z
EMEZLND, FOMICEZ HLNHFEA
YEF OREFFIZ, CYP2CI9 PHEICE D H D
ThD,

THERFFENLERLT 4 FEMTONT
I, A AT T — v & OB R
EMETT2ZengsEsh sy, iHH
ISR S R, A AT TV —L (40mgl
H1[FE) &7#%%FEN 300mg/V T
b 100 mg A fEREHERE IO G- Lo &
X, TEFTELNOBREENELIARTL
7= (AUC. Cmaxs Cmin TH 75%) . 7 X
TELOHEE 400mg IZHELTH, 4
AT TS = MK DT X T ENRERED
T MET DIIIE LR oTm, AT
7=/ (20mgl H 1 [8) &7 #¥FE
JL 400 mg/ Y +F E/L 100 mg Z R SR
WL x, ARAT TV —)L (20 mgl
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& 92%. Crax 7Y 37% & 89%, Conin 75 39% &
75%. TNFNE T L, 7% e
(400mg, 1 H 1 [B]) &FRATTFV—
(40mg, 1 B 1[al, 77X FHFerho 2
P RT) 2 ERE LzLE &, AUC 2
94%\ Cmax Z)§ 96%\ Cmin Z)§ 95%{&? L/f:o
L7zMo T, AT T =N T HFHE
RFRIVT 4 FELD L S K L O
%, HERE R0,

BT EL D I A
FRFENLREZOMOFIL hr T A LA
oW, ¥+ e/l e
(1000/100mg) % 1 H 2 [7] 15 HEIKEH
5L, 9511 HENL 1ISHAETEH AT
7Y —)40mg % 1 H 1 EfFHEES LZ &
&, IMiEPEEN AUC T 82%. Cux C
75%. Cmin T 106%IEM L7 & OHE D H
b Lo T, KEIEPEFHT 25E13H
X BV DT DU TR K OV R R AT
BOE=XV 7 %T5I LRHERIN
5o BEMOBENSBERIIT T EL
DWW EEBET D &,

T, AATT P LTHIMET
BENE L L2WEL hr oA L AL H
HExIxhTna,

 AEMFEORIHENE pH OFEEZIT D
AHEME D & D HH|

T AT T )VIXEBR W BT D
Enb. H pH NEWFR RO EE
R Cd D AN ORI AKX T S5 0]
RS D, BNBEELZIE TS5t
WA & RkEIC, AAlEDOPEHICE Y, &7 b

H 1 [\E) Z2&5837 %% E/L 300 mg/
U hFEL 100mgl H 1 [BOHREEE LTz
LE LWL T, T EALDBRBREN
F30%WAD Lz, £/, AT TV —b
(40mgl A 1 [8) EoffHIcky,. Fv
7 4 FEND AUC, Cmaxs Cuin 23 36~
39%IE/ ) L, ERERVEMEE M8 @ AUC,
Cimaxs Comin VI 75~92%E LTz, A
A 0 = Sy R & e
YER & EEmEhRE 7 1 7 7 A LM EEL L T
HIEIND, TIRAT T =)L T XY
ENAOPFHBEGIIHER S, £, =
IAT T =T 4 F OO B
Hi3ka<Tbh b,

PXF e (U FELEGH) 12T
iE, AAFFY— (40mgl H 1[A]) &

OHA#E Lz & My RE ML 7-
Z & (80~100%) AE|mEINTWVD, &
A7Z—20mgl H1EIEFFHLIZ L
. A Fen (U R e EPEH) &

amprenavir (U N FE/VEGRRH) DOREE
I LN o T2, £, TV A
77— 20mgl H1EEJHLEZE X
%, amprenavir (HHE VY R FELED
) DOIREEICEEIIA DN oT,
FATZ = 40mgl B 18] & GEHEZES
Lizé&oubEren (U hFentopf
H) OBEEICHEEIIALNR T,

X NP LFY—A
PPl L O EICL Y, —EHDOBEE TR
PRSP —FORENEF LZEHRES

H 1 [\E) Z2&58¢37 %% EL 300 mg/
U hFEL 100mgl H 1 [BOHREEE LTz
LE LWL T, T YT ELDBREREN
F30%AD Lz, £/, AT TV —b
(40mgl A 1 [8) oIz, Fv
7 4 FEND AUC, Cmaxs Cuin 23 ) 36~
39%IE/ 0 L, ERERVEMEE M8 @ AUC,
Cimaxs Comin VY 75~92%B LTz, Z A
A 0 = Sy R & e
YER & EEmEhRE 7 1 7 7 A LM EEL L T
HIEIND, TIRAT T =)L T XY
ENAOPFHBEGIIHER S, £, =
VAT TS = VT 4 F LD
Hi3ka<Tbh s,

e (Ve EgrA) iconT
X, AT Z7Y—)L (40mgl H 1 [A]) &
OFR% S Uiz & &, Mg PIREN MLz
Z & (80~100%) MEESINTWD, A
AT T =L 20mgl B 1 [EEGALREZE
., Zrten (U hFenEfiH) &
amprenavir (Y b eV EGFH) DOIRESR
I EBII A BN ho Tz, T2, =YX
77— 20mgl H 1 BEEJHLZE X
%, amprenavir (LYY R FELED
) OREEEICEEIIA DN T,
FAT T =) 40mgl H 1 [\ & PEHEZES
Lzt &b (J hFeLsoff
H) OBEEICHEEIIALNR T,

XA LFT—A
PPl L O EICL Y, —EHDOBEE TR
PRSP —FORENEF LZEHRES
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afFV =, TEHEYFFENL, B, =n
FoT kNI aTdx ) —)VBE 7 =FI)
(MMF) ZO3EA ORI T L, ¥2
X3 O EK| OIS EEIN T B AT REME A
D, TIAT TS = NEF AT T =
DHFRMEKRTHY, AT T —
Q0mg/H) & ¥ a% v v a2 BERERE I
BEREE L2 A, Vax v 0EYF
BRI RN 10% (2 B TiE 30%) 5L
77 YIF T NEXIUM ZOFH L7285
A, VAV OEERBEEN LTS
EMRFRIEND, LEB-T, I
& NEXIUM #ffHT 256, BEOE=
HU U TRUELRDIGERD D,

R SR Sk Mg el & 52 F 7o IR 1T A
ATV —)L MMF ZOFR#&ES5 L7 L
&, A5<H pH ® EHIZXE D MMF DO
R T D=, BRI a7 /) —
VR (MPA) OIRFZEEMET L & ows
N DH, NEXIUM & MMF & # 5 ST
HBMEH BT MPA DOIRBEENMET
L7= & &0, EHBONI3T 2 B OIR
MIE M ML STV eV, MMF % %
HINTWalEaSFBEEE TR LT
NEXIUM ZEEIZHET 25 &,

- FFREHF R 71— P-450 1T & A AREHR
e~ DR

T Y A7 Z Y — T CYP2CI9 M 8
CYP3A4 |2 X U JITfigk T L i 72 AR 2 5207
5o In vitro OV in vivo BB, =Y R
75 —)LT CYP1A2, 2A6. 2C9. 2D6.
2E1, 3A4 Z[HET D alRetEl 3RV &2

T3, BHAEDOA LY —FEaE
53585, = AT T —)LO—WRR
AR LT L,

S ol AX

T RATT = EDOAEEICLY XY
7 Y AZADMIEFREN EFT 5 & omE
Wb, Z7 vl AR AR O
HE (VT F= I IUVTT0R) OF=H
Vo7 zmibl, REIELTH 7l A
ADOHEEFESTDHZ &,

B3 pH 1217775 F575)
HNEEEEIZ K0 WIS B 2 52 1T 5 A D
WAL, =Y AT 5 —efthod PPI D
HAZ X 2 B R W ndNC X 0 A ORI
BFXIEATHZERHD, BRNRE L
KFSEDMhoEREFREE, = A TF
— N EDBHICED S hatry =, Ak
ZaF Y=L F =T ORI K
T2 08B, DA ORINAS E
ST252E0HD, AAT T —
(Q0mg/H) & ¥ a% v a2 BERERE I
PG LI 2 A, YVaxv o 0EmE
IR DY 10% (10 B 2 BICiE 30%
T) ER L7, PaFs roEtEoREx
HiCThd, LL, BHEOZ AT T
— )V EE G T A GRS LR
ThHd, ZOHA, VIAF TV UBREICED
HYNRIEOE =) T Rt & Th
Do

CYP2C19 TICH X415 #7)

T3, BHAEDOA N LY — 2
53585, = AT T —LO—WKR
AR LT L,

S o AX

T RATT = EDOAEEICLY XY
7Y AZADMIEFEREN EHT 5 & oWmE
Wb, Z7al AR AR R O
HE (VT F= I IUVTT0R) OF=H
Vo7 zmibl, REIELTH 7l A
ADOHEZTEST L &,

WA 73 pH 1217775 F575)
BHNEREEIZ L 0 WIS B % = 1T D 35K D
AT, = AT — LR PPI O
HAZ X 2 B R W nENT X 0 A ORI
BTFXTIERATHZEnHD, BNREL
KT SEDMOER EFREE, = A TFY
— N EDOBHICED S hatry =, Ak
ZaF Y= RO F =T ORI K
T8, DaAF U ORINA E
ST 0HD, AAT T —
(Q0mg/H) &V a% v a2 BERERE I
PG LI A, Vaxv o 0EmE
IR DY 10% (10 B 2 BICiE 30%
T) ER L, PaF ooEtEoEx
HiCThd, LL, BHEOZ AT T
— IV EERE SRS T OGS A RS S E
ThHbd, ZOHA, VIAF TV UEREICED
HYNRIEOE =2 ) T Rt & Th
Do

CYP2C19 TICH X4 S #7)
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IRENTWD, Zhbd CYP BERICED
R S DIEA & 1x, BRRAICEE 2 FE A
PERNZ TRl STy, SR B AR R
BRnb, 2YATIT)—=iF T 2= A
V. ONTr Y =V, 7T AR
AU RORTEF VY L ITERIRIIC
EERHAERD 2N RSN,
L LHiRZIC, L7 7Y by AS
I —=NVEHHLIEEENS, e ey
OB HE SN TS, INR O
v he BB OBEME, HiEEH 5
W TCICE L AT b H 5, PPL &V
N7 7)o EFRES T 554, INR KO
7' b e U oOBEMNcoOnWTOE=
U TNMEL L ARENEN D D,

TY AT — I FE e RHEETH D
CYP2C19 %Z[HET HAREMELH D, =V
AT —/L 30mg & CYP2C19 OIE T
HHTTENRLEHLIZEE, UTEAN
LDT YT T AN AS%IET L=,

74 = Rl N/ ARV

7 v R7 LV —E CYP2CI9 (2L 9T%
PRGBSI END, =V ATTT—
40mg EOPFHICEKY, 7 v K7 LE
PR O MHE PR LMK T U /MR EEE
FHEER ST 5, KAl 7rE R7 L
NOPERITRET D Z &, AFIEFHTS L
=3, Blobui/IMOEEEZRETT5 2 &,
F A7 F ) — L CYP2C19 DOHEHRITH
Dy JOAAFT—N—=FV A L OFEERT 20
Bl OMREFEWRE A AT T — 1 H
0mg = 1 HEGLEEE, Yaxyy

TV AT T =T B H O TFE RS
TohDH CYP2CI9 Z[HET S, Lichio
T, TIATFG)— % OTENRA, v
2arITh AITTIv, raITST
V. KOVT7 == b A % CYP2C19 T
SNAHEA L PR LB A I 2 S B D
MAEFPREN ERF 2 RN H D, 2D
TOWENVERGENDH D, R, =Y
AT T = VB T T A58 130
BEBETH L,

T ENA

CYP2C19 DIHETHDH T TE NN LET Y
AT —=nN30mg EPfFHLIZEE, U7
BRADT VT T AN 45%IKT LT,

TJr=hr1

Trz= M UERAFOTANAERFICT
VAT T = 40mg EHFHLI-E X, 7
z=hr DO N7 T7REIX13%E5 LT,
TV RAST =)L DR & BRLE T IR
THEAE, 7 == bAoA o OIMEPRE A
METDHZENEE LU,

HY =z S =
AU a+v—)u (CYP2C19 OIE) &4
A7 ZY— (1 H1A40mg) EHFHL
IeEx, ARATTZ=ILORY afy
— LD Coax XY AUCN E L ZH 15% K Y
41%EH L=,

SR L
FATTS = AT — )%

TV AT T VITH O FEE R
Th s CYP2CI9 ZHET D, Lo
T, TIRAT TS — )&, OTERL, v
2SI h AISTI, ruITTI
V. ROT == hA 5 CYP2C19 TG
SNDHEA LG LB AIC 2 BB D
MAEFIREN EFT 5 EEERHY, 20
TEOMENMLERGEND D, R, =
AT T =V EERIC TS 5856 1308
BEBETH L,

T ENA

CYP2C19 DEETHLVTERLET Y
ATT = 30mg EOFHLIZEE, U7
BRADT VT T AN A5%IKT LT,

TJr=hr1

TZx= M UERAFOTANABEIZT
VRATT = 40mg EHHLIZE X, 7
= DO N7 T7REIX 13% LA LT,
T RAT T =) DO A BB T Ik
THEAIE, 7 == b DI EE %
METDHZENEE LU,

RY 2T =
ARYa)ry— (CYP2CI9 DEE) #4
A7 ZY—/ (1 B 1\ 40mg) EHFAL
Il E, ARATT V=L RY af Y
— LD Cax XY AUC:DIEINE I 15% K T
41%EH L=,

SR
FAT TS =) AT T — )L

21



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

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

—/)L®D Cmax & AUC BNFNFi 18% &
26% FH L7z, a2 & — )L oiEMEAH
MOOEDTREMED 4~7 FOIEMESE
H ¥+ % 3,4-dihydro-cilostazol @ Cmax &
AUC 1ZFNZFH 29%& 69% FH- Lz, &
ORAEY— )2 AT T =N E T
AEAES. a RAZ Y — )UK O EEIE A
MOMPREN EF 3252 LR THRIEN
5, LEDRST, YaxgZ ) —LoOHE
100mg 1 H 2 [E75 50mg 1 H 2 [BIZ
THI L ERFTRETHD,

TYRATT— e R afryS =l
CYP2C19 & CYP3A4 % H:|CPHE T 2 HH
PR LSS, =V AT T — L ORGE
BN 2 oL EiCEnd S e B b, =
VAT — O HEREIEEAETH
L, 240mg/ HETCOEHEALE LT
% Z & DD Zollinger-Ellison’s JiE o ff £
FETITHERENBESINIHZAND D,
CYP2C19 Xix CYP3A4, HAHWMTEDOW
THOLFEETLHHEA (VT7rore i
E) ik vmiEho Y A 7T — VREN
KT 2880805, = ATT7Y—)Li%
FAT T =NV ONFRIETH DN, A
ATV —)Li% CYP3A4 OFEAFITHH T
YRV a—rRU— b OMAEERNHE
ShTW5b, fEEHEWERE 12 6255
L L7 At — "= RicBW\WT, B~
FYa—>rRXT—]F (300mg, 1 H 3 [A%
14 HR) X CYP2C19 poor metaboliser
(Cmax & AUC TENZEI 37.5%., 37.9%
DR T ) extensive metaboliser ( [F]
49.6%. 43.9%) IZBWTH AT TV —)LD

CYP2C19 OHERITH D, 7 1 AA—N
—RBRICIB W TR E (A A 7TV —
N 40mg DHETEREGLILEZA, v
AL =)L D Cpax & AUC BNENFH 18%
L 26% EH L, va xS — L OiERE
WD 1 D% Cox & AUC XFNFH 29% &
69% EH- L7,

YR

EER AN YT Ry AT T —)1
40mg FOFFEE Lz & &, MmiEh R
AR F i (AUC) 23 32%H L, #&K
FHHD (t) 2 31%IERE L7z, 37
U RO m IR E DA B2 EAIFERD
bR o T, R AIZBNT, v
U NEMIE 52RO 5z QTe Mibgo b
TOHRERIT, = AT T — DA
TEBIIERETHZ Lid ol

ozl
BEEREBRIC BT UL 7 7 U N L A TR
HORBRFIZTY AT TV —)L 40mg % H
b UTc & & MUk G S R L F P 4 P N
WZdhotz, LinL, U770 AL
7o & TR ERRE & 72 DR E AR A
(INR) @ _EHNFED SIT-IEFI TR
ICIRE S TWDZ G, ULT 7 U v
oo 7 < U CFHEEE JFHT BRI
1L, GBI O& TIRFIZAEEZSIZ INR %
ELhid 5 ENHERINTWD,

=0l N~
HEWEBRE 2R L LIRBROFRE RN,

CYP2C19 OHEAITH D, 7 7 A4 —N
—REBRICB W TR E ([ A A 7T Y —
%40 mg DHETHRELTLEZA, v
AL =)D Cpax & AUC NZ1LEFL 18%
L 26% R L. vaRZ Y — L OIEMEE
WD 1 9% Coax & AUC XFNFH 29% &
69% EH L7,

YR
EEERNIZ T REZ I AT T — )b
40mg EPFRBEE Lz k&, miEhgRErr
AR P (AUC) 25 32%M8hn L. #&K
FRHIHD () 23 31%IERE L=, 37
U ROfEMERREOFER ERITRD
bV Tz, AW T, VT
U REMEFEICED Sz QTe gD b
PNRIERT, =Y AT T — L OpFH
TEBIIERETHZ Lol

ozl
FEERERERICIBWNT UL T 7 U T L A TR
HFOBRFEICT Y AT TV —)L 40mg % HFH
b UTe & & Mk e R A L A /i N
WZdhol-, LML, U777 EfEHL
7o & EICHER B & 7 D e [ e R A
(INR) O _EF-HERD ST IER 3 %
ICESNTWHZEnb, L7757
iFh o 7~V CEHER LGP DRI
1L, &5 BHARRE I O T IRFIZ BEES I INR %
ELhid 5 ENHERINTWD,

=0 N~
HEWEBRE 2R L LIRBROFRE RN,
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L RBEEIABEIKTIE, B Y
g— AT— MR 77 XRFTUY
LEDOPERITRET D Z L

o PR NS WA D BT A ~ D B2
HENC L DENBIEEDIKRTICLY., By
7 MBI AR O TE R, KON 1
BT =2 ADMFRED EABHRBI,
PN S WA DS W iR A I S D 55
Nd 5,

/=R NN LT
TIRATT = Eul) AAEHL
A, Z7a ) AAOMIEFEEN F5
THHREMNH D,

7Y Ra~vA T EDOHH
TIATST =, IV RAuvL TRk
NTEXFTVI U E2HLIEEE, =YX
FIIV =)k 14 Faxrr T Aaw
A OIMERREN EH- LT,

75y RmYA Ty Bl AR L
L&, FAEERICX Y BELRRBIERNRE
THREERD D, (77 VXg~vrs
DI, B R OEHH [ D EDIHER
W ZOXSRMEERNG, 77U AR
A NI O OEF LSRR 2
STWA, (25 VRa~r s DM
2 ZEDIHRIE]

- AR R LY — b E O
ERIRE, Aol —var7ry—~va¥
KT 4 7 ARBOAEGHIL, KL bR

sae R7Lv (BlthE R R 300mg / HE
FFHE 75 mgH) ¢V AT T —)u
(40mg /H., RO#HG) & OIYEHREF-N
(PK) /#EJ15#) (PD) fHAEAEHIZE Y |
7 e K7 LIV OTEEE) O R BT
¥ 40%380 L. (ADP 2L %) /Mt
LOFRRAFRD LY 4%K T 52 &0
mENT,

TR B 2 x5 LE-RBRickB = Y
AT —)L 20mg & ASA8Img DEAFH
a7 LV EFRESL-EE, 7
v R7 LV OIERREY OREREN 7 v
BRIV EBEMEE LEGA LT
) 40% Lz, LasL, [ CHBRE IR
WT, Z7rERITLLVEEMERS LGS
L. /uvRILadE (AT T—L
+ ASA ©) EEAIZDFHEG LA & T
(ADP 2 X %) if/IMKEEEE O i KIH E %
IEE—TH -7,

=Y A5 —/L® PK/PD HHAANEH DR
RMEFRICOWTIL, ERAROMERA N
> MZB Ul asalin K OV PR AR D ek
B blmE S Cnas T —212ix, — Ak
Nen, FHEOFEEELT, ZurE Ny
LvEDBFRITRET S Z &,

AR LR & 72 5 o 9 0 A (EH 2o X 72
2o Je A

TEF YR NF=
TYRATT—E, TEXFVVY T
XU U ORNEIREIZEER ERE E 725 &
) IR E R E o T,

sav R7Lv (BlthE R R 300mg / HE
FFHE 75 mgH) ¢V AT T —)u
(40mg /H., RO#G) & OIYEHEEFN
(PK) /#3529 (PD) fRAEERIC X 0
7 e K7 LIV ORI O IR BT
¥ 40%380 L. (ADP 2L %) i/l
LORKRMEFERP Y 14%KTTHZ &N
I~

B 255 LE-RBRickB = Y
AT —)L 20mg & ASA81mg DEAFH
/o R7ULVERHES L&, 7
0 v R LILOIEERE OMgEE RN 7 1
VR VLV EBEMEE LEGA LT
) 40% Lz, LasL, [ CHBRE IR
WT, Z7ar ¥ RTLLVEEBERS LGS
L. ZJub RrLnd (AT —)
+ ASA ®©) BLEREZPFHES LIcGE LT
(ADP 2 X %) i/ IMKEEE O i KIHE %
IZF—CToH -7z,

TV A5 —/Ld PK/PD FHAANEM D
REBFRIZOW T, ERRLMAERA N
> MR U CRIEE R K OV PR GRBR D T R
BRNLHMESNTWDHET—ZIZiE, — &M
By, FHEOEEELT, Z7urbE RS
LvEDBERITRET S Z &,

B LR & 72 S L 0 A (EH &8 X722
Do Je A

TEF YR NF=

Y ARSI —UE, TEXFTUY NE
oV DOENENREICHER ERE E 725 &
) IR E RFE S o T,
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NI T4 TN B, PPL & A R ML FH
—h (EIZEHE., A b MLrXYg— MR
CESM, ) OFHICEY AR ML FY—
MED/XZZDORHWTHDHE K%
A N MLt — b o PR SRR E
F BRI VURIBR I TV D, Lo,
A N bhLFH—k & PPL OEMAEE/EH %
Rt U7z IE OFRBRIT SE0E S U T2y,

FFaFe RN T aF T

TIAST =Tt NiIn T
T ax T EOFRHEGIZ OV TR L
LA, mEYEERICI VLT, BER B S
78 5 M EN R AR EAE R IIER O e

<7,

TV AT T — )LV OEYEREIZ G- 2 5

D
CYP2C19 RN X/F CYP344 & /HET 53
A

T Y A7 Z Y — T CYP2CI9 K 8
CYP3A4 IZ X W RREtz=it 5, =V AT
Y —)L & CYP3A4 ODHERITHDH 7 7 U A
n<vA 2 (1 H2IME500mg OOFHKES
kv, 2y RXTITV - LDOBREE
(AUC) M2 iz, = A7 Z
—/L& CYP2C19 }2 Y CYP 3A4 i J5 % [HE
THEANEDOHHICEIY, =2V ATT Y —
LV OBRFE T 2S00 BB 5 AlRErE S &
%, FATFF— LTl CYP2C19 KR
CYP 3A4 ZMHESTHHRY aF YV —1 & D
Ak, #2777 =D AUC. 0
280%I M L7=, EioWnWTFhoEaick
WTH, TYRATT ) —LOEMNHE
FAEI O MBENTI2ND EE DOJFREE B~
OFERE R OB G 21T ) H612iE. H
Bz ZET 52 L, EWERGON5IT
ANk OBEMESE (12 %l k) Th
Do

CYP2C19 RN XIF CYP344 & 75454
Vel

FFaFEe RN T aF T

TIAST =Tt NiIn T
T ax T EOFHEGIZ OV TR L
LA, mEYEERICI VLT, BER B S
78 5 M EN R AR EAE R IIER O e

<77,

T R T T — VOB REIZ 5 2 B A

DR E
CYP2C19 RN XIF CYP344 &/HET 53
A

T Y A7 Z Y — T CYP2CI9 M Y
CYP3A4 IZX VR z=1TH, =V AT
Y —)L & CYP3A4 ODHERITHDH 7 7 U A
n<vA 2 (1 H2IME500mg) OOFHKES
kv, XTIV LDOBREE
(AUC) M2 fFicighLyz, = A7 Z
—/L& CYP2C19 }2 Y CYP 3A4 i J5 Z [HE
THEAEDOHHICELIY, =2V ATT Y —
LV OBRTE T 2 fE0L BRI 5 AlREME S &
%, FATFF— Tl CYP2C19 KR
CYP 3A4 ZMHESTHHRY aF YV — & D
AL, #2777 —/Ld AUC. 0
280%I M L7=, EoWTFhoEaick
WTH, TYRATT ) —LOEMNHE
FRETOVLEET 2D, EEOTREE B~
OFERE R R 21T ) HE12iE. H
EREIEEETH L,

CYP2C19 RN X/F CYP344 & 75454
A

CYP2C19 TR CYP3A4 B DWW IFDWT
NOOFEH (V773008 Y
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1.6 SENCI T 26 ARSI BE T 2 8k
— L =V AT T — = TR Ak

= 3 FEEDORMIXEOHE
K [H BRJN  (granules for oral suspension, sachet) BRIN  (tablets)
CYP2C19 KX CYP3A4 HDHWEFDOWT | a— AU — (R E) 2LV A 7T
NPOFHEER] (V7 7oy Y| — /L OREIMEE S, g P RENMET
a—VAU—= K72 E) IV XTIV | THAREERH D,
— VOB S 4L, EFIRENMET
T HARENEN B D, INEIZ 1T B 7T
FRAAVEHRBR IR A BV CTOHFEN LT

INEIZ 1T B 7T W5,
FRAEARBILR A BT RENE LT
W5,

s~ D5 AFEREIC R D B2, IR R O IG~D | AEREIC 9 2 588 It K OS2 3Lls~ D

U S d sy J ) Eilasa &5

s xR & L) THRICER I s

AR OTBRITFER L T\, =Y X7 | it LaR T

S IF AT TS =D ST AV ~w—T
Hb, BIEBLNLTWAERLNT — 215
X, R 3 WHEETIZARAT T Y — vz
5 U E@Ic BV, mERAR L REAE
RO ERIREZIFO ) A7 OEINIREN
TeinoTo, EFRARBRICBWNT, ARAT
F—=NwTy NEOUHFIZ, BRORK
HETH D 40mg OF 3.4~34 f5ETHE
L7zt & (IKE 60kg Dt MBI HIEE
HFRHAE) | SR 2R IRBEENE DGR
b,

TV RXAFT = LA ARBRICEB W
T ZIRATFTS— N2 TR T LET
FROUHFIT, BOBKHETH D
40mg DENFI 68 [ & 42 fFF THRKE L
7208, EEIEITED b o, (R
H 60kg Db MBI DIREEIEHEE) |
ROBKHRETHD 40mg OF 34 fELL L
D R B %GR K O L IR O KRB\ T
BH LTy horkRIZBWT, Bk

- e A Nt S N Bl B WA 7 Akl
e, BEOEFRBICBNT, 7B IR
ThHDHTA LT — ANl EE5 S n-
DR, JERME R K O R~ D FMEIFRe &
Tz, BBzl nW T Y A 77
=B Lo, - BRI ORI
T 5 EHE XN A E BRI X
TV, #BRERICEWWT T IKE
Beh Loy, iR, o, SOXHA R O%
BRI 5 BRI R 7 g B
TR STV, AR ~DARH| D5
ITEEICITY Z &,

g a kR LT A e &OT —4% (300
~1000 FIOEIROERF) L, =V AT
7= L DA EYE  (malformative
toxicity) X IFME /AR wEMEIT R ST
|AVAS” AR

AR &5 Ui R T — 2 1%
e, BEOEFRBICBNT, 7B IR
ThHDHTA LT — ANl EE5 S n-
DR, JERME R K O R~ D FMEIFRe &
Ty, BBzl T Y A 77
=B Lo, - BRI ORI
T 5 BTN A R BRI X
TV, #BRERICEWWTTE IKE
Beh Loy, iR, o, SOXHA R 0%
BRI 2 BRI R 7 g B
TR STV R, A ~DARH| D5
ITEEICITY Z &,

g a kR LT A e &OT —4% (300
~1000 FIOEIROERF) LD, =V AT
7= L DA EYE  (malformative
toxicity) X IFME /T AR wEMEITI R ST
UL AR
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1.6 SENCI T 26 ARSI BE T 2 8k
gL I AT T == TR AT

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

DEER A BN, 728, HEY~D&K 5
IR IR b= 35E . IR OB ik
UETERRIZ A9 2 B T AR W T VDK
WTHLED NIRRT [T —H 2],
AFED et GAE 2 31T D EE R RN
KK NRED Y A7 IIARHTH D, W
AUZ LT HERRICIZIE R R, WiPE - 58
PEXNEE OMOFE/RTRIRIF O U A 7 3
b5, KEO—RERTIEX, ERIICHE
SNTEIRICB I A EER L RERBE O
VEEED U A T IXZFIEI 2% 5 4%, 15%
N 20%E RIS TVWA,

TF—F

FR T — 4

TYAT T AE AT T =D S-T
AV ~v—Ths, vk 4 ABRIZBW
T, BEIPERWIE S, A AT TV —
IR L7-AIE . KON Hy 2R IREE Pkl
iR L7 LA oot BREZ BT 5
TERMEFEOEE & i LT,
1995~1999 4FIZH LTI IRD 5 B
99% % /X — L T\ 5 Swedish Medical
Birth Registry % & IZL7cAE =2 L —3 3
Y R—ZADH% A& ak— MEFLRE K
0. REBNIEIRPICA AT F Y — VA AEH
L7z 955 BlOFLIE (824 BIOEEEINIEIR 3
HHBET, 2b 39 FlEF D% bIRE,
131 FNIEAESR 4 1 A B UIBRICHEER) 1o
THESNTWD, TENTARAT T Y —
JVICHERE L, @i, IRHARE., (X Apgar
A 27 LI ABE L7z LR oL, e
FZH BN AHE R TH -7, L=

FRER L 0 . ASEEEIEIC O W TTE BN X
IR A EERITRD ST,

52 3L hw

T AT T = VR ~BITT D0
I RHATHD, = AT T —LOHAE
WRALRIZH T DB OV T 72
X720, =Y AT — UL 3
H LWz &,

A FERE

FEIRTHEIAAT T — N EROKS
L7-8WakBRIC I\ C, EFlRRIC AT 2
IR I TR0,

LD TEHR M OSSR O BB 129~ 2 2

B MR K OB DEREIC KT =Y AT
T =NV DEIDTINTH LM, FEiE
DEV (i : uncommon) RCFEM (HD T
i @ rare) 72 EDORWERARHE SN TS
ZEnn, RENRD NG IXHEOE
s Je OB DB ZAT D72 T &

FRER L 0 . ASEEIEIC O W TTE BN X
IR A EERITRO ST,

2 3L b

TY AT T VPR BT T D 0
I RHATHD, = AT T —LOHAE
/LRI T D IO W T 7 il
L7220, =Y AT — VIR AL
H LWz &,

AEIHRE

FEIRTHEIAAT T — N EROKS
L7-8WakBRIC I\ T, EFHRRIC AT 2
IR I TR0,

B 0D YR Ky OSSR D B 269 2 B2
HLOTEEE L OB O BEICK 5= 2T
T =V DEEIDOT N TH L0, FEME
OEV (K uncommon) N (WRed T
Fi : rare) 72 EORIEHN#HE SN TWND
ZEmb, ENRD ONTEAITEOE
HE M OB OB E A AT 2 &
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1.6 SENCI T 26 ARSI BE T 2 8k
— L =V AT T — = TR Ak

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

b K48 D FLI O 58 M OFEE R D%
BEREMATTRIESNIHELY A2 T T
V= )VIZHRER LT FURDIE D o3 T
Mol
1996~2009 “EDF o~ — T ZBIT 5T
TOERBAE I NN—LTWVHIHRE =2 L—
arR—ADH%AME R — FRBR X
D, BENEEI DARETICAAT TV
— VA L= 1800 oo A4 A K Ok
BN PPL &l L722dno 72 837317 B4
IRHHAEIZ S W THE SN TWE, BEBINT
W3 DHAEETICIAAT T —VEMFRHL
3R B T 2 RERBEKROE AT
2.9%. BEENENR 3 22 H £ T2 PPI AW
o AR T HEIEIT 26% ThHh -
Yl

#AME aRs— MRBRID, EIE3 VAHE
FTICH 7y h—XIA AT T —
A LT 689 5l (A ATV —T 134
) O OMENE 3 7 A H £ Tlonth
IZHIRE LRy o 72 1572 BIOIEIRIZ D
THEINTWD, 2ERNRFEOE S
I, FE 3 PHBETOA AT TV —)L,
Ho SR UEIR R . RO L TR
Zh. 3.6%. 5.5%. 4.1%TH-7=,

B AT B oA — FRBRIZERE WD
T, HIRPIWCA AT T — )LICREE LT
(89%IFHLHE 3 # H B £ TORFE) 113 4
IZDOWTEHR L7z, BERZEREAEOE
BT A AT T — LEET 4%, (BETEMW
EIZIEEE L CWRWKTIREET 2%, EE%E
HHOET-RREET 28% & WME I LT
%, BARTREEN N T, FpE, HPER;
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1.6 SENCI T 26 ARSI BE T 2 8k
— L =V AT T — = TR Ak

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

OFAERERME ., RO AR EE A E
. WIFhoETHLEE L D TH-
776

WL DPDORERN S, 200 B IT5 % x5
\CRE T CoM EYIBORLE & LT
F AT T =V R0 XA EE T HE
Lzl s, HODLREHOFEEERITRD
Lo lc STV,

FIHR T — %

FAT T =)

FAT T =NV EHBEEAMOZ >~ F R
YN ENEI., 138mg/kg/day ((KF%MH
FEHAR Tt MC 40mg 2RO G L- & &
DK 34 £i%) K 69.1mg/kg/day (1A% [AIFE
BHECE MZ 40mg ZROFLLHLI-EED
034 f5) o&s LA ARRICEk
WT, ATV — L OEE TN D T ReM:
ERTTET URAESELNRNoTL, W
RO T ATT Y —VE 6.9~
69.1mg/kg/day (XfFKEIFEHLH T 40mg D%
AGKEHABEZEELIZE X OK 34~34
%) OHE#MACEEL-EE, HEICH
L7 RESEE . R VRN, AR T o
MBFBD BNz, Ty NMZERAT T — v
13.8 ~ 138.0mg/kg/day ( xf 2% ifij F& # 5 C
40mg O ARKHEZEEG LT L E DK
3.4~34 %) =R ORI E TG
L7z b & W H&ICBE L7/ ik
IR FME R OV AR AERIER RO bz,

TY AT T =)L
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1.6 SENCI T 26 ARSI BE T 2 8k
— L =V AT T — = TR Ak

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

PEERM DT v M2 280 mg/kg/ B (A3
SR T MC 40mg ZREA&KG Lz L
ZOK 68 f5) XITUHFIT 86 mgkg/ H
(RFRHBEHRE TE M 40mg 2R D& 5
L7z &EDR 41 %) 0N #&53 5 45H
FAERBREER LT A, 2V ATTY
— W L DWIRIERE~DEEITRED 51
o7,

TIVATLSTS— =T R A 14~
280 mg/kg/ H (AR EAEHLHE T MIZ
40mg ZROBEELZLEEDH 3.4~68
f5) 7 v MRS LT, Binoxy
RARA > e L TEORS 23T 5 H A
Mg OREBRERBREERLIZE 2 A,
138mgkg/ H (AERmMEHMHA T MIZ
40mg ZRROFKG L& &R 34 %) LA
rFoRECTHAR/MAZEY (HAENS
BEfLE C) OEGFENMETF Lz, £72.
69 mg/kg/ H (RERMmFEMF T M 40 mg
PROBELI-EE208 17 %) ULoH
BT, BEFLIE % O REH AR E K OMRE RN
BOWED, WONTHRITEN R ERL R H D
FIEIEIENPHICRD bz, S bHIZ,
14 mg/kg/H (FREERHE T I 40 mg
ZROBE L&D 34 %) LLEDH
BT, KEE., KEEFREOREFTED
WA B REREDORD, RO S
B OB OEMIRIERED Sz, =Y
AT T =)= TR T LN 138 mg/kg/H
(RFRHBEHRE TE M 40mg 2R D& 5
L7c& &0k 34 £5) LEOHETT v |k
G L b & RIS KRB E B Sdks
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1.6 SENCI T 26 ARSI BE T 2 8k
— L =V AT T — = TR Ak

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

DIFRA LD BTz,

HIZE B4 D TP BRI 35\ TR 2 O 3L
Ty NIZ I AT T =T R T A
14~280 mg/kg/ H (AREFEHLFE T MC
40mg ZROBELZEEDH 3.4~68
) ZRAOKELEZLE, EMOFICE
BNL LT, EIE 7 BESHER 21
HEOB(ALMIE TOT v Mok LIz &
X VAT ITS— L2 RXT T A
138mg/kg/ H (AR EEHHE T M
40mg ZRROFKG L& &K 34 %) LA
FoORET, BEWO R EE ISR
IZHBERIRR 14% DD (777 ' A& 541
WZHELTC) DR LT,
TYRATFTS =LA M F LS L
727y NOHARIBEERR (=Y A7 7
= TR ADRER L T LR
EA) 2B\ Th ., BEW &k OMrE B
THRERIT EFREFAFEO LD TH -T2,
T VAT T — v TR A
280mg/kg/day (AR mfE#LH T hIC
40mg ZRROFKG L& EDR 68 %) %
R 7 BB T 16 HEGHEE TRO
BE L7 v hoRATERRICBWVWT,
FEM) OF D3 EE AR 2 B BB EGER
= CIEBGEHL L, BEW DG M TR
HRICER b a . R RO B ke E
REICK T BT H A VTN ORI T
WD LN/ hoTz

F3F A~ 5
U 27T HEK)
TIRATT = UIA AT T — D S-T
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1.6 SENCI T 26 ARSI BE T 2 8k
— L =V AT T — = TR Ak

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

AV~—Th, BonizT—4nb, &
AT T —de NEILTICBITT 5 A
MWRHDHZENRBEENTND, = AT
= VOIS D VIIRFHLEAEICR T S
WEICET MR T — X 1IELN TRV,
HE K OEEREIZ R 2L oF Atz
TE, BHICBITARF LU LAOMLEMRK
ORISR L o 7 b U RER 0 ZRR R
BN O T HEEBOR N2 EET D 2
L,

AN RNGE 253
AFNOLAVE R G IEIE, 1~17 D/
IRABRE 2 x4 L L7- GERD #HIAE (kE
8 W) ITRBW TN INTW5S, £z,
1 BHAMNS 1 mREOLIR ORG24 L
L 7= P8 GERD (2 X 2 Wit A8 2 D4
e (& 6 M) ITBWTHARADZL
SR OE RIS SN TV D, Lo
L. 1 ZHRBOFHEROBRFICBITHA
Bl D2z 4k & AIMEITREST L Cu/auy,
1~17 FfDEE

1~17 BO/NREREOEEL O BE 2 x5 L
L7 GERD B (KE SHM) Dl
DOARFNOME T, RANZxG L L) T
T EH SN R R, ROVNEEOER
H D B 2 kI 52 320 U 7= 28 2 VE K O
BRERBR OFE R ZMFET D Z LT L Kk
ENTWb, ZOMMD/NE~OFEHIZ DN
TIE, ZalE e AT L TUWhau,
1 DHDE 1 R E TDOAIZNZ 1755
B GERD 12 J: B 071 Al
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1.6 SENCI T 26 ARSI BE T 2 8k
— L =V AT T — = TR Ak

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

1 ZAPL 1 AW E COILIRER L L
7B GERD (2 X 2 Wi T 2 DG
(e 6 B DOF=HORFOMHE AL, B
NERGLE L@ CROICERE IR
B, ROVNRBEZ3RICFEE L ImRL
P, SipEhRe, K OEE T SRER O kR % 4
HTHZEICL s T 5,
1 THDE 1 ki E TOAIIZ 1T SIE
1711 GERD
1% 1~11 I HETOHRE 98 fFilaxts &
L CEREALIC L 2 P IEREZ G L7 2
i, HEZRb, “HEEMR, HEEER T,
KA &7 7R THIERICEHO AR
X7 mo T, MAEANTZEE L, GERD
DEEVN, JEMEME GERD, XTSRRI HHE
FENTZ GERD OWWTF Nz Zr S -8
FEThHoTz, 98 FiltF 20 Bl NIREEMRE %
FEH L, 6 Il TR—2F A LEEONHEEEIC
XU W REERPHR SN TN D, 2
MOIEE IR T, 2HNCARK DR Ok
MR EAIZ 1 B 1 E&RE LT,
TOERR LTIERTLRD - BTz 80 il
“HEHERMMEICHEAAN, AFE T T ER
ICRIRICEEAEI DT L, S5 4 M
Beh L, 2o 4 HEORE—F IR
BT 5., EAELAL) BIEREEEIC L 555
ik F COHBIC L > THZMEZZEE L
Yl
1 R OILIE D GERD B IZBIT 5
M ENRE Kk K S22 oW T, BLTF g R
PELNTWD, AH| Imgkg # 1 H 11
B LR 1~11 PAET) Tix. B
N pH 728 4 ZARZ BRI R—2 T A
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1.6 SENCI T 26 ARSI BE T 2 8k
— L =V AT T — = TR Ak

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

D 29%7>5 7 HHD 69%IZHM Lz, Zh
IZRAN TH BT FRIER Sl L T
Wb, A% 2ETIE, Rndos )75
v A (CL/F) IXFHITfEnEm4 5,
0~1 7 H DA
FAERICAR 2RO L L0 RS
D27 )T T A (CLIF) ORMEH (4
FH) 1% 0.55L/h/kg (0.25-1.6L/h/kg) T -
Yl

FAERICI T 2 AR D24 & ARk T
DA PRQAYIAN

NE B T — 5

T v FEERBRICBWT, v 7Ry
LR A N T T LEOZ Y AT T
—VE, EEREERECE Fo 1 HH&E
40mg D 34~68 O EA G L& 2
5. mHETECHOBEMNED S, &
HAETCARE, KREENE, KEHSERLED
KEEEE DR, B ORI 72 il R 4E A3
PO BTz,

FlRE ~D 5

R CAR Z K E L2 ED I b,
65~74 DO BEIX 1459 BT, 75 Ll Lo
BEIX 354 TH-o T,

s L IEREE C et L B MEICEI L
TRRIREWTED ST, Eitbsto
BEER A AR IR 28 6 6, Sl
EIEREE THROEBWIFED DTV
W, Lol ARANCKHT DRGSR LD &
WEIRE DIFEITSE TE R0,
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1.6 SENCI T 26 ARSI BE T 2 8k
gL I AT T == TR AT

= 3 FEEDORMIXEOHE
[E44 K BRJN  (granules for oral suspension, sachet) BRIN  (tablets)
RITEM RITEM RITEM

PIFOEEZREWERIZOWT, Wi ScETh
DAIELLE Ky ONF O D TEIZ GRdl L7,

- MERRTE MR &

B ARNYDTL T 4T 4 VT
TFIE

- B

cRET ) T~ h—=T ARG Y T
<~ h—F =

VT angly (B¥IVBI12) RZ
JiE

AR~ IR ALE

- SRR

BB IR 2 RGP CEBS N TV D
72, &2 EFN DK CTH L NT-FEIE
FHOFE B LA O BRI RER TA B 7%
R L ZEBELRET D2 EEAAETH
V. F7-. BERBR CORBRRNEERET
DIEFFRZ S L TR WATREME S & 5
[LIN
AHNOLAMEIX, KIET 8500 FILLE, Bk
JN & 14T 6500 BILL EAEE D, R
[= o il R BR T 15000 %L1 E (18 ~84
%) DERFICBWTIHMiah TW\Wd, %
72, 2900 BILL B2, &k 6~12 W HOE
G REB AR 2L LT 5, B
CEMEGRBOWTIIZEBNTYH, A4
DERMEFHR BRI TH -T2,

AH| 20mg % 1240 I, 40mg % 2434 f
2, AAT T —)L 20mg % 3008 Il
H U7 AE A b b ikih 2 4 3B SEHE L
T, WP RIE 2K O WA O eV & 5

a7 a7 7 A VOB

BRARRRER (R ORI\ T
Hhob b E L HEINTWDREIVER XA
Ja. M. THIL, BLETHDL, T,
., EISIE, AR R QR EM N R -
TH, Be&METe 7 7 A VITREETH 5,
HERFEORWER TR 5TV,

RIVEM—%

TV AT T VOEKRR T 0 7T A
RSO TRRORIER B L
LOEET) NS IR, HEICEE
L7-RWERITE O bivien -7, BIFERIZ
T OFRBBEIZIS U THEIND (very
common >1/10 ; common >1/100, <1/10 ;
uncommon >1/1000, <1/100 ; rare >1/10000,
<1/1000 ; very rare <1/10000 ; not known %5
LT — 2D BIFEEARR)

a7 a7 7 A VOB

BRARRRER (R OTHIRZ AR 1B\ T
Hhob b E L HEINTWDREIVERITEAE
Ja. M. THIL, BLETHDL, T,
., EISIE, SRR R R EM N R -
TH, Be&METe 7 7 A VITREETH B,
HEERFEEORWER TR 5TV,

RIVEM—%

T AT T = NVOBRKRBR T 7 77 A X
EHTIRE A S TREORIER B Lw
L DOEGELY) PSSy, HEICEE
L7ERWERIFZRO b o7, BHWERIX
ZTORBBHEIZIG U THEsnD (very
common >1/10 ; common =>1/100, <1/10 ;
uncommon >1/1000, <1/100 ; rare >1/10000,
<1/1000 ; very rare <1/10000 ; not known 75
SN T — X INDITEHARTR]) |

System Organ FE BB EIVEM System Organ FE BB EIVEM
Class Class
MmikF LY | Rare F BRI A E L MmikF XY | Rare F BRI E L
VSR EE RIS E Vet = BRI E
Very rare SRR ERE, YL Very rare SRR ERE . YL
ERIBE ERIAE
oI F bR Rare WEUE RS (1 o IE F b Rare WBUER G (1
FEEN I FEEN IR
TFET7 4 7%y — TFT7 47 F =
B> = > ) B> = > )
Rt LUk Uncommon | AR METFZE Rt LUk Uncommon | AFHMEEE
e e
Rare (29wl NUR VN IR Rare (29wl NUR VN iR
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1.6 SENCI T 26 ARSI BE T 2 8k
— L =V AT T — = TR Ak

x 3

FEEDRAIXENHE

&4

K

BRJN  (granules for oral suspension, sachet)

BIPN  (tablets)

fliL7z, mbmMEE (1%L E) IR L
7EWERIZ FE 3 BEOWT N THER (£
NZEh 5.5, 5, 3.8) & Tl (3 BERMIT#ET
Mpnoiz) Thot-, Hil, 5. IER.
R O NTLEED . AFIXIA AT T
— NV EBG LT BEICREEOEE TR
niz,

ARE L BE#ET D A[REMEDH D . TR < HE
W 5L SN, TOMoORER 1%k
i) &, BEBNCLLTICRT,

REEE . JEEERE, 7 LXK,
JPE, SEYE. M. s TR, B
. REYPETRIE, 1 FTY . IS, B A
VIV VR, R ERE, TR
i, PEEUR, . EE

PEER AR WAL, e, AER

W UeRIEE LR RAE

BHIGMEE AR, (ERAEE R
B, wETREE., BBEER, LETRE,. B
<O, REkEE, PR, Sk, 55
Hif, BB GEMREZR L) o Lo
2L D, AVLF, OOREE, WHEERE, EH
ks IE D A BV N, HEE,
TR, {&BEME AN, TRt
RIS - B, Hig

MRk - i, (KEaEMEEm, Y
VoREREE, S, [ EREEINGE A gk
PDRE . R E
FFigRMES . UL e miE, ITehe R
W I GOT #3900, 1fii GPT B4

Rt L OSeREE - PR, &R ILE.,
KF FY O LME, TIAVHIRAT 7 X —
PN, AW, B4 B2 Rz, KEH

Notknown | &~ 7 %+ 7 Alfl Notknown | &~ 7 % 7 Alfl
iE, BEOK~ T JE, BEOK~
E S AVNIiR =N AU A MLE,
KA vy T A fE KA vy o A fE
CAHEICRE ML T LA L T
5 Al REME D B % T REME DY B
%o Flo, B~/ %o Flo, B~/
AU A MLE, F 2w A MLE T
KAV © A fE % KH U o L fE &
ESGEND 5, ESGEND 5,
e Uncommon | RHE e Uncommon | RHE
Rare W, $EEL, O Rare W, $EEL, O
) )
Very rare WML, YR Very rare WML, YR
PR R B Common BIE R SR P T Common BIE
Uncommon | ZEHPED F N, §5 Uncommon | FEHPED F N, §5
BT EHR BT EHR
Rare TRTE R Rare TRTE R
AR PR Rare FHH AR P 7 Rare FH
His L Ok Uncommon | [AI#EMED F > His L Ok Uncommon | [AI#EMED F >
bk B
Mg, R Rare ERES TS Mg, R Rare SUE SRR
¥ K Ot ha R ¥ KONtk R
T bR Common MEdm . . F T Wb Common MEdm . . F
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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 e
Warnings and Precautions, Atrophic Gastritis (5.2) removed 10/2016
Warnings and Precautions, Cutaneous and Systemic 10/2016

Lupus Erythematosus (5.5)

--------------------------- INDICATIONS AND USAGE  ---------mmmemeemmmm e

NEXIUM is a proton pump inhibitor indicated for the following:

. Treatment of gastroesophageal reflux disease (GERD). (1.1)

. Risk reduction of NSAID-associated gastric ulcer. (1.2)

e H pylori eradication to reduce the risk of duodenal ulcer recurrence.
(1.3)

e  Pathological hypersecretory conditions, including Zollinger-Ellison
syndrome. (1.4)

---------------------- DOSAGE AND ADMINISTRATION ----cmmommeemeeemeee

Indication Dose Frequency
Gastroesophageal Reflux Disease (GERD)
Adults 20mgor40 mg  Once daily for 4 to 8 weeks

12 to 17 years
1to 11 years

20mgor40 mg  Once daily for up to 8 weeks
10 mgor20 mg  Once daily for up to 8 weeks

1 month to less than 1 year: 2.5 mg, 5 mg or 10 mg (based on weight). Once
daily, up to 6 weeks for erosive esophagitis (EE) due to acid-mediated GERD
only.

Risk Reduction of NSAID-Associated Gastric Ulcer
20 mgor40 mg  Once daily for up to 6 months

H. pylori Eradication (Triple Therapy):

NEXIUM 40 mg Once daily for 10 days
Amoxicillin 1000 mg Twice daily for 10 days
Clarithromycin 500 mg Twice daily for 10 days
Pathological Hypersecretory Conditions

40 mg Twice daily

See full prescribing information for administration options. (2)
Patients with severe liver impairment-do not exceed dose of 20 mg. (2)

--------------------- DOSAGE FORMS AND STRENGTHS  --------------=m-=—-

. NEXIUM Delayed-Release Capsules: 20 mg and 40 mg. (3)

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

CONTRAINDICATIONS
Patients with known hypersensitivity to proton pump inhibitors (PPIs)
(angioedema and anaphylaxis have occurred). (4)

----------------------- WARNINGS AND PRECAUTIONS  —--emmeeemmmeemmeemee

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

. Acute Interstitial Nephritis: Observed in patients taking PPIs. (5.2)

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

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

. Cutaneous and Systemic Lupus Erythematosus: Mostly cutaneous; new
onset or exacerbation of existing disease; discontinue NEXIUM and
refer to specialist for evaluation. (5.5)

. Interaction with Clopidogrel: Avoid concomitant use of NEXIUM. (5.6)

. Cyanocobalamin (Vitamin B-12) Deficiency: Daily long-term use (e.g.,
longer than 3 years) may lead to malabsorption or a deficiency of
cyanocobalamin. (5.7)

e  Hypomagnesemia: Reported rarely with prolonged treatment with PPIs.
(5.8)

e  Interaction with St. John’s Wort or Rifampin: Avoid concomitant use of
NEXIUM. (5.9, 7.3)

e  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. (5.10, 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. (5.11, 7.7)

ADVERSE REACTIONS

Most common adverse reactions (6.1):

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

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

. Pediatric (1 month to less than 1 year) (incidence 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

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

. May interfere with drugs for which gastric pH affects bioavailability
(e.g., ketoconazole, iron salts, erlotinib, digoxin and mycophenolate
mofetil). Patients treated with NEXIUM and digoxin may need to be
monitored for digoxin toxicity. (7.2)

. Combined inhibitor of CYP2C19 and 3A4 may raise esomeprazole
levels. (7.3)

. Clopidogrel: NEXIUM decreases exposure to the active metabolite of
clopidogrel. (7.3)

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

. Tacrolimus: NEXIUM may increase serum levels of tacrolimus. (7.5)

e  Methotrexate: NEXIUM may increase serum levels of methotrexate.
@D

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide
Revised: 12/2016
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Treatment of Gastroesophageal Reflux Disease (GERD)

Healing of Erosive Esophagitis

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

additional 4 to 8 week course of NEXIUM may be considered.

In infants 1 month to less than 1 year, NEXIUM is indicated for short-term treatment (up to 6 weeks) of erosive

esophagitis due to acid-mediated GERD.

Maintenance of Healing of Erosive Esophagitis

NEXIUM is indicated to maintain symptom resolution and healing of erosive esophagitis. Controlled studies do not

extend beyond 6 months.

Symptomatic Gastroesophageal Reflux Disease

NEXIUM is indicated for short-term treatment (4 to 8 weeks) of heartburn and other symptoms associated with GERD in

adults and children 1 year or older.

1.2 Risk Reduction of NSAID-Associated Gastric Ulcer

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



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

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

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].

1.4 Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome

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

2 DOSAGE AND ADMINISTRATION

NEXIUM is supplied as delayed-release capsules for oral administration or in packets for preparation of delayed-release
oral suspensions. The recommended dosages are outlined in Table 1. NEXIUM should be taken at least one hour before
meals.

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

Table 1: Recommended Dosage Schedule for NEXIUM

Indication Dose Frequency
Gastroesophageal Reflux Disease (GERD)
Healing of Erosive Esophagitis 20 mg or 40 mg Once Daily for 4 to 8
Weeks'
Maintenance of Healing of Erosive Esophagitis 20 mg Once Daily’
Symptomatic Gastroesophageal Reflux Disease 20 mg Once Daily for 4
Weeks’
Pediatric GERD
12 to 17 Year Olds
Healing of Erosive Esophagitis 20 mg or 40 mg Once Daily for 4 to 8
Symptomatic GERD 20 mg Weeks
Once Daily for 4
Weeks
1to 11 Year Olds’
Short-term Treatment of Symptomatic GERD 10 mg Once Daily forup to 8
Weeks
Healing of Erosive Esophagitis
weight <20 kg 10 mg Once Daily for 8
Weeks
weight > 20 kg 10 mg or 20 mg Once Daily for 8
Weeks
1 month to < 1 year old’
Erosive Esophagitis due to acid-mediated GERD
weight 3 kg to 5 kg 2.5 mg Once Daily for up to 6
Weeks
weight > 5 kg to 7.5 kg 5mg Once Daily for up to 6

Weeks



weight >7.5 kg to 12 kg 10 mg Once Daily for up to 6

Weeks

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

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

Triple Therapy:

NEXIUM 40 mg Once Daily for 10
Days

Amoxicillin 1000 mg Twice Daily for 10
Days

Clarithromycin 500 mg Twice Daily for 10
Days

Pathological Hypersecretory Conditions Including Zollinger-Ellison 40 mg’ Twice Daily’

Syndrome

1.

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

Controlled studies did not extend beyond six months.

If symptoms do not resolve completely after 4 weeks, an additional 4 weeks of treatment may be considered.

Doses over 1 mg/kg/day have not been studied.

Doses over 1.33 mg/kg/day have not been studied.

The dosage of NEXIUM in patients with pathological hypersecretory conditions varies with the individual patient. Dosage
regimens should be adjusted to individual patient needs.

S R i

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

Please refer to amoxicillin and clarithromycin prescribing information for Contraindications, Warnings, and dosing in
elderly and renally-impaired patients.

Specific Populations
Hepatic Insufficiency

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

Directions for use specific to the route and available methods of administration for each of these dosage forms are
presented in Table 2.

Table 2: Administration Options

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

Dosage Form Route Options
Delayed-Release Oral Capsule can be swallowed whole.
Capsules -or-
Capsule can be opened and mixed with applesauce.
Delayed-Release Nasogastric Capsule can be opened and the intact granules emptied into a syringe and
Capsules Tube delivered through the nasogastric tube.
For Delayed- Oral For the 2.5 mg and 5 mg strengths, mix the contents of packet with 5 mL of
Release Oral water, leave 2 to 3 minutes to thicken, stir and drink within 30 minutes.
Suspension For the 10 mg, 20 mg and 40 mg strengths, mix contents of packet with 15 mL
of water, and follow the instructions above.
For Delayed- Nasogastric or For the 2.5 mg and 5 mg strengths, add 5 mL of water to a syringe and then add
Release Oral Gastric Tube contents of packet. Shake the syringe; leave 2 to 3 minutes to thicken. Shake the




Suspension syringe and inject through the nasogastric or gastric tube within 30 minutes.
For the 10 mg, 20 mg and 40 mg strengths, add 15 mL of water, and follow the
instructions above.

NEXIUM Delayed-Release Capsules

NEXIUM Delayed-Release Capsules should be swallowed whole.

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

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

The mixture must be used immediately after preparation.

NEXIUM For Delayed-Release Oral Suspension

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

o Empty the contents of a 2.5 mg or 5 mg 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.

o  Stir.

e Leave 2 to 3 minutes to thicken.

e  Stir and drink within 30 minutes.

e Ifany medicine remains after drinking, add more water, stir, and drink immediately.

e In cases where there is a need to use two packets, they may be mixed in a similar way by adding twice the required
amount of water or follow the mixing instructions provided by your pharmacist or doctor.

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

e 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 strengths, the volume of water in the syringe should be 15 mL. It is important to only
use a catheter tipped syringe when administering NEXIUM through a nasogastric tube or gastric tube.

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

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

o Refill the syringe with an equal amount of water (5 mL or 15 mL).

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



3 DOSAGE FORMS AND STRENGTHS

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

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

NEXIUM For Delayed-Release Oral Suspension, 2.5 mg, 5 mg, 10 mg, 20 mg or 40 mg - unit dose packet containing a
fine yellow powder, consisting of white to pale brownish esomeprazole granules and pale yellow inactive granules.

4 CONTRAINDICATIONS

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 interstitial nephritis, and urticaria [see Adverse Reactions (6)].

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

S 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 Interstitial Nephritis

Acute interstitial nephritis has been observed in patients taking PPIs including NEXIUM. Acute interstitial nephritis may
occur at any point during PPI therapy and is generally attributed to an idiopathic hypersensitivity reaction. Discontinue
NEXIUM if acute interstitial nephritis develops [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 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.

5.6 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 (7.3) and Clinical Pharmacology (12.3)].

5.7 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.

5.8 Hypomagnesemia

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. 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)].

5.9 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 (7.3)]. Avoid concomitant use of NEXIUM with St. John’s Wort or rifampin.

5.10 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)].

5.11 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 (7.7)].

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

e Acute Interstitial 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)]

e Cutaneous and Systemic Lupus Erythematosus [see Warnings and Precautions (5.5)]

e Cyanocobalamin (Vitamin B-12) Deficiency [see Warnings and Precautions (5.7)]

e Hypomagnesemia [see Warnings and Precautions (5.8)]

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

The safety in the treatment of healing of erosive esophagitis was assessed in four randomized comparative clinical trials,
which included 1,240 patients on NEXIUM 20 mg, 2,434 patients on NEXIUM 40 mg, and 3,008 patients on omeprazole
20 mg daily. The most frequently occurring adverse reactions (>1%) in all three groups were headache (5.5, 5, and 3.8,
respectively) and diarrhea (no difference among the three groups). Nausea, flatulence, abdominal pain, constipation, and
dry mouth occurred at similar rates among patients taking NEXIUM or omeprazole.

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

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

Cardiovascular: flushing, hypertension, tachycardia;
Endocrine: goiter;

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



Hearing: earache, tinnitus;

Hematologic: anemia, anemia hypochromic, cervical lymphadenopathy, epistaxis, leukocytosis, 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% 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)]. Decreases were seen in hemoglobin, white blood cell count, platelets,
potassium, sodium, and thyroxine.

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

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

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

Pediatrics

The safety of NEXIUM was evaluated in 316 pediatric and adolescent patients aged 1 to 17 years in four clinical trials for
the treatment of symptomatic GERD [see Clinical Studies (14.2)]. In 109 pediatric patients aged 1 to 11 years, the most
frequently reported (at least 19%) treatment-related adverse reactions in these patients were diarrhea (2.8%), headache




(1.9%) and somnolence (1.9%). In 149 pediatric patients aged 12 to 17 years the most frequently reported (at least 2%)
treatment-related adverse reactions in these patients were headache (8.1%), abdominal pain (2.7%), diarrhea (2%), and
nausea (2%).

The safety of NEXIUM was evaluated in 167 pediatric patients from birth to <1 year of age in three clinical trials /see
Clinical Studies (14.3)]. In a study that included 26 pediatric patients aged birth to 1 month there were no treatment
related adverse reactions. In a study that included 43 pediatric patients age 1 to 11 months, inclusive the most frequently

reported (at least 5%) adverse reactions, irrespective of causality, were irritability and vomiting. In a study that included
98 pediatric patients, age 1 to 11 months, inclusive exposed to esomeprazole for up to 6 weeks (including 39 patients
randomized to the withdrawal phase), there were 4 treatment-related adverse reactions: abdominal pain (1%),
regurgitation (1%), tachypnea (1%), and increased ALT (1%).

No new safety concerns were identified in pediatric patients.
Combination Treatment with Amoxicillin and Clarithromycin

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

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

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

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

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

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of NEXIUM. Because these reactions are
reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure. These reports are listed below by body system:

Blood and Lymphatic: agranulocytosis, pancytopenia;

Eye: blurred vision;

Gastrointestinal: pancreatitis; stomatitis; microscopic colitis;

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, with or without hypocalcemia and/or hypokalemia;

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), cutaneous lupus erythematosus.

7 DRUG INTERACTIONS

7.1 Interference with Antiretroviral Therapy

Concomitant use of atazanavir and nelfinavir with proton pump inhibitors is not recommended. Co-administration of
atazanavir with proton pump inhibitors is expected to substantially decrease atazanavir plasma concentrations and may
result in a loss of therapeutic effect and the development of drug resistance. Co-administration of saquinavir with proton
pump inhibitors is expected to increase saquinavir concentrations, which may increase toxicity and require dose reduction.

Omeprazole, of which esomeprazole is an enantiomer, has been reported to interact with some antiretroviral drugs. The
clinical importance and the mechanisms behind these interactions are not always known. Increased gastric pH during
omeprazole treatment may change the absorption of the antiretroviral drug. Other possible interaction mechanisms are via
CYP2C19.

Reduced concentrations of atazanavir and nelfinavir

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

Increased concentrations of saquinavir

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

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

7.2 Drugs for Which Gastric pH Can Affect Bioavailability

Due to its effects on gastric acid secretion, esomeprazole can reduce the absorption of drugs where gastric pH is an
important determinant of their bioavailability. Like with other drugs that decrease the intragastric acidity, the absorption
of drugs such as ketoconazole, atazanavir, iron salts, erlotinib, and mycophenolate mofetil (MMF) can decrease, while the
absorption of drugs such as digoxin can increase during treatment with esomeprazole. Esomeprazole is an enantiomer of
omeprazole. Concomitant treatment with omeprazole (20 mg daily) and digoxin in healthy subjects increased the



bioavailability of digoxin by 10% (30% in two subjects). Co-administration of digoxin with NEXIUM is expected to
increase the systemic exposure of digoxin. Therefore, patients may need to be monitored when digoxin is taken
concomitantly with NEXIUM.

Co-administration of omeprazole in healthy subjects and in transplant patients receiving MMF 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)].

7.3 Effects on Hepatic Metabolism/Cytochrome P-450 Pathways

Esomeprazole is extensively metabolized in the liver by CYP2C19 and CYP3A4. In vitro and in vivo studies have shown
that esomeprazole is not likely to inhibit CYPs 1A2, 2A6, 2C9, 2D6, 2E1, and 3A4. No clinically relevant interactions
with drugs metabolized by these CYP enzymes would be expected. Drug interaction studies have shown that
esomeprazole does not have any clinically significant interactions with phenytoin, warfarin, quinidine, clarithromycin, or
amoxicillin.

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

Esomeprazole may potentially interfere with CYP2C19, the major esomeprazole metabolizing enzyme. Co-
administration of esomeprazole 30 mg and diazepam, a CYP2C19 substrate, resulted in a 45% decrease in clearance of
diazepam.

Clopidogrel

Clopidogrel is metabolized to its active metabolite in part by CYP2C19. Concomitant use of esomeprazole 40 mg results
in reduced plasma concentrations of the active metabolite of clopidogrel and a reduction in platelet inhibition. Avoid
concomitant administration of NEXIUM with clopidogrel. When using NEXIUM, consider use of alternative anti-platelet
therapy [see Clinical Pharmacology (12.3)].

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 C,,,x and AUC of cilostazol by 18% and 26% respectively. Cy.x and AUC of one of
its active metabolites, 3,4-dihydrocilostazol, which has 4-7 times the activity of cilostazol, were increased by 29% and
69%, respectively. Co-administration of cilostazol with esomeprazole is expected to increase concentrations of cilostazol
and its above mentioned active metabolite. Therefore, a dose reduction of cilostazol from 100 mg twice daily to 50 mg
twice daily should be considered.

Concomitant administration of esomeprazole and a combined inhibitor of CYP2C19 and CYP3A4, such as voriconazole,
may result in more than doubling of the esomeprazole exposure. Dose adjustment of esomeprazole is not normally
required. However, in patients with Zollinger-Ellison’s Syndrome, who may require higher doses up to 240 mg/day, dose
adjustment may be considered.

Drugs known to induce CYP2C19 or CYP3A4 or both (such as rifampin) may lead to decreased esomeprazole serum
levels. Omeprazole, of which esomeprazole is an enantiomer, has been reported to interact with St. John’s Wort, an
inducer of CYP3A4. 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 metabolisers (C,.x and AUC
decreased by 37.5% and 37.9%, respectively) and extensive metabolisers (C,.x and AUC decreased by 49.6 % and 43.9%,
respectively). Avoid concomitant use of St. John’s Wort or rifampin with NEXIUM.



7.4 Interactions with Investigations of Neuroendocrine Tumors

Drug-induced decrease in gastric acidity results in enterochromaffin-like cell hyperplasia and increased Chromogranin A
levels which may interfere with investigations for neuroendocrine tumors [see Warnings and Precautions (5.10) and
Clinical Pharmacology (12.2)].

7.5 Tacrolimus

Concomitant administration of esomeprazole and tacrolimus may increase the serum levels of tacrolimus.

7.6 Combination Therapy with Clarithromycin

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

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

7.7 Methotrexate

Case reports, published population pharmacokinetic studies, and retrospective analyses suggest that concomitant
administration of PPIs and methotrexate (primarily at high dose; see methotrexate prescribing information) may elevate
and prolong serum levels of methotrexate and/or its metabolite hydroxymethotrexate. However, no formal drug
interaction studies of methotrexate with PPIs have been conducted [see Warnings and Precautions (5.11)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no adequate and well-controlled studies with NEXIUM 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. 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 H,-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 H,-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

The safety and effectiveness of NEXIUM have been established in pediatric patients 1 to 17 years of age for short-term
treatment (up to eight weeks) of GERD. The safety and effectiveness of NEXIUM have been established in pediatric
patients 1 month to less than 1 year for short-term treatment (up to 6 weeks) of erosive esophagitis due to acid-mediated
GERD. However, the safety and effectiveness of NEXIUM have not been established in patients less than 1 month of age.

1 to 17 years of age

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

Erosive esophagitis due to acid-mediated GERD in infants 1 month to less than one year of age



Use of NEXIUM in pediatric patients 1 month to less than 1 year of age for treatment (up to 6 weeks) of erosive
esophagitis due to acid-mediated GERD is supported by extrapolation of results from adequate and well-controlled studies
for adults and safety, pharmacokinetic, and pharmacodynamic studies performed in pediatric patients [see Dosage and
Administration (2), Adverse Reactions (6.1), Clinical Pharmacology (12.3), and Clinical Studies (14.3)].

Symptomatic GERD in infants 1 month to less than one year of age

There was no statistically significant difference between NEXIUM and placebo in the rate of discontinuation due to
symptom worsening in a multicenter, randomized, double-blind, controlled, treatment-withdrawal study of 98 patients
ages 1 to 11 months, inclusive. Patients were enrolled if they had either a clinical diagnosis of suspected GERD,
symptomatic GERD, or endoscopically proven GERD. Twenty of 98 enrolled patients underwent endoscopy, and 6
patients were found to have erosive esophagitis on endoscopy at baseline. All patients received NEXIUM Delayed-
Release Oral Suspension once daily during a two-week, open-label phase of the study.

There were 80 patients who attained a pre-specified level of symptom improvement and who entered the double-blind
phase, in which they were randomized in equal proportions to receive NEXIUM or placebo for the next four weeks.
Efficacy was assessed by observing the time from randomization to study discontinuation due to symptom worsening
during the four-week, treatment-withdrawal phase.

The following pharmacokinetic and pharmacodynamic information was obtained in pediatric patients with GERD aged
birth to less than one year of age. In infants (1 to 11 months old, inclusive) given NEXIUM 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 /see Clinical Pharmacology (12.2)]. Apparent clearance (CL/F) increases with age in
pediatric patients from birth to 2 years of age.

Neonates 0 to 1 month of age
Following administration of oral NEXIUM in neonates the geometric mean (range) for the apparent clearance (CL/F) was
0.55 L/h/kg (0.25-1.6 L/h/kg).

The safety and effectiveness of NEXIUM in neonates have not been established.

Juvenile Animal Data

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.

No overall differences in safety and efficacy were observed between the elderly and younger individuals, and other
reported clinical experience has not identified differences in responses between the elderly and younger patients, but
greater sensitivity of some older individuals cannot be ruled out.

10 OVERDOSAGE

A single oral dose of esomeprazole at 510 mg/kg (about 124 times the human dose on a body surface area basis), was
lethal to rats. The major signs of acute toxicity were reduced motor activity, changes in respiratory frequency, tremor,
ataxia, and intermittent clonic convulsions.

The symptoms described in connection with deliberate NEXIUM overdose (limited experience of doses in excess of 240
mg/day) are transient. Single doses of 80 mg of esomeprazole were uneventful. Reports of overdosage with omeprazole in



humans may also be relevant. Doses ranged up to 2,400 mg (120 times the usual recommended clinical dose).
Manifestations were variable, but included confusion, drowsiness, blurred vision, tachycardia, nausea, diaphoresis,
flushing, headache, dry mouth, and other adverse reactions similar to those seen in normal clinical experience (see
omeprazole package insert - Adverse Reactions). No specific antidote for esomeprazole is known. Since esomeprazole is
extensively protein bound, it is not expected to be removed by dialysis. In the event of overdosage, treatment should be
symptomatic and supportive.

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

11 DESCRIPTION

The active ingredient in the proton pump inhibitor 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]-1 H-benzimidazole-1-yl) magnesium trihydrate.
Esomeprazole is the S-isomer of omeprazole, which is a mixture of the S- and R- isomers. (Initial U.S. approval of
esomeprazole magnesium: 2001). Its molecular formula is (C;;H;3sN;0;S),Mg x 3 H,O with molecular weight of 767.2 as
a trihydrate and 713.1 on an anhydrous basis. The structural formula is:

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

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

Each packet of NEXIUM For Delayed-Release Oral Suspension contains 2.5 mg, 5 mg, 10 mg, 20 mg, or 40 mg of
esomeprazole, in the form of the same enteric-coated granules used in NEXIUM Delayed-Release Capsules, and also
inactive granules. The inactive granules are composed of the following ingredients: dextrose, xanthan gum, crospovidone,
citric acid, iron oxide, and hydroxypropyl cellulose. The esomeprazole granules and inactive granules are constituted with
water to form a suspension and are given by oral, nasogastric, or gastric administration.



12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

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

12.2 Pharmacodynamics
Antisecretory Activity

The effect of NEXIUM on intragastric pH was determined in patients with symptomatic gastroesophageal reflux disease
in two separate studies. In the first study of 36 patients, NEXIUM 40 mg and 20 mg capsules were administered over 5
days. The results are shown in the Table 3:

Table 3: Effect on Intragastric pH on Day 5 (N=36)

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

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

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

Serum Gastrin Effects

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

Increased gastrin causes enterochromaffin-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. 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.

Enterochromaffin-like (ECL) Cell Effects

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

proton pump inhibitors or high doses of H,-receptor antagonists.

Human gastric biopsy specimens have been obtained from more than 3,000 patients (both children 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.



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

Endocrine Effects

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

12.3 Pharmacokinetics

Absorption

NEXIUM Delayed-Release Capsules and NEXIUM For Delayed-Release Oral Suspension contain a bioequivalent
enteric-coated granule formulation of esomeprazole magnesium. Bioequivalency is based on a single dose (40 mg) study
in 94 healthy male and female volunteers under fasting condition. After oral administration, peak plasma levels (Cax)
occur at approximately 1.5 hours (T.x). The C,. 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 pmol*hr/L on Day 1 to 11.2 pmol*hr/L on Day 5 after 40 mg
once daily dosing.

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

The pharmacokinetic profile of NEXIUM was determined in 36 patients with symptomatic gastroesophageal reflux
disease following repeated once daily administration of 20 mg and 40 mg capsules of NEXIUM over a period of five
days. The results are shown in the Table 4:

Table 4: Pharmacokinetic Parameters of NEXIUM on Day 5 Following Oral Dosing for 5 Days

Parameter ' (CV) NEXIUM NEXIUM
40 mg 20 mg

AUC (pmol-W/L)  12.6 (42%) 4.2 (59%)
Coax (WmMOUL) 4.7 (37%) 2.1 (45%)
Tonax (h) 1.6 1.6
t,, (h) 1.5 1.2

L Values represent the geometric mean, except the T ,.x, which is the arithmetic mean; CV = Coefficient of variation
Distribution

Esomeprazole is 97% bound to plasma proteins. Plasma protein binding is constant over the concentration range of 2 to
20 umol/L. The apparent volume of distribution at steady state in healthy volunteers 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. CYP2C19 isoenzyme exhibits polymorphism in the metabolism of esomeprazole, since



some 3% of Caucasians and 15 to 20% of Asians lack CYP2C19 and are termed Poor Metabolizers. At steady state, the
ratio of AUC in Poor Metabolizers to AUC in the rest of the population (Extensive Metabolizers) is approximately 2.

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

Excretion

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

Combination Therapy with Antimicrobials

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

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

Concomitant Use with Clopidogrel

Results from a crossover study in healthy subjects have shown a pharmacokinetic interaction between clopidogrel (300
mg loading dose/75 mg daily maintenance dose) and esomeprazole (40 mg p.o. once daily) when co-administered for 30
days. Exposure to the active metabolite of clopidogrel was reduced by 35% to 40% over this time period.
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.

Concomitant Use with Mycophenolate 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 C,,,x and
23% reduction in the AUC of MPA.

Specific Populations
Age: Geriatric Population

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

Age: Pediatric Population
1 to 11 Month of Age

The pharmacokinetic parameters following repeated dose administration of 1.0 mg/kg esomeprazole in 1 to 11 month old
infants are summarized in Table 5.



Table 5: Summary of PK Parameters in 1 Month to <1 Year Olds with GERD Following 7/8 Days of
Once-Daily Oral Esomeprazole Treatment

1 month to <1 year

Parameter 1.0 mg/kg

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

Cysmax (umol/L) (n=15)" | 0.87

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

Subsequent pharmacokinetic simulation analyses showed that a dosage regimen of 2.5 mg once-daily for pediatric patients
with body weight 3 to 5 kg, 5.0 mg once-daily for >5 to 7.5 kg and 10 mg once-daily for >7.5 to 12 kg would achieve
comparable steady-state plasma exposures (AUC) to that observed after 10 mg in 1 to 11 year olds, and 20 mg in 12 to 18
year-olds as well as adults.

1to 11 Years of Age

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

Table 6: Summary of PK Parameters in 1 to 11 Year Olds with GERD following 5 Days of Once-Daily
Oral Esomeprazole Treatment

1 to 5 Year Olds 6 to 11 Year Olds
Parameter 10 mg (N=8) 10 mg (N=7) | 20 mg (N=6)
AUC (umol-h/L)’ 4.83 3.70 6.28
C ppax (mol/L)’ 2.98 1.77 3.73
tax (D) 1.44 1.79 1.75
ty, ()’ 0.74 0.88 0.73
CI/E (L/h)’ 5.99 7.84 9.22

1" Geometric mean

2 Arithmetic mean

12 to 17 Years of Age

The pharmacokinetics of NEXIUM were studied in 28 adolescent patients with GERD aged 12 to 17 years inclusive, in a
single center study. Patients were randomized to receive NEXIUM 20 mg or 40 mg once daily for 8 days. Mean C,,,, and
AUC values of esomeprazole were not affected by body weight or age; and more than dose-proportional increases in
mean C,,,x and AUC values were observed between the two dose groups in the study. Overall, NEXIUM
pharmacokinetics in adolescent patients aged 12 to 17 years were similar to those observed in adult patients with
symptomatic GERD. See Table 7.

Table 7: Comparison of PK Parameters in 12 to 17 Year Olds with GERD and Adults with Symptomatic
GERD Following the Repeated Daily Oral Dose Administration of Esomeprazole’

12 to 17 Year Olds (N=28) Adults (N=36)
20 mg 40 mg 20mg 40 mg



AUC (umol-h/L)  3.65 13.86 42 12.6

Cinax (umol/L) 1.45 5.13 2.1 47
tmax () 2.00 1.75 1.6 1.6
t, (h) 0.82 1.22 1.2 1.5

Data presented are geometric means for AUC, C,,, and t.,,,, and median value for t,,,,.

" Duration of treatment for 12 to 17 year olds and adults were 8 days and 5 days, respectively. Data were obtained from two
independent studies.

Gender

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

Hepatic Insufficiency

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

Renal Insufficiency

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

Other pharmacokinetic observations

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

Studies evaluating concomitant administration of esomeprazole and either naproxen (non-selective NSAID) or rofecoxib
(COX-2 selective NSAID) did not identify any clinically relevant changes in the pharmacokinetic profiles of
esomeprazole or these NSAIDs.

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 the Table 8:



Table 8: Clarithromycin Susceptibility Test Results and Clinical/Bacteriological Outcomes’ for Triple
Therapy - (Esomeprazole magnesium 40 mg once daily/amoxicillin 1000 mg twice daily/clarithromycin
500 mg twice daily for 10 days)

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

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

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

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

Amoxicillin Susceptibility Test Results and Clinical/Bacteriological Outcomes:

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

Susceptibility Test for Helicobacter pylori: 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 proton pump
inhibitors may lead to slightly increased risk of gastrointestinal infections such as Salmonella and Campylobacter and
possibly Clostridium difficile in hospitalized patients.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

The carcinogenic potential of NEXIUM was assessed using studies of omeprazole, of which esomeprazole is an
enantiomer. In two 24-month oral carcinogenicity studies in rats, omeprazole at daily doses of 1.7, 3.4, 13.8, 44, and 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 iz vivo rat bone marrow cell chromosome aberration test,
and the in vivo mouse micronucleus test. Esomeprazole, however, was positive in the in vitro 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 Erosive Esophagitis

The healing rates of NEXIUM 40 mg, NEXIUM 20 mg, and omeprazole 20 mg (the approved dose for this indication)
were evaluated in patients with endoscopically diagnosed erosive esophagitis in four multicenter, double-blind,
randomized studies. The healing rates at Weeks 4 and 8 were evaluated and are shown in the Table 9:

Table 9: Erosive Esophagitis Healing Rate (Life-Table Analysis)

Study No. of Patients Treatment Groups Week 4 Week 8 Significance Level’

1 588 NEXIUM 20 mg 68.7%  90.6% N.S.
588 Omeprazole 20 mg  69.5% 88.3%

2 654 NEXIUM 40 mg 759%  94.1% p<0.001
656 NEXIUM 20 mg 70.5%  89.9% p<0.05
650 Omeprazole 20 mg  64.7% 86.9%

3 576 NEXIUM 40 mg 71.5%  92.2% N.S.
572 Omeprazole 20 mg  68.6%  89.8%

4 1216 NEXIUM 40 mg 81.7%  93.7% p<0.001
1209 Omeprazole 20 mg  68.7% 84.2%

" log-rank test vs. omeprazole 20 mg

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



In these same studies of patients with erosive esophagitis, sustained heartburn resolution and time to sustained heartburn
resolution were evaluated and are shown in the Table 10:

Table 10: Sustained Resolution’ of Heartburn (Erosive Esophagitis Patients)

Cumulative Percent” with Sustained Resolution
Study | No. of Patients | Treatment Groups Day 14 Day 28 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%

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

Defined as the cumulative proportion of patients who have reached the start of sustained resolution.
log-rank test vs. omeprazole 20 mg.
N.S. = not significant (p > 0.05)

2.
3.

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

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

Long-Term Maintenance of Healing of Erosive Esophagitis

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

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

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

Figure 2: Maintenance of Healing Rates by Month (Study 177)
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V.
\ ™,
a0 3
O
80T ! -
% . S
I N
70 \ e
: ‘*
= Y
E6&0r L Tm
E %
i !
= 50 '&1
£ N
[uH} T,
040 [ ~——
= -~
o I E"“"--.,_‘_‘_
a0 S ey Sy
an F —&— PNEXIUM 40 mg (n=62)
- NEXIUM 20 myg (n=82)
-~ NEXIUM 10 mg (n=77)
10T —#%— Placebo (n=7F7)
D T | 1 | -
0 13 o 35 4 5 55

s= scheduled visit

Patients remained in remission significantly longer and the number of recurrences of erosive esophagitis was significantly
less in patients treated with NEXIUM compared to placebo.

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

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

14.2 Symptomatic Gastroesophageal Reflux Disease (GERD)

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

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

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

The percent of patients symptom-free of heartburn by day are shown in the Figures 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.

14.3 Pediatric Gastroesophageal Reflux Disease (GERD)
1to 11 Years of Age

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

weight < 20 kg: once daily treatment with NEXIUM 5 mg or 10 mg
weight > 20 kg: once daily treatment with NEXIUM 10 mg or 20 mg
Patients were endoscopically characterized as to the presence or absence of erosive esophagitis.

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

12 to 17 Years of Age

In a multicenter, randomized, double-blind, parallel-group study, 149 adolescent patients (12 to 17 years of age; 89
female; 124 Caucasian, 15 Black, 10 Other) with clinically diagnosed GERD were treated with either NEXIUM 20 mg or
NEXIUM 40 mg once daily for up to 8 weeks to evaluate safety and tolerability. Patients were not endoscopically
characterized as to the presence or absence of erosive esophagitis.

14.4 Risk Reduction of NSAID-Associated Gastric Ulcer

Two multicenter, double-blind, placebo-controlled studies were conducted in patients at risk of developing gastric and/or
duodenal ulcers associated with continuous use of non-selective and COX-2 selective NSAIDs. A total of 1429 patients
were randomized across the 2 studies. Patients ranged in age from 19 to 89 (median age 66.0 years) with 70.7% female,
29.3% male, 82.9% Caucasian, 5.5% Black, 3.7% Asian, and 8.0% Others. At baseline, the patients in these studies were
endoscopically confirmed not to have ulcers but were determined to be at risk for ulcer occurrence due to their age (>60
years) and/or history of a documented gastric or duodenal ulcer within the past 5 years. Patients receiving NSAIDs and
treated with NEXIUM 20 mg or 40 mg once-a-day experienced significant reduction in gastric ulcer occurrences relative
to placebo treatment at 26 weeks. See Table 11. No additional benefit was seen with NEXIUM 40 mg over NEXIUM 20
mg. These studies did not demonstrate significant reduction in the development of NSAID-associated duodenal ulcer due
to the low incidence.

Table 11: Cumulative Percentage of Patients without Gastric Ulcers at 26 Weeks

Study | No. of Patients | Treatment Group | % of Patients Remaining Gastric Ulcer Free'
1 191 NEXIUM 20 mg | 95.4

194 NEXIUM 40 mg | 96.7

184 Placebo 88.2
2 267 NEXIUM 20 mg | 94.7

271 NEXIUM 40 mg | 95.3

257 Placebo 83.3

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



14.5 Helicobacter pylori (H. pylori) Eradication in Patients with Duodenal Ulcer Disease

Triple Therapy (NEXIUM/amoxicillin/clarithromycin): Two multicenter, randomized, double-blind studies were
conducted using a 10 day treatment regimen. The first study (191) compared NEXIUM 40 mg once daily in combination
with amoxicillin 1000 mg twice daily and clarithromycin 500 mg twice daily to NEXIUM 40 mg once daily plus
clarithromycin 500 mg twice daily. The second study (193) compared NEXIUM 40 mg once daily in combination with
amoxicillin 1000 mg twice daily and clarithromycin 500 mg twice daily to NEXIUM 40 mg once daily. H. pylori
eradication rates, defined as at least two negative tests and no positive tests from CLOtest", histology and/or culture, at 4
weeks post-therapy were significantly higher in the NEXIUM plus amoxicillin and clarithromycin group than in the
NEXIUM plus clarithromycin or NEXIUM alone group. The results are shown in Table 12:

Table 12: H. pylori Eradication Rates at 4 Weeks after 10 Day Treatment Regimen % of Patients Cured
[95% Confidence Interval] (Number of Patients)

Study Treatment Group Per-Protocol’ Intent-to-Treat’
191 NEXIUM plus amoxicillin and clarithromycin 84%’ 7%’
[78, 89] [71, 82]
(n=196) (n=233)
NEXIUM plus clarithromycin 55% 52%
[48, 62] [45, 59]
(n=187) (n=215)
193  NEXIUM plus 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.

p <0.05 compared to NEXIUM plus clarithromycin.

* 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 plus amoxicillin and clarithromycin group was 75% (n=156) and 57% (n=60) respectively, in the 191 and 193
studies (per-protocol analysis).

14.6 Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome

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



Table 13: Adequate Acid Suppression at Final Visit by Dose Regimen

NEXIUM dose at the Month 12 visit | BAO under adequate control at the Month 12 visit (N=20)’
40 mg twice daily 13/15
80 mg twice daily 4/4
80 mg three times daily 1/1

" One patient was not evaluated.

16 HOW SUPPLIED/STORAGE AND HANDLING

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

NDC 0186-5020-31 unit of use bottles of 30
NDC 0186-5020-54 bottles of 90
NDC 0186-5020-82 bottles of 1000

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

NDC 0186-5040-31 unit of use bottles of 30
NDC 0186-5040-54 bottles of 90
NDC 0186-5040-82 bottles of 1000

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

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

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

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

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Adverse Reactions

Advise patients to report to their healthcare provider if they experience any signs or symptoms consistent with:

e Hypersensitivity Reactions [see Contraindications (4)]

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

e Cutaneous and Systemic Lupus Erythematosus [see Warnings and Precautions (5.5)]

e Cyanocobalamin (Vitamin B-12) Deficiency [see Warnings and Precautions (5.7)]

e Hypomagnesemia [see Warnings and Precautions (5.8)]




Drug Interactions

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

Administration

e Let patients know that antacids may be used while taking NEXIUM.

e Advise patients to take NEXIUM at least one hour before a meal.

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

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

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

e For patients who are prescribed NEXIUM For Delayed-Release Oral Suspension and need to use more than one
packet for their dose, instruct them regarding the correct amount of water to use when mixing their dose.

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 2016



MEDICATION GUIDE

NEXIUM® (nex-e-um)

(esomeprazole magnesium)

Delayed-Release Capsules

NEXIUM® (nex-e-um)

(esomeprazole magnesium)

For Delayed-Release
Oral Suspension

Read the Medication Guide that comes with NEXIUM before you start taking NEXIUM and each time you get a refill.
There may be new information. This information does not take the place of talking with your doctor about your medical

condition or your treatment.

What is the most important information I 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 interstitial nephritis). Some people who take proton pump inhibitor (PPI)
medicines, including NEXIUM, may develop a kidney problem called acute interstitial nephritis that can happen at
any time during treatment with NEXIUM. Call your doctor if you have a decrease in the amount that you urinate or if
you have blood in your urine.

Diarrhea. NEXIUM may increase your risk of getting severe diarrhea. This diarrhea may be caused by an infection
(Clostridium difficile) in your intestines.
Call your doctor right away if you have watery stool, stomach pain, and fever that does not go away.

Bone fractures. People who take multiple daily doses of PPI medicines for a long period of time (a year or longer)
may have an increased risk of fractures of the hip, wrist, or spine. You should take NEXIUM exactly as prescribed, at
the lowest dose possible for your treatment and for the shortest time needed. Talk to your doctor about your risk of
bone fracture if you take NEXIUM.

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 PPI 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.

NEXIUM can have other serious side effects. See “What are the possible side effects of NEXIUM?”

What is NEXIUM?

NEXIUM is a prescription medicine called a proton pump inhibitor (PPI). NEXIUM reduces the amount of acid in your
stomach.

NEXIUM is used in adults:



o for 4 to 8 weeks to treat the symptoms of gastroesophageal reflux disease (GERD). NEXIUM may also be prescribed
to heal acid-related damage to the lining of the esophagus (erosive esophagitis), and to help continue this healing.
GERD happens when acid in your stomach backs up into the tube (esophagus) that connects your mouth to your
stomach. This may cause a burning feeling in your chest or throat, sour taste, or burping.

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

e for 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.

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

In children ages 1 month to less than 1 year of age, NEXIUM is only used to treat GERD with acid-related damage to the
esophagus (erosive esophagitis) for up to 6 weeks.

It is not known if NEXIUM is effective in children under 1 month of age.
Who should not take NEXIUM?
Do not take NEXIUM if you:

e are allergic to esomeprazole magnesium or any of the ingredients in NEXIUM. See the end of this Medication Guide
for a complete list of ingredients in NEXIUM.
e are allergic to any other PPI medicine.

What should I tell my doctor before taking NEXIUM?
Before you take NEXIUM, tell your doctor if you:

e have been told that you have low magnesium levels in your blood.

e have liver problems.

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

e 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 non-prescription drugs, vitamins and
herbal supplements. NEXIUM may affect how other medicines work, and other medicines may affect how NEXIUM
works.

Especially tell your doctor if you take:

e warfarin (Coumadin, Jantoven)

e ketoconazole (Nizoral)

e voriconazole (Vfend)

e atazanavir (Reyataz)

e nelfinavir (Viracept)

e saquinavir (Fortovase)

e products that contain iron

e digoxin (Lanoxin)

e St. John’s Wort (Hypericum perforatum)



Rifampin (Rimactane, Rifater, Rifamate)
cilostazol (Pletal)

diazepam (Valium)

tacrolimus (Prograf)

erlotinib (Tarceva)

methotrexate

clopidogrel (Plavix)

myophenolate mofetil (Cellcept)

How should I take NEXIUM?

Take NEXIUM exactly as prescribed by your doctor.

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

Take NEXIUM at least 1 hour before a meal.

Swallow NEXIUM capsules whole. Never chew or crush NEXIUM.

If you have difficulty swallowing NEXIUM capsules, you may open the capsule and empty the contents into a
tablespoon of applesauce. Do not crush or chew the granules. Be sure to swallow the applesauce right away. 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, 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 I should know about NEXIUM?”

Vitamin B-12 deficiency. NEXIUM reduces the amount of acid in your stomach. Stomach acid is needed to absorb
vitamin B-12 properly. Talk with your doctor about the possibility of vitamin B-12 deficiency if you have been on
NEXIUM for a long time (more than 3 years).

Low magnesium levels in your body. Low magnesium can happen in some people who take a PPI medicine for at
least 3 months. If low magnesium levels happen, it is usually after a year of treatment.

You may or may not have symptoms of low magnesium. Tell your doctor right away if you have any of these
symptoms:

o seizures

o dizziness

o abnormal or fast heart beat

o jitteriness

o jerking movements or shaking (tremors)
o muscle weakness

o spasms of the hands and feet

o cramps or muscle aches

o spasm of the voice box



Your doctor may check the level of magnesium in your body before you start taking NEXIUM or during treatment if
you will be taking NEXIUM for a long period of time.

The most common side effects with NEXIUM may include:

o headache

o diarrhea

o nausea

o gas

o abdominal pain
o constipation

o  dry mouth

o drowsiness
Other side effects:
Serious allergic reactions. Tell your doctor if you get any of the following symptoms with NEXIUM:

e rash

e face swelling

e throat tightness

e difficulty breathing

Y our doctor may stop NEXIUM if these symptoms happen.

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

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.
How should I store NEXIUM?

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

Keep NEXIUM and all medicines out of the reach of children.
General information about 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.

This Medication Guide summarizes the most important information about NEXIUM. If you would like more information,
talk with your doctor. You can ask your pharmacist or doctor for information about NEXIUM that is written for health
professionals.

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

Instructions for Use

For instructions on taking Delayed-Release Capsules, see the section of this leaflet called “How should I take
NEXIUM?”

Take NEXIUM For Delayed-Release Oral Suspension as follows:

e NEXIUM For Delayed-Release Oral Suspension comes in foil packets containing 2.5 mg, 5 mg, 10 mg, 20 mg, or 40
mg strengths.

®  You should use an oral syringe to measure the amount of water needed to mix your dose. Ask your pharmacist for an
oral syringe.

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

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

e Ifyou 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.

o  Stir.

e Leave 2 to 3 minutes to thicken.

e  Stir and take dose within 30 minutes. If not used within 30 minutes, throw away this dose and mix a new dose.

e [fany medicine remains after drinking, add more water, stir, and take dose right away.

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

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

NEXIUM Delayed-Release Capsules:

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

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

¢ Give the medicine right away.

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

e  Attach the syringe to the NG tube. Give the medicine in the syringe through the NG tube into the stomach.

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

NEXIUM For Delayed-Release Oral Suspension:

e NEXIUM For Delayed-Release Oral Suspension comes in foil packets containing 2.5 mg, 5 mg, 10 mg, 20 mg, or 40
mg strengths.
e 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, then 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, then add the
contents of a foil packet containing the dose prescribed by your doctor.

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

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

Refill the syringe with 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 Medication Guide has been approved by the U.S. Food and Drug Administration.

AstraZeneca Pharmaceuticals LP

Wilmington, DE 19850

Revised 10/2016

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

©2016 AstraZeneca Pharmaceuticals LP. All rights reserved



SUMMARY OF THE PRODUCT CHARACTERISTICS



1 NAME OF THE MEDICINAL PRODUCT

Nexium 20 mg gastro-resistant tablets
Nexium 40 mg gastro-resistant tablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

20 mg: Each gastro-resistant tablet contains 22.3 esomeprazole magnesium trihydrate equivalent to
20 mg esomeprazole.
40 mg: Each gastro-resistant tablet contains 44.5 esomeprazole magnesium trihydrate equivalent to
40 mg esomeprazole.

Excipients(s) with known effect
20 mg: Each gastro-resistant tablet contains 28 mg sucrose
40 mg: Each gastro-resistant tablet contains 30 mg sucrose

For the full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM

Gastro-resistant tablet

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

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

4 CLINICAL PARTICULARS

4.1 Therapeutic indications

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

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

Treatment of Zollinger Ellison Syndrome



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.

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

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

Treatment of Zollinger Ellison Syndrome

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



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

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

30-40 kg 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 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 PPIL.

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.

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.

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

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 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 CYP 2C19.

For atazanavir and nelfinavir, decreased serum levels have been reported when given together with
omeprazole and concomitant administration is not recommended. Co-administration of omeprazole
(40 mg once daily) with atazanavir 300 mg/ritonavir 100 mg to healthy volunteers resulted in a
substantial reduction in atazanavir exposure (approximately 75% decrease in AUC, C,.x and Cpyp).
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, C,,x and Cy,;, by 36-39 % and mean AUC, C,,, and C,;, 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 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) C,,,x 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 C,,.x 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 resulted in a 32% increase
in area under the plasma concentration-time curve (AUC) and a 31% prolongation of elimination half-
life (t;») 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.

Effects of other medicinal products on the pharmacokinetics of esomeprazole

Medicinal products which inhibit CYP2C19 and/or CYP3A4

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 CYP 3A4 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).

Breastfeeding
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 breastfeeding.

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
>1/1000 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

10




administration site conditions

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)
Not known Subacute cutaneous lupus erythematosus (see
section 4.4)
Musculoskeletal and connective Uncommon Fracture of the hip, wrist or spine (see section
tissue disorders 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 breast Very rare Gynaecomastia
disorders
General disorders and Rare Malaise, increased sweating

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 national reporting system

listed in Appendix V.

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 inhibitors, ATC code:

A02B CO05

Esomeprazole is the S-isomer of omeprazole and reduces gastric acid secretion through a specific

targeted mechanism of action. It is a specific inhibitor of the acid pump in the parietal cell. Both the R-

and S-isomer of omeprazole have similar pharmacodynamic activity.

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, Ila 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%.

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

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 (t,,.,x) in 12 to18 year-olds was similar to
that in adults for both esomeprazole doses.

53 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.
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6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Glycerol monostearate 40-55,

hyprolose,

hypromellose,

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

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

synthetic paraftin,

macrogols,

polysorbate 80,

crospovidone,

sodium stearyl fumarate,

sugar spheres (sucrose and maize starch),

talc,

titanium dioxide (E 171),

triethyl citrate.

6.2 Incompatibilities
Not applicable

6.3 Shelf life

3 years

Climate zones III-IV: 2 years for 40 mg tablets and 18 months for 20 mg tablets.

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.

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

Not all pack sizes may be marketed

6.6 Special precautions for disposal and other handling

No special requirements for disposal.

Administration through gastric tube
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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.

nhA WD

7 MARKETING AUTHORISATION HOLDER
[To be completed nationally]

8 MARKETING AUTHORISATION NUMBER(S)
[To be completed nationally]

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
[To be completed nationally]

10 DATE OF REVISION OF THE TEXT
[To be completed nationally]

Detailed information on this medicine is available on the web site of {MS/Agency}
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SUMMARY OF PRODUCT CHARACTERISTICS
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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 years 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.
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- 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.

30-40 kg 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 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 adolescent 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
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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.
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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).

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
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omeprazole treatment may change the absorption of the protease inhibitors. Other possible interaction
mechanisms are via inhibition of CYP 2C19.

For atazanavir and nelfinavir, decreased serum levels have been reported when given together with
omeprazole and concomitant administration is not recommended. Co-administration of omeprazole
(40 mg once daily) with atazanavir 300 mg/ritonavir 100 mg to healthy volunteers resulted in a
substantial reduction in atazanavir exposure (approximately 75% decrease in AUC, C,.x and Cpyy).
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, C,,x and Cy,;, by 36-39 % and mean AUC, C,,,x and C,;, 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.
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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) C,,.x 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 C,,,x 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 (t;,) 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.
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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 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 CYP 3A4 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. 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/fetal development. Animal studies with the racemic mixture
do not indicate direct or indirect harmful effects with respect to pregnancy, parturition or postnatal
development. Caution should be exercised when prescribing to pregnant women.

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)

Breastfeeding
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 breastfeeding.

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.
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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).

tissue disorders

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
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)
Not known Subacute cutaneous lupus erythematosus (see
section 4.4)
Musculoskeletal and connective Uncommon Fracture of the hip, wrist or spine (see section

4.4)

9(15)




System Organ Class Frequency Undesirable Effect

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 breast Very rare Gynaecomastia
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 national reporting system
listed in Appendix V.

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
Co05

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

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.
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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 multicenter, 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 characterized 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-oesophageal pH < 4.

The safety profile appeared to be similar to that seen in adults.

11(15)



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. /n 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
CYP3AA4. 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 in adolescents 12-18 years
of age, the total exposure (AUC) and the time to reach maximum plasma drug concentration (ty.x) 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:

13(15)



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 storage

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 terephtalate (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

NSk WD

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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7 MARKETING AUTHORISATION HOLDER
[To be completed nationally]

8 MARKETING AUTHORISATION NUMBER(S)
[To be completed nationally]

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
[To be completed nationally]

10 DATE OF REVISION OF THE TEXT
[To be completed nationally]

Detailed information on this medicinal product is available on the website of {name of MS/Agency}

15(15)



_/_;I
AstraZeneca &

CDS
Drug Substance ~ Esomeprazole magnesium

Date

supersedes |

Core Data Sheet

NEXIUM™ tablets 20 mg and 40 mg

NEXIUM™ capsules 20 mg and 40 mg

NEXIUM™ granules for oral suspension 2.5 mg, 5 mg, 10 mg,
20 mg and 40 mg




A
AstraZeneca &£

F18 BHEEFTHRHERRVCRMIXEICET 515K
XL AT T = TRy AKFIY
g I

1.7 FEERD&R—E
FEIIOLOATEIL
FEF I LCOBRBRBEMN S

AREBHIFEH S NG HRIR DMERNET A b T B MRASHITIRE L E 3, #ito9m]
DAGE R KEBONEZMICHTRT 5 Z L3N THET,



1.7 [RIFE IR zh i — B &
— kL I R T T — L~ TR AR

EPN

1.7.1

KB R
& 1

R A —ER.

FAERHE—



1.7 [RIFE IR zh i — B &
— gL I AT T == TR AT

1.7.1 BRI G—E

BUEEINTHEMA Sh TS RIFERZ SO —RHR ez £ IR,



1.7 [RIFE IR h i — B &
— k& I R T T — )L~ TR AR

goooobbooooooo

= 1 ERERM&S—E
—fgR& YRS G Y =~ TR AKFA FRF G —F b YT L FUIT T =)L
L]
fR5e4 FX T LI T 10mg XU =y MEE Smg VA= e YA
R LT T L 20mg Y >y ME 10mg Hhr7a 7L 30
A3 T LR IR 23 F) 10mg XY = ME 20mg X7 0D §E 15
23 3 LR R ) ) 20mg %4 7u > 0D §E 30
244 T A7 BRI RS T —Y A A SR G TR AT
e 2011 7H1H $E Smg : 2014 42 12 A 26 H HT N 1992410 A 2 H
£ H §& 10mg, & 20mg : 1997410 H 14 H OD §E : 2002 43 H 11 H
Bl A5 SR SR A5 SE R FE A5 BB FE
X5
e B Y R
[ oy I;?'lh:- i FH' e, O_/— A 'r:ll 7 g\ I\ F |
n-'n;.- Hll'g:;mm.wr-- Wk P F{\:/S R e L ,;'} 8 [ ]
_ e z L;]W?—E N—2 REL a9 RURS A
AR - & | <xF¥FTULHTEL 10mg, [F 20mg> WEET Vv ha—T 4 7 5E (BEREE) <BurFarihreL15>
& A~ < 2 TWEADBEMER Th 5, FRTZY—F hY U A Smg, 10mg, 20mg F B~ DT B 5 1 Oz O R TR 2 &

Fiz, WEOEMERZRD D 2 LBb D,
<HF U LRRE YRR A 10mg, (R 20mg >
F B~ 5 W E A O BRI,
BEDOERERDD I LD D,

T A ORE ) 7 LAl

Z V7T —)L 15mg

<HhrrarihreN30>

H~bF I8 % 1 O H A0 IR TR A 5
TeIRER S 9 TV EOAREN, IRE 5 T Vo
REH DR 7 LA

Z V7T —)L 30mg

<X/ 7wy oD 15, [[l30>

FEE (a2 & T 1 RN B BE)

F o~ 55 H A D R CHRRE (8~ 518 (A D BE S8 &

%




1.7 [AIFERIZh & —
— gL I AT T == TR AR

—h&En%

TV AT G == IR AR

TRTZ—F DA

FUITT =

Z vV 7Z =) 15mg, [A] 30mg

<AFX VU LI TN 10mg, B F VT LR AL

436 10mg >

OFEE. +fBEE. e, Wil
K. D AMEH REWFAE, Zollinger-Ellison JiE
BHE, IEAT v A FHEFIRIERE GRICK T D H
B T+ ZHEBEBOFRMmE, (KAE7 A
U o BERICR T 2 B X3+ ZRB IR0 &

%Mﬁ

OT# FHANY) ANy Z— - ol OREOM
B
HiER., + HEEEE. § MALT U U 3fE, KRR

PEILAVBIR A VESEE R RS B Y
HOWMIRIA T, ~U =8y o B ) R 4

<KXV LL TN 20mg, FX T LR ER

538 20mg >
OB, + 5. MEHEE. YnteE
4. Zollinger-Ellison fEWERE, FEAT 1A RIEHIZ
E SRR 5-REIZ I 1 D HIR B L+ IR IIES O F
FMEl, KARET A CRGEICBT S HiEE
V3 R EE o0 FE R
OTFRICHBIFLINY any z—.
Bl
HIEE. RS, § MALT U o SHE, R5%
PEML /NS A RS BER  1E RE L s D NARLEE
MRIERE, ~V a2 —. o) EYE %R

v U OFRE Ol

<Y =y MESmg, A 10mg>

g, + -HEEE. UABEE, SRERE

%, Zollinger-Ellison JEMEHE, FEOS A EHREHHR

fiE, BART AV VIRERICRT 3 BEEXIXT

ZHRBEEO BN

FTRIZBIT B~V anyZ— . ol OREOHE)
BiEs. +EBEE. § MALT VU RE, &
R M/ MROIRDMEREERE ., BRI BIC T 5 NR
FHNBREE, ~Vanry— . ¥o U REER

<Yy b EE20mg>
BHi#E. +-HBEEE. wa
4%, Zollinger-Ellison JiE B %

W, M RE

<ZrTarhTrLI5>

O BEE. +fEmaE. »amEg, Wikt aE
%%, Zollinger-Ellison JEMERE, FEN b/ulirjﬁjﬁ
W, ARHET 2 ) U EERICEIT 5 HIEREY
A TEHEBEE o BIEmEl, AT A T\‘l‘@ﬁﬁ%
REREIR G-I IZ 31T 2 B 3+ R BIEIE o &

Fm

O FRIZBFLZA~VanyZ—- ol OREOH
Bh
BIEE. +TEBEE. § MALT U o oS, 5%

SEES . L e 2 R ER
v Y R 5%

P L /N R 1 4
BRI E ., ~V any 2—.

<ZrTariTrL30>

O BEE. + 15, maimiEg,
% . Zollinger-Ellison JiE

O FRICBITFL~NY any z—.
Bh
[ERiEEN
P L /SRR R 1 4
BRI E., ~V any 2—.

<Z/r7nml 0D 15>

O BEE. +fEmiaE. »amEg, Wkt aE
. Zollinger-Ellison JEMERE, FEN b/ulirjﬁjﬁ
W, MAET A Y LB EECE =Rt
A TEEBEE o BIEmEl, AT A M‘Eﬁx
REREIR 52 361T 2 B 3+ TR BIEIE o &
FEHH

O THEl
Bh

WP A E

v U OBRE O

4R IBTE . B MALT U o SE, #5958

SREEYR . R ISR 2 R ER

v r R H R

BT LNV ANy Z— - va Y OREOH




1.7 [RIAR (R dh—

—

Y AT T == SR Aok

— %%
9

TV AT G == IR AR

TRTZ—F DA

FUITT =

BHiE. +fEEE. § MALT U 2 /SHE, R85
PERL /OB PESR B . R B S k9 D AR ER
RRIEHRE, ~V a2 — . vo ) EYE R
<%/ 7umy oD §E 30>
O HiBE. +IEmE. WaimiEs
N Zollinger-Ellison JE AR
O FRICB T~V any z—.
B

BHigG. +fEEE. § MALT U 2 /SHE, R85
PERL /N PESR B . R B S k9 D NARSR
RIRIERE, ~V a2 — . v ) EYE R

m
R
&
=
o
fmf

v o U OBRE O

WhEE - %
Pl 3B
ERAY A
FoEE

1IERT A FERRKERREGRICET 2 BEEXiT
+‘%%ﬁ%@ﬁ%%ﬁ@%A
BAE Y v~ BRI HTE % T % & B
DT 0#17u4béfﬁf%%§%¢m&
BLTWHREEHEGXISRE L, BEMBICEL
Tk, BEE I+ BRSO 2R T 5
&,
2BHETAVY VERERIZRBIT 5 HBREXIX+ 2
B OBERAR O E
Az - RO AIE D= DIIKAED T AV
CERER G L WA BFEE LGRS L L, &S
BHAARICBE U-Cid, BRI S+ A8 T 5 o0 BEAE
%%%#5:&
3Ny anyy—. vrul OREOHEDEHE
(DEFTIE MALT U v SfEICxT 5~ a7 &
— v U BRERROAF ML L TR,
Q)FFFE M L/ RIS PSR BERR ISR L Tk, A R
A VEEBRL, ~)anyZ— .ol RER
JEANTHE ) & Bl S AL D IE BN O B BRETRIE & AT 5

SAVETA

. ARFOBRE PN HEIC L

#E Smg, [F 10mg>
LIEREZRMT 22 Lndb

HDOT, BYETRNWZ 2RO 2 %5752
L (B MALT Vo 3, REE I3 2 NS

MIRFEEHICB T D~ as ¥ — . vEal ok
WO ERL)

2. BEHET ALY VRSB FEEXIT+HZ
RIBRE O BERAH OB

Mz - R OBEMEI O DITEKHAET A

RIZEEL T

LTWsdEFEekaadgl L, %55
. HEG T TR OME &

RT D&

W

(1)1
57___
720N,

(2) FrFEME /N P

EPNERVE T

vre ) OREOHIOBE

HEATHIE MALT U v JElCxtd 5 ~Y a3y
- B U BRETRE OB 2L L Tn

SBERICRLTE, AR

BRE7 A Y VR ERICRIT 2 EREXIX+ 21

RS OB O
Az « ZEARDOERIMEIOT-DITIKAED T A Y
VEMEER G LTV A RBRF ARG L L, B
BRARICER L Cik. B IS T+ RGO BEME
R THZ L

FRTu A FHERRERLR LRI 5 BEE XL

+ ZIRIBEE O HRIME OBA
B Y v~ T, ZRMEREEIESIZI T SRS
HDI0 L#XTu4%éﬁ&E%%E%ﬂm&
HLTWaBEFLEEGRIRE L, &E%%’@
Tk, BIEE SO+ RS OB & iR
&,

A anyg—.val OREOHIOEE

(1) ETHE MALT U o Spcxtd 5~ a7 %
— - v U BREIBEOARIETMENL L TRV,

(2) FeFEVEIL /RO VESRBER I L Cld. A A R
FAVEEBRL, ~)any 22— ol RE

TRFR AN ) & FIWT S 0 D IE IS D R BRETR IR & 17




1.7  [RFERZh G —E 2R
— L =V AT T — = TR Ak

— R4 EE Y A/ SN L) FRF G —F YDA SUITT— )L
b
&, TAVEEBZRL, ~Vansyx—--Ear Uk )z &,
Q)R B TR T D NIESITRE % H DA, ~ BRI AN ) & I & B SEBNC O RBRETER | (3) FHIF ISR 3 2 WERERRH % H LML,
Vanxyy—. el RERKICE D HEORIE EITH T &, ~Yanyy—.-nVRERFICEDFHROR
% Zh ST VAR N J ' 7 ST VAR
PHN T D A ZEITMESL L TR uy, (3) LI PN R PR PR 4 T LA I 1 JEBHN 5T 5 B EZMENL L TRy,
A~ 2 — . RN =<1 \ A9hs A~ 2 — . RRAN==1 g \ <)
@~V any kg e YR E RICH W DRI Y SRS B ) RS L B E D (4) ~Vanyxz B VR E RICH WD ERIC
~1 N — . }° 1 N=NY S - A~ N — . ° 1 NI=NY S -
E. ~Y AT E— - Er Y REETHD LR ST R 5 S R LT Uy, F, ~NY IR E— - Er Y BBETHDE LR
ONEBEREICLI DAY axy ¥ — . ol &K OCRESEREIC L DAY a Xy Z— . 2a ) Ej
~ R — . RAAN=E i NABRIT -
M ThD T L EWRT S L, WY =875 = v ) BRARICANSE M ThD T L EWRT S L,
. ~Vansz— .- vl REETHH &
EONESEREICL VAV a7 & —.-rl
BRERTHDLZ L2+ H2 L,
<Yy b EE20mg>
AR OEG N EEICLDERERGT 220355
DT, BYETRWI LEFERD I 25T D2 L,
M- A <RFV T LA TEN 10mg> <U = hE Smg, A 10mg> <ForTurHTeA15 [F 30>
7 OHEE., +_1EHERE. WEHIEE. Zollinger- HWE. +EBEE. WAHEE. Zolinger O BEE. +2HREBHEE. WAWIEE. Zollinger-
. , v : A
Ellison JiE i RE Ellison fE R Ellison JEEH DA
BRA WE L. RACIET Y F T — e LT 1 30

Wi, EAICIFZ Y AFIT Y=L LT 1 [
20mg % 1 H 1 ERAKE5T 2, ek, @F, H
B, WAMEETIE 8 WET, + I5HEE
TIX 6 HMETO®RE LT 5,

MR

EE. 1 EOGR R OVNRIZIEZ Y AT T
—/ L LT {KHE 20 kg KRB CTIE 1[H 10 mg &
T 20 kg DA ETIFIERIZIE UT 1[5 10~20 mg
Z1H 1 ERARET 5, 2ol WE, HiEE,
WA it 8 M E T, BB CIE 6

BH. BRACRIRFIFT— Y TAELT
1H 10mg % 1 B 1 ERALET 55, HRiCk
D 1E20mg % 1 A 1EROBETHZLNTE
5, e, BE. BEE. UAMEETIX 8 EM
(T, FIEIBEETIE 6 Bl E ToREL T
%,

HFRAERER
<{BE>
FFRHEEEADOBEICBV TR, BE. RAIKIX
SGRFGY—NF YU AELT1E 10mg % 1
H1EROKET 25, WRICKD 1 H 20mg %

mgx 1 H1ERAOEST 5,

i, WE. HIEE. WA EEE Tk 8 M E

T, FIEEE TR 6 EM L To®RE L5,
O FFRERBEROHE

WE. RACIET Y ST — e LT 1IE 30

mex 1 A 1ERRAKET 5, ks, % 8 MM

ToOEL LT D,

IHIT, FF - BIRA R KT WA E R O

FRREICB W TIL, 1 15 mex 1 B 1 ERRA#

54250, IRAHSOHAE. 1H 1 30 ng




1.7 [RIFE IR h i — B &
— k& I R T T — )L~ TR AR

— %%
9

TV AT T TR MKW

TRTZ—F DA

FUITT =

OFAT v A FHEHURIE R L H-HF(C
(3 ZHR IR O A

OBRMAET AU 58
FRIGTEIE O B Rl

HEToRG LT D,

|
Ot RIESR

%

WE., RAKIET AT =L LT 1 [
20mg % 1 H 1RO KET 5, ek, @, 81
METokb LT 5,

S LICTHH - R E 0 K9 iRl 2k OMERE
FRIEIZE VT, 18] 10~20mg 2 1 H 1 [Ef&A
#5555,

N

WE, 1L EOSEROVNRIZIEZ Y AT T
~thT‘WEZMqKﬁTi1@mnmé
P 20 kg DL ETIFEIRICISE U C L[] 10~20 mg
Z1H 1 EEO#EG45, 2ok, WE, 8 MM E
ToELE LT D,

OIS AN H BB AR

BA

WE., KACEZ Y AT T =L LT 1 [FE
10mg % 1 H 1 ERO&EET 5, 72k, @E., 48
METokb LT 5,

MR

WEE. 1 RUEOHBERONNRBICIZZ Y AT T
—)LE LT, 1@10mgélﬁilﬁ%uﬁﬁ¢
5. Tk, WEE. 4Hﬁifm&5&¢7

% MBI

SN PN
20mg % 1 H

Ty A7 T =t LT 1 [
EIfE 595,
5 HEBX T+

Ny ansyz—.

18 1 EROBLETEZZLNTES, RB, &
. S EEETCORLELTD, £, Tu bR
VIAL VB Y I L BBETHERT SRS
A, 1E 10mg Xi% 1[H 20mg % 1 A 2[E, &5i
8 EMROKRETAZENTES, ZEL, 1 H
20mgl A 2 AREGREIEEOHBEELZETIHEE
IZR3,

< MERPRIE >

BE - BRER D RT R RE R OMERRIERIC
BWTiX, 8%, RARIESFRFFS—AF Y
vALLTI1E 10mg % 18 1 EROBRET S,
Fh, 7o b RIS EEY—ITLBBERT
PRARF R BT REROMERREBEITBNT
i, 1[E 10mg % 1 A 2 BROLLETEHZLRT
X3,

FEOD A RE A

BE, BACRTFRIT = FhY 7aELT
1B 10mg % 1 B 1 EIROKRET S, B, @
%, ABAMECOREL TS,

BARTAE Y VREEICRIT 2 HEEX T2
JE T oD FEL TS B

BH. BRACRIRFFT— Y TAELT
1E Smg % 1 A 1 ERAFELET 323, BER+5
DOEAIT1E 1omg 2 1 A 1 EROFETSZ L
BT&ED,

v U ORREOHB)

BH. BRACRIRFFT— Y TAELT
1[E 10mg, 7EXFTV I vAkFpELT 1 H
750mg (Hffi) RQRZ7F VAL LT 1
Bl 200mg (7fli) © 3FERFEIC1 B 20E, 7H

EROESTHENTED

O FULAMEREFMEDNHEE (B 7L 15 D

)

WE, RACRT Y FITY = LT1E 15
meZx 1 H1EREAKET S, 2k, @E 48 E
ToOEL LT D,

O BRET ALY VRERKICRT 2 BREX I+

BIBBBEOFRAMHOBEE (W7 15DH)
WE. RANCET Y ST — L LTC1E 15
mg%x 1 H 1ERERAEST 5,

O #ATu A FEFIREERERICEIT 2 5EEX

T ZHRBBREOFERAMOBE (7L 15 O

)

WE. RACET Y ST — L LTC1E 15
mgx 1 H1ERAOZEST 5,

O ANJanxyiz—.vol oREOHIOES
WE. RACIET Y ST — e LT 1IE 30
mg, 7EFTVY KT ELTLE 750 mg (5
fli) xO'7 Z Y2~ 2E L T1IHE 200 ng
(Nff) O 3#IZFKC LA 2E, 7 BREOR
545,

B, 77V AuavA U0, LEICE U CHEE
WETLHIENTED, 272, 1[H 400 mg (F
fl) 1A2EZ ERETD,

Fa bRy ER— TEXFVII UK
B O T 2a~vArD3FIEEIZ LD~
Jyanyg—.vnl @B%Y’afﬁbxxﬁkrjm%é}
I, IR AEEE LT, @, AL T
VYT TY = LT1E 30 mg, TEXFTUY
VKR E LC1E 750 mg (Siff) ROA bu=




1.7 [RIFE IR h i — B &
— %4 Y RT T — )L~ TR AKFY

— %%
9

TV AT T TR MKW

TRTZ—F DA

FUITT =

Wi, EAICIFEZ Y AFI Y= LT 1 [
20mg % 1 H 1 Bf&AHFE5T 5,

O~V anyyx—. ol OREOHE
WH ., RAICIEZ Y AF IV — e LT 1 [
20mg, TEFXFTUY KR E LT 1 A 750mg
(i) ROZ7 IV 2~ LT 1M
200mg (i) @ 3 Fl&FEC 1 B 2 |, 7 B
BOgE5T 5, s, 77V 2uavA v 0E, &
BIS U CHEMET S ENTE D, EEL,
1 [A] 400mg (F1ffi) 1 H 2 [E% LRET 5,
Fa bRy ER— TEXFVII UK
ks 7 ) 2n~A 00 3 FAlFGIZE D~
Jany z—- ol OREBEBREDOLEE
I, RO DEEE LT, @EBE. A
TYAFZY LT 1 [H 20mg, TEFTY
VyokfngeE LC 1 750mg (Fifi) KA b e
=& =& LT 1A 250mg O 3 Al &[RRI 1 H
20\, 7 HEROKRET 2,

<RXHFTYULH TRV 20mg>
OBMEE. +Z4HIBHE. WaiiEE. Zollinger-
Ellison Ji 7

BA

WH ., A Y AFT Y=L LT 1 [
20mg % 1 H 1 E@RAKE5T 2, ek, @F, H
B, WAMESETIE 8 WE T, + I5HEE
TIX 6 HMETO®RE LT 5,

MR

WE. ARE 20 kg MLEOHBROVNEICIET Y A
77— LT ERIZE T T 1 [E 10~20mg

MR O#EL53 5,

B, 77V R VU, HREZSECTHEE
WRITZHILHTES, 2EL. 1 H 400mg (/7
fili) 1 H2E%ZERET S,

Fua RV FL e EF—, TEFVVI UK
PRI S ) ZAu<ef T rD 3 FREIZL B~
Vanys—. vl OREBESRRIIOES
i, ThicfRbaikpEeE LT, 8%, RARKT
RFFY—F b I 7AELT 1 [H 10mg, 7F
VY vkFiE LT 1 E 750mg (A1) BV
Abu=FY—)LL LT 1HE 250mg D 3 Fl% FK
IZ1RA2E, 7HFROTRET S,

<Yy b EE 20mg>

HEE. +ZHBEE. WEHIES. Zollinger-

Ellison JEEH
BH. BRACRIRFIFT— Y TAELT
1[H 10mg % 1 B 1 ERAKLET 55, HRiCX
D 1B 20mg % 1 B 1 ERARET D ZLNTE
5, R, BE. BEE. wAREETIT 8 BEH
ET, FIEBEETIX 6 ARz ToRE LT
%,

R RER
FFRHEEEADOBEICBV TR, BE. RAIKIX
SGRFGY—NF YU yAELT1E 10mg % 1
B 1EROKET 25, WRICKY 1H 20mg %
18 1 EROBLETEZZLNTES, »B, &
%, s HMETO®RE LTS, £, R UK
VIAL U LK BBRTHRAT SRS

2= LT 1A 250 me® 3FI&FFZ 1 H 2
|, 7 HEREO#ET 5,

<Z 4 7ur oD 15, 730>

O B#E. +_HREEE. WAKIEE. Zollinger-

Ellison SEEH DOHH
WHEORATIET Y TV — e LT 1E 30mg
Z1H1E&RAOEET 5,

B EE . BIEG. YA EEEG I8 T+
“RpEGTIRe B ETORE LT D,

O HHMEERDOEE

WHERATIET Y TV — e LT 1E 30mg
Z1H1IERA®RET S, ekl M ETO
BhHE+ 5,
I, FH - BRA R KT WA E R OHE
FRRIEICRBWCIE, 1H 15mg 21 H 1ERA#&
I 50, SRR 50841, 1 H 1[E 30mg
EROFEETLZENTED,

O #ObAMEREFFIEDEH S (OD §E 15 DA)
WHERATIZT Y TSIV =L e LT 1 15mg
1A 1RRAEET S, 2k, @F4BMET
OEEET D,

O BRET ALY V&ERKICRT 2 BREX X+

BIFEEOEREWHOEE (0D i 15 DH4)
WHERATIZT Y TSIV — e LT 1 15mg
Z1H1E&EOEET 5,

O #ATu A FEFIREERERICEIT 2 F5EEX

i+ ZHRBREOFRMH OBFE (0D §iE 15 DA)
WHEORATIET Y TSIV — e LT 1 15mg
1 H1EROEET 5,




1.7 [AIFERIZh & —
— L =V AT T — = TR Ak

—iREIB
b

ITYRAT T = TR MK

TRTZ—F DA

FUITT =

1 H 1 EEOESS 5, ek, W@E. BIEE
WAIEE T 8 M E T, + IRIBEETIE 6
W E cogb L95,

Ot RIESR

BRA
WE . AR EY AT Y=L LT 1 H
20mg % 1 A ROeE9 5, 7ok, @, 8l

MlETcokb LT 5,

LR - R E R0 K9 iRl 2k OMERE
PRIEIZE VT, 18] 10~20mg 2 1 H 1 [Ef&A
#5555,

N

W, RE 20 ke LEOHHEROVNRICITT Y A
77— LT VM’WL11[]m~mm

1 H1EgNHES53T5, 2k, @HE, 8 HME
ToE5 LT 5,
O AT A RHEFIRIERE 5 % BIEE X

V3 ARSI O AR
WE., KACEZ Y AT T =L LT 1 [FE
20mg % 1 H IEWD&5T7
ORHET 2 Y 5
FR IR D e
WE., FACEZ Y ATTY— L LT 1 [FE

5 WG T+

20mg % 1 H 1 Bf&A&KE5T 5,
O~y anxyZ—.- ol OBREOH

WH ., EAICIE=Y AT T — e LT 1 [
20mg, TEFTUY KT E LT 1 Al 750mg
(Sffi) kU7 7V 2~ LT 1 [H
200mg (M) @ 3 AlAZFEREZ 1 H 2 [E, 7 HHE
O35, 2k, 77V Ar~vA VUL, &

4, 1E 10mg XiX 1H 20mg Z 1 BH 2[H, &5iZ
8 BEEOBETHZENTES, L, 1 H
20mgl H 2 AREEFEEOHEEELHTHEE
2R3,

O NYyanyzg—--vul OREOHEHOEE
W, RAICRIT Y FIy— e LT 1M
30mg., 7EF LY KM E LT 1MH 750mg
(Sifi) RO7 7V Am~<wAeLTLIHE
200mg (Jiffi) ® 3FERFEFIZ 1 H 2108, 7 HEH
BARET 2,
B, 77V Aua~wA U0, LEICE U CHEE
WETHIENTED, 72720, 11 400mg (/1
flfi) 1H2E% LEBRETD, 7o bR T A
LEX— TEFVI KPP LDZ T An
AT D IFEHICL DA~V IR H— - B
U OBREBES TR OLEIL, b dia
FELT, @H., RAZIFZy YT Iy —nb L
T1ME 30mg, 7EFT U KkFE LT1HE
750mg (J1ffi) KOA b=V —n Lt LT1IH
250mg D 3F|IZFFHC 1 B 2@, 7 AR O#YS
T2,

10




1.7 [RIFE IR h i — B &
— %4 Y RT T — )L~ TR AKFY

— R4 TV RATGY = TR AKFY SRS G —F YA SUITT— )L
b

BIS U CHEMET S ENTED, EEL,
1 [A] 400mg (F1ffi) 1 H 2 [E% LRET 5,

Fa bRy ER— TEXFVII UK
ks 7 ) 2a~A 00 3 FlFGIZE D~
Jany z—- ol OREEBEBREDOLEE
I, RO DEEE LT, @EBE. A
TYAFZY = LT 1 [E 20mg, TEFTY
Vrokfnge LC 1 750mg (Fifi) KROA b &
=& =& LT 1A 250mg @ 3 Al &R 1 H
20\, 7 HEROKRET 2,

<R F U LRRE BRI 10mg>
OBEE. + _1BEE. WAMIEE. Zollinger-
Ellison it ¥
BA

WE, RAIZT Y A7 —L & LT 1 [E 20mg
ZHAFRKTRHME LT 1 B 1 BRAKST 5, 7
B, EE. HEE, waHEE T 8 M E T,
FoRIBEE I o B E ToRE LT 5,

N

WE. 1w EOGRROVNRICE Y AT T
—/ L LT, K 20 kg Rl CiE 18] 10 mg %,
A 20 kg DA ETIIERIZIS T 1 [A] 10~20 mg
ERAFKTHME LT 1 H 1 BRAKEST5, 7
B, EE. HEE, e T 8 M E T,
o CIl ol ECogE5 LT3,
OMiFErEfIE S

BA

WE, RAIZT Y A7 —L & LT 1 [E 20mg
ZHAFRKTRHME LT 1 B 1 BRAKST 5, 7
B, E@E, SHMECOELE LT D,
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1.7 [RIFE IR h i — B &
— %4 Y RT T — )L~ TR AKFY

— %%
9

TV AT T TR MKW

TRTZ—F DA

FUITT =

EHITHRE - FRZ R0 W0 A 2% O HEFRE
FRIEIZB W CIE, 1 [ 10~20mg % FIFRFK TEE L
CTI1HI1FE&EARET S,
MR
WE. 1w EOGRROVNRICE Y AT T
—/L LT, K 20 kg K CTiE 18] 10 mg %,
A 20 kg DA ETIIERIZIS T 1 [A] 10~20 mg
ERAFKTHMEB LT 1 H 1 BRAFEST5, 4
B, E, SHEMFE O LT,

OFVD ANEH AIEWFIE
BA
WE, RAIZT Y A7 =& LT 1 [E 10mg
ZHAFRKTRHME LT 1 B 1 BRAKST 5, 7
B, EE., AEMECORE LT D,
MR
WE. 1w EOGRROVNRICE Y AT T
—E LT 1[E10 mg ZARKCTHRELTLHI
R OEETS, ik, i, 4 W FECOESE
L+,
OF AT oA FHEHRIERER SRR T 2 HIEE
XA R O TR
WE, RAIZT Y A7 —L & LT 1 [E 20mg
Z AR K CEE LTI A 1 ERAEET S,
OAET AV B 5K T 5 FIEE x|
RGBS O TR
WE, RAIZT Y A7 =& LT 1 [E 20mg
Z AR K CEE L CL A 1 ERAEET S,

O~V anyx—-. ol OREOHE
WE, RAIZT Y A7 —L & LT 1 [E 20mg
ZAEAKTEBLT, 7TEXFIIU UAKRImE L
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1.7 [RIFE IR h i — B &
— %4 Y RT T — )L~ TR AKFY

— %%
9

TV AT T TR MKW

TRTZ—F DA

FUITT =

T 1 [H] 750mg (Jiffi) ROV Z ) Au~vA ok
LT 1 [ 200mg (Jifi) » 3 FlZ&FEEZ 1 H 2
|, 7 FMEROEET S, 2B, 77V 2Ar~A
VUE, MBS U THEHAERET LI LN TE
%, 1=720L. 1Al 400mg (Jifl) 1 A 2 [E% EfRE
T2,

Fa hUR A EE— TEXRTIY UK
k7 7Y 2a~vA o0 3 FFKGIZL D~
Yanyg—.vnl ORBEIRENRERDOSEE
. ZhUCfb DR E LT, e, AT
VAT T = LT 1 [E 20mg & HREK TRIE
LT, 7EXFVVY UK E LT 1 A 750mg
(Uif)) X OA hr=&Y—n& LT 1 [\ 250mg
DO 3FNEFERZ 1A 20, 7 AMREO#ES5T 5,

<R F T LRRE BRI 20mg>
OHME. + _fHBET. WAEIIETE. Zollinger-
Ellison i ¥

BA

WH ., EAICIFEZ Y AFI Y= LT 1 [
20mg ZARAKCEBELTC 1L A 1 BREROKES
Do 7ok, W, HIEE. WETHEE TIT 8 W
FT, FORBEE T 6 BEETO®RE LT
P

MR

WE. AE 20 kg MLEOHBROVNEICIET Y A
T =L LT ERIE T L H 10~20mg
ZRARAKCEREBELT 1 H 1 EREAEST5, #&
B, EE. BEE. WEEE Cid 8 HEET,
FofEBRE Cik ol E Cof b L35,
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1.7 [RIFERZh S —
— %4 Y RT T — )L~ TR AKFY

— %%
9

ITYRAT T = TR MK

TRTZ—F DA

FUITT =

Ot & 2%

g @

WE., FACEZ Y ATTY— LT 1 [FE
20mg #HBKTEE LT 1 B 1 BROKEST
%, ads, WE., SHEE ToO®RE LTS,
S DICHF - R AR BT W RME R IER OHERT
FIEIZBWTIE, 1 [F 10~20mg % K CRIE
LTIl HI1ERAEET D,
/MR
W, FE 20 kg YL EOSIR R OVNRISIEE Y R
77/~»&LT\EMLELTIEJNNMM
ZRARAKCEREBELT 1 H 1 EEAEST5, #&
ﬁ\ﬁﬁ\smﬁifm&ﬁt¢7o
OFAT 1A REEHURAERE R 2 HIEE X
X ng?aﬂﬁ(aiﬁ0)3@§§ﬁﬂ%J
WE., KACEZ Y ATTY— L LT 1 [FE
20mg ZARAKCE®ELC 1L A 1 BREROFKES
P
OBHET A Y v #HERIC o HREXE =
FE I EE 0 T84
WE., KACEZ Y AT T =L LT 1 [FE
20mg ZARAKCEBELC 1L A 1 BREOKES
P

O~V anyz—.val) OREOHD)

WE . AR EY AT Y=L LT 1 H
20mg & ARKCEREBEL T, 7EXFTUY VKR
W& LT 1 IE 750mg (i) ROV Z U Aa~A
L& LT 1 H 200mg (Jifl) @ 3 Al RIEFZ 1
H 2 @&, 7 HEROKEET 5, ks, 77V AR
AT UF, MBS CCHEHEET S LN T
X%, 1-77L. 1 [ 400mg (Affi) 1 H 2 M% L
fR&E4 2,
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1.7 [RIFE IR h i — B &
— k& I R T T — )L~ TR AR

—fER& TV AT T — )= TR MK FRFZY—)LF YT L FUITT =)
b7
Fa bRy e EE—, TEXFIY UK
ks 70 2a~A 00 3 FlFEGIZE D~
Jany z—- ol OREEEBREDOLEE
. 2 A E LT, ., AL
TYATTY = LT 1 20mg % MK TR
BWLT, 7EFEFVU LR E LT 1 [H 750mg
(i) e OA hr=4>Y—1 & LT 1 [El 250mg
O3FNZFERC 1A 2\, 7 AMREOES5T D,
Mk - - L EHiEE., F2HEBEE. WAHMEE. Zollinger- | <X~ 77N 15, [[30>
B\ B Ellison EFEBEDIBERICEBWV T, WIENZELWIEES | BRESERDOMERRIEICH VT, 1 A 1[H 30 ngd
T A KOFEFRNE - #IRTEOSEEIZ 1B 20mg A2 1 B 1A | 5%, 1 H 1E 15 mef5FICHRE LM E 15
ForE BHETHZ LN TED, me TIEBRB R GE IR D,
2. WFHHRERDERICEB T, WRBFZELWEEA
K OEFRNE - $RMEOSAIZ 1B 20mg % 1 B 1[0 | <Z 477w 0D 15, [[30>
BHETHZENTED (FH - BREGVRTY | (1) FRESEROHERRIEICSVWT, 18 1[H
WMEEEROMERE, e bRy A ey 30mg O 54X, 1 H 1E 15mg &5 FICHIHREL
Z—Z X DB THRAR D RGEITRL) o F 7272 & 15mg TR PR35 8121 S,
Jo. TR MRV TA e EF—ICE DB TR | () RANTAOVEN TRET 228, REORE) & %
BNy 72 BEITHR L 1 [\ 10mg XU 1 [A] 20mg % IRENDZ EiFpnizd, MEE IR CRAAT
LH2E, 6128 EMEKEET 2561, AR Zr, (A EoRE] OHEBMR)
B CURMERBERNIEH L TV I & 2R
HZ &, 7P, AL E 20mg O 1 H 2 [\ 5T,
NRERAE CTEEORIREEZ R LIZGAICIR
% [ THERARE) DEBH) |
B LARKN DS R L CRBUE OB D & % B#F L AFI ORI xt UIBBUE DBEERE D & 2 BFE (1) AR ORSTZ3E T 2 RBIE OB ERE D & 5 B4
2.7 AV F UGB, Ve ) VEBE ARG T | 2. 72T e ARRE., Ve ) Rk s s Q) THEYFUEAREE. VA YY) CEERE A &
DEE ( THAEER] oEBKR) hoBE GrhogE ( THEER) oESH)
( FEAEMH) oBESH)
J Hl) — — —
2®2a
HHED | <x¥F> v AH7 L 10mg, [F20mg> <Y = MESmg, [A 10mg> <FrFuriTe15 [ 30>
HE LEERE ROBEFICREEBIRETSZ L) LEERLE ROBFITEEICEEFETHILE)
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1.7 [RIFE IR h i — B &
— gL I AT T == TR AR

—RE %
b1

TV RS S — )= TR KR

GRS TG —)LF Y 7L

FUITT =

(DIEYIRBUE OBEERED & 5 B

QFEEDH 2B [RANTFHTLTHY | fh
BENEL R2BEARH D, 1 ( [3EmEHE)
DIES )

Q)EEE ( [EERE~OKY) OHEBMH)

2DEERERNER

(WIRFICH > T, Bz Hoic@lgz L., wikic
b CIRR ELER/NBOMRICE EDH L, F
7o Mg, ITHERE. BRERREICIEET L2 L,

QWM IE R OMERHRIEICOWTIL, B% - B
EREDIERTERBFICH LELG TS L L L, Ak
FHRIEOMBEOROVBEICEETHZ DRV E
IRET LI L, Fio. MERFRRIETIZEMMICN
WEREZ EM T 2578 EBEE A7) 2 &
PELV, 2B, ROFHEIZHPEET DI L,

DFFJE OBEEE, JER OS2 5 8 L CHERpRE
OHELZERTLZ L,

) FLFRARREN BAF IR T2 T B LIt S 735 &
AR IR E EET L L,

3)1 H 10mg OMEFRFRIECTHENRD bNTHEIT 1
H 20mg CTHIAEEZITH> 2 &, 7272L. 1 H 20mg
OHEFFFRIE CTHREDRBO bLEHEE, HDH0IET
B R ERA i, T E S ORER AR D
LTS AIE. WO THRERESEZTV., 20
FERICE ST OB O 22 IR IR D B 2 5 2
LEBETLL,

DEMMIC iR, e, BHESEORELITH
ZEMEELY,

QB)FEV D AMEE RIEWE BT OIERE B E LT
AR 25T 25813, KOFHICHEET D

1LEE#RL (ROBFIIERICRE T L)
(1)ZEREIE OREEE O & % B3
QFEED® 5 BE

UHFEZE RS CHEMEO®RE R H 5, )

B)EimE [ [EiE ~0&5 ] OEHEM)

2LEELREANER

(ANERIC DTz > TTRRR A+ ITBZE L, ki
UiaiE F LB R/NROFRHIZE YD Z &,

IAF OG- PITIE, MRECITHRICEE L., &
R M RO « AL FREZITH 2
EMEFELY, o, BEXRRDONEEITIE
Bl i3 57 CEERLEEZTTO Z L,

(3)F &S, IS, WEENEE. O AN
HEEWTUEIC WL, B AR 15y
TRWVWOT, HRRIEITHW WS R E L
W,

(AW FEPERE R OHEFFIEIC DV T, % - B
R IRTEES TS0 R T AL B EX —IT
LD TR eI LTI 28k
L. AR, HERFRIEOMEDRWBHIIT) Z &
DIRNWEOIBETDHZ L, £, BFHIR, 7V
o — VB RS O ATEEEOWERK b, &
iR IE N RN D72 0 fkBE T 2 BB I IR U
WEEBET LI L, B, HERFRETIENR
NS A T 57 EBIR A +oIlciTH Z
EIREE LY,

BIFEO D AMEE BIEWFAEIC DWW CiE, BR2Ic kY
Masol) . BB OMRAER RV K L A 5D
2 (1HEMHEY 2 L) 2RO K57
DT L, B, ARORERHE, RiEEEOH

(1)FEW A BUE DBERIE D & 5 B3

CITFEED & 2 8F [AFORH, PRl BTS2
ZERBHD, ]

B)EimE (M E ~D# 5 DHES M)

2. BERERNEE

(ANERIC DTz > TR A+ ITBZ L, kiR
UiaiE F LB R/NEROFRHICZE YD Z &,

QEEE. +_HBEE. »aMBEEIENT %
A, BEMOMHRBRIT 5 TROODT, MR
FHIZIEAOWRNZ ERZEE L,

(3T AE R DHERFFIE IS DV T, % - AR
R ETREICH LIRS THZ L L L, AkHME
FHRIEOLBEDO R WBFIZERET 5 Lok
IYREETHZE, /2. 1 H 1H30mg i 15mg
DO HAZ L 0 FERIRRED BRI 0 M3 2 0
BT, WEXIEHREPILICEVERT I BZN
RONEHETENDSAIE T B 1A 15 ngl2 & x
Ik 5 2 L, ks, HERFRIETIZEBIR I
BRAE L FEMT D70 LBEE 3T O 2 LR
FLV,

(AFER S At B REFTIE OISRV TE, &5
Plth 22 B L L COREMR L, EROL
EHA 252D B WVEEITIE, B LIS O R
K35 2 BALD oD DB R IRE~DE L 55
BTa2l ([ZofioidEl OHEESH) |

(BIFETR B Atk B REFTIE OISR IZ WL, 2
12 &0 oS, BRSO BERWTAEIR 23 0 3K L A
bhnZd& (LEM&ZY 2L E) ZH#EO D
2FEETDH L,

B, ARNIOBRGHERE, BE RS O EMEE M
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1.7 [AIFERIZh & —
— gL I AT T == TR AR

— 894
b1

TV RS S — )= TR KR

GRS TG —)LF Y 7L

FUITT =

&,
n&%:%LTiW%ViD%%H\nm RS
FEWAEIR S VIR LA b D Z & (1M B
V2 BEL) ZE#EROERETL L, B, K
FlOe 5 g, R8RS O EIEER & UMt oo 1
LA RBIC K2R ZER T2 2 & nb D0 T,
WHBIRESICL Y Zh O DRBE TRV & %
WEH
m#o%hénﬁL TIE DRI IC DOV TIE, 5
Btk 2 %A AL E LCHREMRL, ERO%K
B 2GR B R WA I, BRSO IR
KRB Z b5 oo RIER~DEE L5
BTsZ &
DAEFNE~Y anxy g — .- vrl OREOHMBICH
LRI, BRERBEICAV SR Ao IRA O R
TR EN TV DIEER, MEHSL, ERR
RBITERSE DM EOEBRAELTHR TS Z &
3AHEEA
AN, & UTIHMHIEESR CYP2C19 K U—
CYP3A4 TR# &N 5,
Fio, KA OB B WMHEERC L0 o O S
ORI E EAIIRTEEDZ &M H D,
(OPFRER (BFRALARNZ L)

WFNAE | BRRAEIR - B8 T | BT - falRIAF
T AW e T Z Y ERRER | A A O H kS W
i BRSO EH A& IREE T 5 | Ml E IS
(LA T 2EARD D, VA A Al =
) 1% Y D Vs iR P 23

KFL, 7%
7 L O I

PERES K Ol D VL8R RIS K DR & R T %
ZERHDHDOT, WHEMEEICLY 2N b DR
BTN EERRTIZE

B)FEON S ANEE BE W (/ILT‘@(LV? WIZOWTIE, &5
Ptk 22 B2 L L COREMR L, JEROL
FHEE DD IRV EITIE, BRSO
K235 2 B D T2 DT e TR~ D H & R
sz

(TIAFNZ~Y 237 Z— - vu U OREOHBNIH
WABRIZIE, BRETRFICH W LN B MO IRAI O
fMFICEBEN TV DR, EERS, Bk
RBITERSE DM EOEBRELTHRA TS Z &

3AHEEA
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AN, F& LTFBCTRFINDID, mlE T
AT, £ OMAEBEKESME T LTS Z N
20T, MAENSEGZBET 57 SEEIC
BehHTHZ L,

6 JEIR, PR, RILBE~ORE

(DTS« 0T TR LT 5 ATREED & DI A
IZi%, B LR RENERMES EF S &Op &
NOGEICOREETHZ L, HHRPOERSIC
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V= CO®YER (7 v MEH Smgkg) T, &
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EEL, EHFEEHATL L
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AFNIH 15mL DOAICEE L, 2~3 /MEEENT
HERE L COLRAT A2 ZENEF LY, B
BRI, BRI B FREME B D 72D 30 4y
DANICIRAT 2 Z LB EE LV, A%, FaiC
RN TE - 2 EIE. S HITKREMZ TRE L,
RAT5Z &,

AN BRI L, BRI L ITBIB% O
FIRES T, FEETLZL

10.Z DDEE

M7y MERKDO T EIRKTHLARAT TV — )L
1.7mg/kg UL E& 2 EMIRA#E L BERR T,

WHNVTF A RORENRBE LT EDORENRH
Lo TOHNTF A ROFAEITITT v MFRERFR
MHERFRD LTV D,

QAFKIOEMBEETIZEOTF R — T 2Bz &
DWERD D,

GAFIOBE N, B L HERERMT 52 &N
HHOT, BEETRNI LEBERLTHRET S
&,

DHIED S AMEE BB REDOIERIZBW T, BiEN
B OmY 27 ThdHEBZ BN T EEA .
Hil~n =T 2 BT 2BEFONTRICHEY L
RN EITIIARRI OB R AT H IS < W ATHE
M d 5,

WM BT D EBOBLEHI T, Tu bR
AU EEZ—IC X DIRFITB W THHEEICES
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DEEESNTW5, R, mARKCESM (1
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15mg/kg/ H BL EOFET 350 T B 00 ks B 0 i
DI, £ 7= 5Sme/kg/ H LA EDOFEIZIBNT
BOANT ) A FEENRZED LN TR MZ T,
HEZ ~ b 15mg/kg/H LA EROWET » b
50mg/kg/ H PA EOFEIZ F6 N CHREEZEE O F8 A 1%
DEMHBRD LI TN D,

1 B BT R B O IR ZE R 2 DWW TR v T A D
MNAFMHERER, A X PV OFEERBR TR b
T.T7 v MR REEEZEZ b5,

Q) Ty MZFrYFFTV— (15mgkg/HLLLE) |
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v —/v (100mgkg/H) . 7EFT TV K
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(25mg/kg/H) % 4 ARG DG U7z
T, TEFXF VY LKFIE B BD D0
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BV TR ORI TR |

41




1.7 [AIFERIZh & —
— gL I AT T == TR AR

—fER& RS A R B/ SN L) FRFZY—)LF YT L T T T =)
L}
HL L) ORBEEZITIZRET, BITOY AN (6) VD AMEE BIEWFRAE DIEHIT I T, iEN
wme iz, e Dm U A7 Th D EEnE . BE . &
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1.8 IRAFSCE (%)

— L Y R T T — = TR Ak

BERVEMAZE &

AT D M5 M P HEEZ DL TSR T,

BREER U EPIAGE FAFEDEREA

AU Anastomotic ulcer : W& &5

AUC, Area under the plasma concentration-time curve during a dosing interval :
BEHBR (0 1231 D mSE R — RERT R T A

Cnax Maximum plasma concentration : iz MLE A

D961H Esomeprazole magnesium hydrate : =Y X 77 ' — )L~ 7R 7 LKFIH)

DU Duodenal ulcer : |- f5IHEE

EGD Esophagogastroduodenoscopy : _FHRVHEALE NS A

EPZ Esomeprazole (the S-enantiomer of the racemate omeprazole) : = A 77> —/L

(FATZ Y —1D SK)

GU Gastric ulcer : H1EE

NERD Non-erosive reflux disease : FEOND AN H BB WIiTAE

RE Reflux esophagitis : it & IE

7ES Zollinger-Ellison syndrome : Zollinger-Ellison Ji {5 #F

H N pH>4 D¢ #

Percentage of time with intragastric pH>4 during 12 hours : 12 ] 5 B H N pH

N4 & FES TR oS
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1.8.1 ZNEE -

BIRE -

PR () RUZDHRERN

hE (F) ITHOWTIE, AFX T T A H 7L 10mg, [Fl 20mg K OV 3 7 2Rk F kL

578 10mg, [ 20mg & HIZBATORF 27 A% 7L 10mg, [F 20mg & [F—CTd 5,

<ZhHE - 2R (F)

P XX LT LA T IV 10mg, T T L RERE RIS 0 10mg >

BIRE -

EUES

OBEE. + HEBIEE. W MEE.

W BB A

FEOS A RIEYIRAE, Zollinger-

Ellison JEMERE, FEAT A RPEHURIEREY 51523 1F 2 Bi&E XX+ FRI5TEE O FHI3 )
RHET A ) U EERICRBIT 2 8IS T+ RIS O 54
OFFICBITDEAY any Z— . vl OBREOM

BiEE., T 45EE. H MALT VU o N, BstEf I MWas o MBS, B EmIc 45
REERTIRIIEE ., ~Y a s Z— . 2o U kieE %

P AF T LTIV 20mg, T DT LR RIS 0) 20mg >

BHRE -

EUES

OBEE. + _fEEE. WEMIEE., Wittt/ iEZ%R, Zollinger-Ellison JEERE, JEAT v A Rk
PURIES S 50512800 2 BigE T+ BRSO mRME, (KAET7 ALY U EERNCBT

% B XU HRNGE T O ]

OTFTRICBITHA~Y any zZ—. v'ra ) ORE OB
HigE., + IR5IEE. H MALT U U 3E, RRRPEM MOsO TEREER ., RS mIck3+ 25
B GE ., ~V axyZ—. o U EYE %

[ERXEAR#HL]
BN OVAYAR
1.8.2

% - &
<HiE - HE

() ZUTOLBYREL,

(%)

A& - AE () RUZDOHRTEREN

L R XU LA T 10mg (FRREEM) >

28 BT

LR

OBBEE. + _+HmEG.
Zollinger-Ellison JEEHE

WH, RACIZ= Y AT T — e LT 1 [H
20mg & 1 H 1 ERRAOKET 5, o, W8,
HIgE., MEEE i 8 MiE T, + 21
IS ClL 6 Ml £ T E &35,
Ot REIER

WH, RACIZ= Y AT T — e LT 1 [H
20mg & 1 H 1RO 5, el W8,

W) G T 5

OF®EE. +HBEE. WaEHEE.
Zollinger-Ellison JEEHE

BRA

W, RAZIZTZ Y AT T = LT 1 [
20mg & 1 H 1 [ERRAOKEGT 5, o, 8.
HIEE . WAERE Ik 8 M E T, + 45
IR ClL 6 Ml £ CoE &9 5,

MR

W, 1 A EDINIE K OVNRIC I Y AT




1.8 W ()
— R4 AT T~ TR AKF

QEMIE THE LT 5,

SHITHZE - HRREEY BRI WA E R D
HMERPRIEIZEB W TTIE, 18] 10~20mg % 1 H 1
FRE OG5 5,

OFE S ANEE BE e

WE . AT ii/%77/~wkbfl@
10mg # 1 H 1 BROEET 5, e, @

4B ECORE LTS,

OFEAT v A REGIRIESRKEE G % HiE
BT FEREIE O B I

W, RAIE= Y AT — LT 1 |
2%gélalﬁuu&5¢5
OEHET ALY Y UHBERICEIT A EEEIT
+ FR IR O B

W, RAIE= Y AT — LT 1 |

Z =)L LT, {KHE 20 kg AR CiE 1 [A] 10
mg %, KH 20 ke DL ETIERICISE C T [H]
10~20 mg % 1 H 1 [BEOHELGTDH, BB,
Wy, HiEE., WEEIEE I 8 WM E T,
+ = ?aﬂﬁ{arfi6 A coRbG LT 5,

Ottt

BRA

W, RAIE= Y AT T — e LT
20mg &= 1 A 1 [ER&O#EE535, 72, @
SHME TH#E L+ 5,

SIHITHZE - HREEY BT WEAE R D
HEERFRIAIZB W TIE, 118 10~20mg # 1 H 1
EREO&E59 5,

N

W, 1 EOS R R OVNRIZIFE Y AT

1 [=]
s

20mg % 1 H 1 F#EAOEE9 5,

O~Y anyg— . vnl OREOHE)

WE. AT Y AT T =1 LT 1 H
20mg, TEXTUYU K E LT 1 H
750mg (Jiffi) ROV Z U Au~A kL
T 1 [\ 200mg (i) @ 3 AlzFEFC 1 H 2
B, 7 HREEOEEGT 5, 2B, 77U A
~ AU, RBEIDS U TCHEHEMET S L
MWT&5, 72720, 18] 400mg (Jiff) 1 H 2
Fx LRET D,

Ja Ry TIAveERE— TEFVUY
VKWK OV ) 2nwA D 3 FlRS
Kiémvzﬂﬁ&~-EDU®%%ﬁEﬁ
A DGET, TR SIEE LT,

HEL, A ii/%77/~wkbfl@
20mg, TEXTUYU UK ELT 1 H
750mg (Jifff) K OA b=y —L L 1L TI1
[B] 250mg @ 3 FZFIREC 1 H 2 [\, 7 HRE#E
A5 5,

?7~W&LT\¢Emﬂm$ﬁfi1@w
mg %, KH 20 ke DL ETIERICISE C T [H]
10~20 mg % 1 H 1 BEOHELGTDH, BB,
W, S ETO®RE LT,

OFEO S ANEE B TE W HE

BRA

BE . RAIZ ii/%77/~wkbfl@
10mg # 1 H 1 BRROEET 5, e, @

4 ECO®RE LTS,

/AR

WEHEL. 1 EOSIEROVNRIZE Y AT
F = LT, 1M 10 mg & 1 H 1O
BHEYT 5, ek, EE, 4 HEE TOEE L
T 5,

OFEAT A FUEFIRIEREK GRS HiE
BT+ T FR RS O s

W, RAIE= Y AT — LT 1 |
2%gélalﬁuu&5¢5
OBHAET A Y UEERIZHBIT 5 BIEE T
+ T FRIBIEE O B

W, RAIE= Y AT — LT 1 |
20mg % 1 H 1 FREAOEE9 5,

O~ any gZ—. v'r U OREOMD)

W, RAIE= Y AT — e LT 1 |
20mg, TEFXFTUYU UK E LT 1 E
750mg (Jiffi) ROV F U Au~wA kL
T 1 [\ 200mg (i) @ 3 AlzFEFC 1 H 2
B, 7 HEREO&RET S, 2B, 77U Ao
~ AU, RBEISL CHEEHEET S L
MWT&5D, 72720, 1[0 400mg (Jiffi) 1 H 2
Fz ERET D,

Ta kR TFAL e EX— TEXFVVY
VKT OV S ) 2aw A oD 3 FlEE
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— R4 AT T~ TR AKF

Kiéﬁuzﬂﬁ&~-EDU®%%ﬁEﬁ
RERH DAL, b DiE# & LT,
HEL, A ii/%77/~W&Lfl@
20mg, TEXFTUYU UK ELT 1 E
750mg (Jifff) K OA b=y —L L L1
[B] 250mg @ 3 FZFRIREC 1 H 2 [\, 7 HRE#E
A4 5,

<Mk - & (B

L XX T LA TR 20mg (FRREREN) >

28 BRI

L

OFH®E. +_HBEE. i
Zollinger Ellison JE g

I PN ii/%77/~wkbfl@
20mg &= 1 H 1 [ER&O#EE53T5, 72k, @

BIEE., WEEIEE T 8 M E T, +:%
Hﬁ{arfi6 B Cco®b LT 5,
OWFEttaE

ST mk T ATTY— e LT 1 [a
20mg & 1 H 1 ERRAOKEGT 5, o, 8.

i1
M E TG LT 5,

S DTS - AR Y IR RIER D
HEFFEEICEB W T, 18] 10~20mg %2 1 H 1
[EIfE A mES SR AP
OFAT v A RIEFIRIESRE 5REC
5 XX RS O S H
WE. AT Y AT T =1 LT 1 H
2%gélalﬁuu&5¢5
OBEHET A U #5HIC

+ FEAE S O R

WE., AT Y AT T =1 LT 1 H
20mg 1 A 1 FE#EOEE9 5,

O~V anyg— . vnal OREOHE)

WE., AT Y AT T — 1 LT 1 H
20mg, TEXFTUYU K E LT 1 E
750mg (Jiffi) ROV F U Au~Af b L
T 1 [\ 200mg (i) @ 3 AlzFEFC 1 H 2
B, 7 HREREOEEGT S, 2B, 77U A
~ AU, RBEIDS U TCHEHEMET S L
MWT& 5D, 72720, 1[0 400mg (Jiffi) 1 H 2
Fx LRET D,

Ja RV TIA e ERE— TEFVUY
VAKFMIR OV ) 2awA D 3 FlRS
KiéAU:N7&~-EDU®%%ﬁEﬁ
R OBE . b biE# & LT,
NN PN ii/%77/~W&Lfl@
20mg, TEXTUYU UK E LT 1 E
750mg (Jifff) K OA ha=4>—L L 1L TC1

BUI5HEE

B 5 HEE T

OBWEE. + _fBBiEE.
Zollinger-Ellison JEEHE

BRA

BE. A ii/%77/~wkbfl@
20mg &= 1 H 1 [ER&O#EE535, 72, @
BiEE. VEEHERE T 8 Wi E T, +:%
EE Tl 6 MM E Tn&ks5 L35,

/NR

W, RE 20 kg LA EOSEROVNEIZET
VAFF = LT, JERL KLT1EUO
~20mg # 1 H 1 FIREAFEGST 5, s, i@
W, BIEE. WEEEE I 8 MiE T, +
gh%@f1i6 AfflE cofb L35,
OWiFEtEaE

BRA

W, RAIEZ Y AT T — e LT
20mg &= 1 H 1 [ER&O#EE535, 72, @
QEMIE THE LT 5,

SIHITHZE - HREEY BT WEAE R D
HEFFEEIZRB W T, 18] 10~20mg %2 1 H 1
FREOG53 5,

/AR

W KE 20 ke VA EOSIE R OVNEIZIET
VAFF = LT, JERL KLT1EUO
~20mg & 1 H 1 FREAFEST 5, s, i@
. S WM E ToRE LTS,
QIR T a4 RUEHIRIEIREE R
BT+ T FR IR O B
W, RAIE= Y AT — e LT 1 |
2%gélalﬁuu&5¢5
OBHET A Y U EEC
+ FRIBIEE O B

W, RAIE= Y AT — LT 1 |
20mg 1 H 1 F#EAOEE9 5,
O~ any gZ—. v'a  OREOM)

W, RAIE= Y AT — LT 1 |
20mg, 7EXTUU UK E LT 1A

W) G T 5

1 [=]
s

B HEE

B D HEE T




1.8 W ()
— R4 AT T~ TR AKF

[B] 250mg @ 3 FZFRIREC 1 H 2 [\, 7 HRE#E
A5 5,

750mg (Jiffi) ROV F U Au~Af b L
T 1 [\ 200mg (i) @ 3 AlzFEFC 1 H 2
B, 7 AEREO&ET 2, v, 77U RAnm
~AUF, MBS CHEEHEETSZ L
MWT& 5D, 72720, 1[0 400mg (Jiffi) 1 H 2
Fx LRET D,

Ja Ry TIAveERE— TEFVUY
VKWK OV S 2awA D 3 FlRS
Kiémvzﬂﬁ&~-EDU®%%ﬁﬁﬁ
A DOGET, TR SIEE LT,

HEL, A ii/%77/~wkbfl@
20mg, TEXTUYU K E LT 1 H
750mg (Jifff) K OA b= —L L 1L T1
[B] 250mg @ 3 FZFIREC 1 H 2 [\, 7 HRE#E
A4 5,

<HE - HE (8B - 313 v U LR AR

w0 10mg (AR A 724 10mg & DFEfk) >

28 BT

1%

OFEE. + _HEBEE. WaMEE.
Zollinger Ellison JE g

HEL, A ii/%77/~wkbfl@
20mg &= 1 H 1 [ER&OEE535, 72, @
HI&%. W& TFFT&S@WET +:%
IETEE Tl 6 AfflE Cofh L35,
Ottt E

B WA T ATT— Lt LT
20mg &= 1 H 1 [ER&O#EE535, 72, @
M E TG LT 5,

S DTS - AR Y IR RIER D
HEFFEEICRB W T, 18] 10~20mg % 1 H 1
FIRE D& 575,
OIS AM:HE BIE LI

HHEL, A ii/%77/~wkbfl@
10mg # 1 H 1 RO EET 5, ek, @
4AMETORE LT 5D,

OFEAT v A RHEFIRAESEE 5K % HiR
B XA AR O TR I

WE. AT Y AT T =1 LT 1 H
2%gélalﬁuu&5¢5
OBFHET AV EERIZBIT 5 B 1EE X
+ FEAE S O TR

WE., ATy AT T =1 LT 1 H
20mg # 1 A 1 EREA&RET 5,
O~V any Z—. v'a ) OREORB)

WE. A=Y AT T — 1 LT 1 H
20mg, TEXTUYU UK ELT 1 E
750mg (Jifli) ZOZ7 Z ) Au~vAf &L

1 [=]
s

OHEE. + B RE. e iiEE.
Zollinger-Ellison JEEHE

OMiME£E %

BRA

BWE. RAIZZ AT — e LT 1 [H
20mg % FHFFK TR LT 1 B 1 R O#S53
5, ek, W, HEE., WHAHIEETIE S
W FE T, +EBEBETIE 6 AfE ToR
5&95,

/NR

WEHE L 1 Pl EOSE R OVNRIZE Y AT
?7~W&LT\¢Emﬂm$ﬁfi1@w
mg %, KH 20 ke DL ETITERICISE C T [H]
10~20 mg ZHRPKCE@B LT 1 H 1 B0
BHET 5, ek, @mE, BiEE. WEHEE
Tk 8 A FET, RS T 6 M E
TR LT 5,

BRA

W, RAIE= Y AT — e LT 1 |
20mg & HFPK TR LT 1 B 1 R O#S53
5, 7pB, @, SHFETORE LTS,
S HITHFE « PR A MRV R W Rl 2% D
HERFIRIEIZ B W T, 1 18] 10~20mg % KK
TEELCIE1RRO®RET D,

/NR

WEHE L 1 P EOSIE R OVNRIZIE Y AT
?7~W&LT\¢Emﬂm$ﬁfi1@w
mg %, KH 20 ke DL ETIERICISE C T[]
10~20 mg ZHRPKCE@W LT 1 H 1 B0
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— R4 AT T~ TR AKF

T 1 [\ 200mg (i) @ 3 AlzFEFC 1 H 2
B, 7 HREEOEEG TS, 2B, 77U A
~ A UF, MBS CHEEHEETSZ L
MWT&5, 72720, 18] 400mg (Jiffi) 1 H 2
FE LRET D,

Ja Ry TIAveERE— TEFVUY
VKWK OV S 2awA D 3 FlRS
W&o~ anxs 5’~- v'r U OFREIRHEN
REZhDBA T, b DiE# & LT,

HEL, A :t:t/%77/~/w:bfllil
20mg, TEXTVY UK E LT 1 E
750mg (Jifff) K OA b= —1 Lt L1
[B] 250mg @ 3 FZFRIREC 1 H 2 [\, 7 HRE#E
A5 5,

BHEYT 5, ek, EE, 8 HHE ToOEE L
T 5,
OFEO S ANEE B TE W HE
BRA
W, RAIE= Y AT — e LT 1 |
10mg % HEK T LT 1 H 1R O#ES53
5, 7pB, ., 4HMETCORE LTS,
/NR
WEHEL. 1 EOSIEROVNRIZE Y AT
?Y—NkLT\I@IOmg%@ﬁ*T%@
LT 1 H 1 mRn&E545, 2, @, 4
AW E cogbLT+5,
OFEAT uA FUEFIRIEREK GRIZBIT 5 HiE
BT+ T FR RS O s
W, RAIE= Y AT — LT 1 |
20mg & FHFFK T LT 1 B 1 R O#S3
Do
OEHAET AU B HFICEIT 5 8185 T
+ FRIBIE S O B
W, RAIE= Y AT — e LT 1 |
20mg & FHFPK TR LT 1 B 1 R O# 53
Do
O~ any gZ—. v'a U OREOMH)
W, RAIE= Y AT — LT 1 |
20mg Z HRFKTRE L C, 7EXFT U K
il LC 1 I8 750mg (ff) KO 7V A
n~A & L1 E 200mg (i) @ 3 Al
ZEEFIC 1 A 2 [\, 7 BRI O#&RS5T 5, 72
B, 77V Aa~wA 0%, LEISEU CHE
WMETHILENTED, 720, 1 1
400mg (Jifff) 1 H 2[A% ERET 5,
Ta kR TFAL e EX— TEXFVVY
VKT OV S ) 2aw A D 3 FlEE
Kiémvzﬂﬁ&~-EDU®%%%ﬁﬁ
R DOGEIT, b oaiaE s LT,
BE. AL :t:t/%77/~/w:bfllil
20mg Z HRFKTRE L C, 7EXFT U K
iyl LC 1 I8l 750mg (Fiff) HOVA ha=
&=L LT 1 [A] 250mg @ 3 Fl & RIFEC 1
H2[F, 7 HMKEO&EST 5,

<ML - HE (8)  xF vy LEREMER

£ 20mg (TFHREERH 7 &L 20mg & DEik) >

28 BRI

L

OBEE. +_HEmEE. WaimiEzEs.
Zollinger Ellison JE {5
WE . RAIZZ Y AT T — b LT 1 lEl
20mg & 1 H 1[04 5, 72, @

OHEE. + B RE. WaHiEE.
Zollinger-Ellison JEEHE
ﬁA
WH, RAF=Y AT I — e LTl [




1.8 W ()
— R4 AT T~ TR AKF

BigE, MEHEECIX 8 BME T, + 4
e Tl 6 M E Colh L35,
Otk a5

WE, AT AT T = LT
20mg &= 1 H 1 [ER&OEE535, 72, @
8 E TG LT 5,

S DTS - AR Y IR RIER D
HEFFEEIZEB W T, 18] 10~20mg 2 1 H 1
Mk 5,

OFEAT uA FUEFIRIEREK GRS HiE
5 XX RS O S H

WE., AT Y AT T =1 LT 1 H
2%@%151@&D&5T6
OBFHET AV VEERIZBIT 5 B 1EE X
+ FEAE S O TR

WE. AT Y AT T =1 LT 1 H
20mg % 1 H 1 F#EOEE9 5,

O~Y anyg— . vnl OREOHE)

WE., A=Y ATZ7Y— 1 LT 1 H
20mg, TEXFTUYU UK E LT 1 H
750mg (Jiffi) ROV F U Au~A b L
T 1 [\ 200mg (i) @ 3 AlZFRIFFHZ 1 H 2
B, 7 HREREOEEG TS, 2B, 77U A
~ AU, RBEIDS U TCHEHEMET S L
MWT&5D, 72720, 1[0 400mg (Jiffi) 1 H 2
Fx LRET D,

Ja Ry TIAveERE— TEFVUY
VARKFMWIR OV S 2awA D 3 FlRS
Kiéﬁvzﬂﬁ&~-EDU®%iﬁﬁﬁ
R DA X, b DiE# & LT,
NN PN :t:f:/)(77/~/w:bfllil
20mg, TEXTUYU K E LT 1 H
750mg (Jifff) K OA b= —1 L L1
[B] 250mg @ 3 FZFIREC 1 H 2 [\, 7 HRE#E
A5 5,

1 [=]
s

20mg Z K CREB LT 1 B 1 FREOEET
5, ek, W, HEE., WAHIEETIE S
W FE T, +EBEBETIE 6 HfE o
5&95,

N

W, RE 20 kg LA EOSEEROVNEIZ T
VAF5—)L e LT, ERL mLT1EUO
»@%m%%ﬁmf%ﬁbflalﬁﬁuﬁﬁ
T 5, 7ok, EE. BiEE. MEHEE T
8 WM F T, + IEBREETIE 6 HMFE TO
B’E5 L35,

O MM £E %

BRA

WE., A=Y AT T — e LT 1 A
20mg & FHFPK T LT 1 B 1R O# 53
5, 7pB, %, SHERFETORE LTS,
S HITHFE « PR A MR Y SR W Rl 2% D
HERFRIEIZ BV T, 1 18] 10~20mg % KK
TEELCIE1RRO&RET D,

/AR

W, RE 20 kg LA EOSIEEROVNEIZET
VAFF = LT, JERL mLT1EUO
~20mg ZHFK CREE LT 1 H 1 RO EE
5, kB, @E, 8§ @FEFToORE LT
o

OFAT A FHEHIIE IS GRS 5 Bt
BT ZFEREIE O B I

WE., A=Y AT =1 LT 1 [
20mg & AR CIRE LT 1 H 1 B a5
%

OEAET ALY VLRI BiEE X
-+ e iE O IR IH

BWE. RN AT — e LT 1 [H
20mg & HFFK T LT 1 B 1 [EREO#S3
60

O~ Ry Z— .« v ) ORRE OB

W, RAIE= Y AT — e LT 1 |
20mg Z HRFKTRE L C, 7EXFT U K
il LC 1 I8 750mg (ff) KO 7V A
n~A & L1 H 200mg (i) @ 3 Al
ZEFEIC 1 A 2 B, 7 BRI O#&RS5T 5, 72
B, 77V 2a~A 0%, LB U CHE
WMETHIENTED, 720, 1 1
400mg (Jifff) 1 H 2[m% ERET S,
Ta kR TFAL e EX— TEXFVVY
VKT OV S ) 2aw A D 3 FlEE
WCEDAY any x—. ol OREERN
R OHEF, b bR s LT,
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W, RACIZ= Y AT T = LT 1 [
20mg Z HRFKTRE LT, 7EFXT U K
iyl LC 1 [8] 750mg (Fiff) HOVA o=
&=L LT 1 [l 250mg @ 3 Fl & RIFEC 1
A2, 7 A& ERES 5,

[ERER#L]

GU. DU, AU, NERD. RE XX ZES # AT 5 IIHTLHE8VOH D 1~14 5D/ EE % %t
G b LIZENE VI AERER GRER D961TC00002) OfEHEIcE-Sx, [HiE - HE OHEZRE
L7,

BIMERGIE H & U7 baERIE, MSa%aBRIZEBV T D961H 10 mg XX 20 mg & £ 5 S 7z
AARNNRBE THENZD b,

BEHABRTHONTNUCB T 5= Y A7 — VOgEFERE (AUC, KTY Cua) & ECA & LR
Li=& 2 A, {RHE 20 kg KD BH~D DI6IH 10 mg Fe5-1%, HA~D 20 mg 5 & [FIFLHE Dig
BaoR L7z, E72. 1~11 5D 20 kg LLEOBH ~0D DI6IH 10 mg #H1E, A~ 10 mg -
L U CRRE b L <1300 OEFE 21 L, 20 mg #5013, RA~D 20 mg 5 50 b
DDA SD 40 mg R EITITWVIREE 278 L7z, 12~14 5~® DI61H 10 mg 254 T 20 mg #%
HiX, ZREIRASD 10 mg 5} T 20 mg $¢5- & [FIFRE DRz 2 7~ L7z,

GU. DU, AU. RE. ZEZHJHBAXANNREBEDOAE - A2 (B)

{REE 20 kg RGO BHANNREFITR LTI, 10mg Z2H5 Lz & X OBRENEAIC 20 mg %
BHLIZEZOBRBELERBE CH-=2 L, F£72 GU, DU, AU, RE X' ZE ® H AR NRABHE
\ZFI1T % D96IH O - HE 20mg 1 H 1[I THHZ &6, GU, DU, AU, RE X' ZE %
T 5K 20 kg RO BANNEBFIZEBIT S DI6IH O - HEIL, 10mg 1 B 1 [RIA3%Y
ThdrEEZT,

{KEE 20 kg UL ED BARNNREZIZH L TiE, WTFROERBICBW TS 20mg OFEICLY
RAIZ 20mg 25 Lo & S ORE L FRE S LIXZh U EOB@ENRG o2 &, 2 1~
11 5k DR 1T I T 10 mg G- RFOBREE DO SFEJIAA~ 20 mg $25- L7 & & DigEE & i L T
o =iy, FIFRREOIER MR L7z Z 206, GU, DU, AU, RE XU\ ZE #H T HKE
20kg L EDO BARNNRBFIZEIT S DI6IH ML - &L, 10~20mg 1 B 1 [Fl& L, EAiD
HIWTIC L DA FREL T 2 E NN Y THDH EE T, 2. 1~11 HWOWERHEIZ 20 mg &
H L7 & XOBEENPKRAIC 40mg 25 L7- L X ORE L FRREOEERENA LN, BAAN
FRNBE~D 40 mg F 5 OREVEFHER SN TEY (R v U A0 72 AGERFEEMEE [2011
F7 A1 ZR) | 1~11 s 20 mg A G LT gEBRE OZ 20T — 2 \ZHRRAIC - & 72 D15 R
HLAEFLNTWRWZ Enh | Flna b3 RE 20 kg DL EO/NREEIC 20mg 2& 5525 Z &%
HHKELEZT,

R BYUHARTIE, AU KUY ZE O/NEBEIFMAAN SN 7oy, MLEBZICENTY
AR & [FIFEEE O H il a md 52 6nb 2 &, #h5 8 Ml E COREMENHERIN
eZemb, TNHLDORBOEOD Z LITRYELEBE X,

10
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NERD #859 5BANDNREZORE - AE ()

A A AR NERD FBFIZH51F 5 DI6IH OHE - &L, 10mg 1 H 1 [EITHD, 10mg 5
L7e/NRBEIZB W T bR EIRDUEN A BN 2 &b, AARANNEL NERD BFIZBWTH
i A NERD HERIEEIC 10mg 1 B 1 [ENZY &5 27,

1.8.3 FERALEDIE () RUZDHRERL

AFIOFH EoEE () 1 [EEAERLSMHSIEORESEFEIZOWT)  GEFRE 606 &, 3
59 5. R 9 4 H 25 BN RO TEFEAEERSOMEH EoFEGLHEEFEIC OV T

(HEFE 607 . KA 9 4 4 A 25 Af) [THERLL | BRRSBRAGEICE S ERRE LTz, 70d,

ARHEICEE Y BH IOV TIE, FRTRLT,

rmﬁ

<FHEOEE () : AX T UL 7B/ 10mg KO 20mg, 15T 7 LERE TR 10mg
KON 20mg >
A EOREE (%) B TE DARHL
(=] ROBFIZITEG LN L) [(#=] o=

LAFIORSTR L CRBUE DB EED & 2 B BErkag o %/WAw7twumg&Ummg@
27 AV EAMEBE, Ve e ) VERBEAREGY | SERICECREL, (EEARL)
DEE ( HHAEM) OB

<Hhfe « HRICBEE S EoERE > <ZHEE « BRI B ] Lo EE>DE

1L.3EAT oA RMEFIRIEIRE GRFIZR 0 2 BiEEX =0
AN %%u@z%:ﬁAW7jwumg&0mmg@
RIS U v~ F . ZREREE I B | ORI TRLRE LT, (R L)
LD OIZIEAT 1A FHEFIRIESR % & ik
HLTWarBEZEERSGE L, BERMAIZEL
Tk, BEE I+ RBBEEOREZHIRT 5
Z &,

2ﬁﬁg7xt)/&5ﬁ B HEE T+ "
&S OO PN O
Az - %*%@ﬁéﬁiﬂﬂﬁ%uombbﬁ:ﬂi&ﬂ%%@?x =)
VEMEGREG L TWEBREERENRE L, KBS
BRAGICER L Ci, BIEE I+ ZEBEE OBEE
EHERT HZ &,

3 anyg— . vnl OREOHMBIOLA

(HEITHIBEMALT Y > SJEIZHT BN 337 X — -
v U BRETERE O A NEIIMESL L TR,

Q)FFFE M M/ MR PESRBER 12k L TIX, A KT
AVEEBRL, ~Yanyy—. ol RERE
2336 ) &I X AL D EBNZ O ABREIREZIT O Z
L,

Q)W B Ik 9 2 NIREEHIIR IR R B LIS T
Vanyy—-valREREICX D HEOFREMN
HZ 39 2 H IS LTy,

@G~V anysyx—.- o) RPEERICHNDBIC
T, ~Vansy—-valBEHETHH T E KD
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WHREREIZ LD A~Y a7 Z— .- o UG E %

ThdHILEERTLI L,
LEEREG ROBEIITEEICEGF T2 L) LEER G DH
(D)ZEDNBBIE DBLIEIE D & % B BEARDOR XU AH 7L 10mg KT 20mg O

QIFEED S B AR THY |, M FRHICHELRE L, (BHEARL)
RENESRDBLNRHD, | ( [HpEHRE] O

THEM)
Qs ( [ElinE~0FY.] OEHR)
2. B FORREE 2. EE R FARRER O

(WERICHT=> T, FlzHolcslgZ L, mikic BEARD R X7 W 7E/L 10mg KO 20mg D
J& IR L B NROEMRIC L E D 2 L, % SHICHELRE L, (EEAL)

7o Mk, HEERE, BRRESICHEE TS &,

QFMEEER OMERRIEIC SV TIL, 5 - B
RO IRTEFICH LELG T2 &L, AdERE
FEDOUBEDO R WEBFITREGTHZ L0 NI HH
BT5Z &, Fio. MERRERIIEHOIC SR
HEFET DR EBBREHDITHI ZENEE L
WV, B, ROFEHIZHAEFEETDHI L,

DT OB, RO ES 2 E W L THERMRIED
MAEZRINT L&,

) FLFRIRHEA BAFITIR - T D Sl S - A1
I T EEEBET D &,

3)1 H 10mgDHERFEIE THENRE D b -HEIE1H
20mg TR ZITH Z &, 727201, 1 H20mgDERf
FETHREIRD DN-HE, HH 0 THTRE
ED, il WENEEFEEOERIRD b hG
X, B THREIRES 21TV, ZOFRERICE SN
THLOBEE) 7R VEERICEI VR 5 2 L2 BETH
L,

4)EHBNC MG, ITHRE, BHREEORE LT =
EDREE LY,

QFFU S AME BEWIERFOIRRE BN E LT
KENE LG T D800%, WOFHEICHSEET D Z
L,

DFEICER LTI & 0 ey, BiliEE o
FE AR RV IK L RGNS Z & (LEMHV2
ALLE) 2RO LRG58, 0B, AFOE
BN E i, RS o BV L O o4 LR &
W& BIEIRZBSfc T 5 2 £ B D DT, NHEEHRAE
BIZED I NODOEB TRV LEMRTL L,

IS AMEE BTE W IRAE DIGIRIC OV TR, #5BR
W2B% A HE L L TRIR AR L, SER D UCEE
IR HNRWEAITIE, BRSO R3S
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2 DND T DMOBEY LIRS DER 2 FBES 5 2

&o

DEFNZ~) 2y Z— - v u ) OBREO/MENH

WHBRITIE, BRETRIRIC W B D o FEA O FSAS
XHEISREREN TV L EE, HERS, ERREIE

MEOER EOEBE LT HERT 5 &,

3AREAEH

AFNE, FE & UTHFHRHBESE CYP2C19 KO
CYP3A4 THE#H SN D,

70, AFNOBESUWMHEIERIC LY . HRRZERIO%

WA ERXIFETEED 280355,
(WPFHZEEZ (BFH LN &)

AL R - BT KE - AT
%
T H e T F YT EOVERER AR O E R U
g (LA [MEoERZEEHTERICE Y 7 29
TH ) LBENRD D, |EVIREEE ORI
BIETF L, 7H9F
L I EE DMK
TTAZERnH5D,
UAEEY AU AEE Y R AR O B 45 W]
Wl (= Vo ERZEGHETERICEY Y re e
272 h) DBRENDD D, |V R OV
KFL, Yarerey
COMHREMET
THZERH D,
QUFHER HHICEET S 2 &)

WAL S |BREER - HEE | BT - fEBRIK
%
CTERL | T D OB OIE|AFNE RO T
Trx= b V| HEBERTHI | N a— L4 P450 R
TaRE—|NbD, oo B R
% CYP2C19 THH &
U7 7 U \FUERMAER & BBk D 72D, M & F
L. HIMicE % k| CREESR s
Fnnib b, Fa|ndEONRH, HE
[NR=I = S B bR g S T e e b S
BRiE#ELE (INR) (U325, (T3
% o> MRS AE | BB ) DIHZ)
OEENCDEE
LN HET5
&,
Zral) AA|Z7a ) AAOMN|FEE/EROBEFIZAR
KF) HIREN ERTH|HTH S,
ZEMNDD,
VAR | TID OB OIE| AR K D E B i
AFNY IR HERBRT D EERHICLY Pax v
D2 N5, > DINFK SR D Bl

Sh, YIxv oo

3AHEA/ER DA

BEAAGROFR X7 LA 7%V 10mg KT 20mg D

AL HE LR L,

(R L)
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1.8 IRAFSCE (%)
— L Y R T T — = TR Ak

i PR E R ERA S
:kﬁi&)7o

A rT7aFY
—Jb

A FF7ary—n
DIER &85 %
:kﬁi&)7o

KD E Byl
fERICEY A R T =
T — L OFRMRIE D
KFL, 4 72
V' — L D I R S 73
KFT2ZE0d
%

AFHN D W WAl

F o F | TS DOFHF| O i
—EHEA  |PREMEFT|ERICEY L0
FIT4F=TERNDD, FEF DU FRME DMK T
7 L. BMIRAME RS2
—aF=7 ZERBD,
)=
-
ARY 27V —|AKHD Cmax LAY aF Y — LI
s AUC 23 2|41 o 1% # B #
BENWEH D, ( CYP2C19 K WV
CYP3A4) ZPHET
D ERBZLN
2o
VT 4 FE(FRAT 4 FEALDREEER OB ITR
IV A IOVEREE | RRENME T3 TH D,
DBENDED D,
BT L A | P F e o b A EER OB TR
SOV RENSEFT2B|HTH S,
ENHRH B,
A I UF MNAKIORBBEE A I oA XY VY
XUV (St S AU R EE DMK T SAHK O SR
John's Wort, | T3 28ZNnAH| ( CYP2C19 K O
b Valb, CYP3A4) %Z#HE4
— R e T— D EREBZLN
) GHERM 5,
AR BRLFY| AR MLRY— MNHEEEROERIIAR
—k DI FHREN ERIBHTH D,
THZERDD,
EHEOA MM
Al N A
DAL, — R
WCARK DO G-
ET25Z La5E
THZ L,

14




1.8 W ()
— R4 AT T~ TR AKF

4.5ITEH 4.BIER D
RN BEAGRD X% L7 5 780 10mg J O 20mg O

Ot ER, FAT a4 FHERRERKRERICE | FEHICECRE LT,
DRRY=RIET) 3 q s =1l e ADNER: il
HEBIE 756 Bilrh 87 1] (11.5%) DEWEA
ENTW5,
FERBEWEMIZ. TR 761 (093%) . CK (CPK)
F 761 (0.93%) . AFHERERE 561 (0.66%) .
ALT (GPT) EH-44] (0.53%) &Thotz, (I
T L HI DGR
OBEES:. +FaUas. Waiiasy. HFOsAME
EBEWAE. Zollinger-Ellison JEBERE /R & ONT H A,
+ e EE. H MALT U > 3B, St/ Mg
DYESRETSR . I E IR 2 NAREERTRIERE H . ~
Vanyg—.va JERERICBIT A~ ans
— - ' U OBRE OB
[ PNAZ 3\ C BRI AR 5 00 I 1 F 6 BB RS S B e
LR BARBRAE T L Ty, (7R AAIDE

ZRHR)
OBHET AV Y U EERICET 2 HIEE X+ 15
518 O P I

77 S N AHGRER (A ARANBEZET)
THREFIEL 214 B 3141 (14.5%) OREIVEA S #H
HEINTWD, EREIWERIT, TH 2 4
(0.9%) . O'BAMEBE 261 (09%) . AN 2
Bl (09%) . BARY =724 (0.9%) . £ 2 %l
(0.9%) FChote. DTRARODE IR | GyemoBEc, NEBFEERSRIC LI EP kSR
EIARERT) WA R LTz,
SR K OV
OBBE. + 1EWiEE. WEMEE., Wikl
R FEOD AVEEBIEVIE, Zollinger-Ellison JE BT
[E[N T3t S 072 B AR TR CRAOE (5115 50 5 2 1)
(4.0%) DEWERHE SN TWD, ZDOHGR
. TRILOMETE ., SRR EE SOSA 1 6
2.0%) Thote, CUhNRIZT DML - HEE

NKGRIF)
(DFERZREIEH
(DEKRAFEIER WKRBDO AR X7 LA 7 E/b 10mg KT 20mg D

Dyavr, TF747%0— (WFRbBEERY) | S#lcELRELLZ, (EEZRL)
cvav s, TH7 4 7% — (ERE, K&K
) B HDND LB DDT, BEEFMAT
W, RESRD LN SAICIIE S A L L, W7
IEE4TH 2 L,
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1.8 IRAFSCE (%)
— L Y R T T — = TR Ak

LM ERBME, MERERIERAE (W3 L b BEEARET) |
iR (1%A)

s LIER A, BERRRIERSE /MR 23 & i
DT ENHDHOT, BIEETZITITV, REPRBD S
NEGAEITRSZPIEL, BWURLEEZITY Z &,
IEVENTHR, TRl E, B, IFARe (Wb
FEARE)

CBMENT S, ITRERERES:, HEYE, TTPRERH B bid
ZERHDHDT, BIELTFIAT, BENRBD LN
TG A IR G AR IE L, R EEIT S Z L,
)RR BESERRIE (Toxic Epidermal Necrolysis :
TEN) | FJEHIEIRAEGERE (Stevens-Johnson fiEFEHE)
(WL S SR

: PR R B EEE  (Toxic Epidermal Necrolysis

: TEN) | FEJERIBRSEGERE (Stevens-Johnson JiE B
) BHobNDZENHDLOT, BIEEHHITIT
WV, BESEO NG A TG RIE L, @)
Wl 24T 5 Z &,

SHEMEMiZ (BEARH)

BRI S Sbd Z ENRHDHOT, Lk,
WeIRIEE, REL, i ORE (Y EXROLNT
BAITIE, OISR X MR, M CT S oA % E
Y5z &, MEMEMRPEONIIGE IR LT
1B U, B BB AR L H D8G5 DY) 7 AL E 21T
STk,

6)HEMERE & (BEARH)
WEEBRDN D HONDZ ENHDHDOT, BEHERER
#E (BUN, 7 L7 F=U5%) ICEEL, BENRD
SN AR E 2RI L, EYREEITH 2
L,

TR ALEE (B RH)

D BBUGRMEIE R B Db b Z ERH DO T, BlEE
ToATV, AR, B, CK (CPK) E5- i
FEORF I A7 ey ERERD S bh-HAaIc
3. \EEPIEL, BERLELTTI Z &,

8YMET b U v AMfiE (BEEARH)

ARF MU D AMERH oD ERHHDOT, R
WHRRO LNGEAICTZE G2 IR L, Y E %
7ok,

9)EEELIREE  (BHEEAI)

DEEEL. Tk, WM, ORERHLDONDHZEDND
DT, BENBOONTGAICITESEZPIEL, @

QERZRIEM )
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1.8 W ()
gL T I AT T == TR AT

Bl uEE21TH Z L,

Q)EKRZZEIER (B3

BEE (A AT Z7 Y —) TULFORWERN#HE ST
W2,

DS AL
RIS S D 2 ENHDHDOT, BlEE |
ATV, BEPBO N GE IR G 2L,
W B EZITH 2 &

DB EE
RNIEERHSDND Z ERHLDT, BENED
SIEAIIIR G A I L, EYRAEEZITS &
L,

3 kR

AMEEENDLDONDZ ENHDHOT, BEHEEER
#E (BUN, 7 L7 F=U5%) ICEEL, BENRD
SIEEAIIIR G A I L, EYRAEEZITS Z
L,

R)EDfORIEA

LT X5 RBIERNS b HAICE, BRI
U CH# @ a217o 2 &y

BUEE. + fEINEE. WA iy, MR RIE R,
FEOS AN EBIEHFE, Zollinger-Ellison JEERE, FE
AT v A RHEPISERE GRS 2 BiEE X3+
FRIFEBOFREMH, KARET A Y UGN
2 BIE SUT+ RS O B ImH o5&

1~5% 1 %A BAEARE]
A

I HEUIE Ot It

ALBE

b PR, ES|7
% 9 FEIE, FHHE
23

HIL#R fE. TH. IR
M fHEA, O
K. WX

SE. 1Y

S, O, B
BRI RIS
(collagenous
colitis,

lymphocytic
colitis)

JiT-Hik

IIRT:3 A i BR %

Rt ppie
H

GBI P N
EHR . B ED
F

RIRJE, 2 D9

D CK (cCPK) Lk
. BEMES F

AR

i =& iE B8
N R AN
i, 1R,

W& 3

BEAAGROFR X7 LA 7%V 10mg KT 20mg D
FLARICHE U E LTz,

ok, MEMH EOEE] 2B TAaMBREEDHE
IZOWT) (P& 2943 H 14 B, EASEE E

$ o TR R AR GEAS) (CHEL, AEE
Rz atEBEECAE L,

(3)Z DHLDEIEH]

BIRRD R %27 5% 7L 10mg KT 20mg DEtHk
ICHELRRE L7z,

7B, BERAORBUEE IR A & x5 & U R R
WCESERHL TS EEHT L,
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1.8 W ()
— R4 AT T~ TR AKF

COBRREREE O FRE . IR
T, K~ xv
7 AIE, KR
P
BTN 2R & L= P VAR (FE
FRERIE N OV 7 LR ES AR bLigaRER) Ic o
HLTW5,

il

A~ any Z— . enl) OREOFBIOHE
RIVER OBEICOW T, BB T+ ZHEEEIc
B, KAOTEIEKOFAT T =N, TEFY
U KIIR O S ) 2a<A oD 3 FEARG- DR
FICESL,

5%LL - 1~5%AK 1%l
i
EEUE F5
1)
WEs | M - EnRNR, |(ER, Tk, B
(19.9%) . (B . &L, BE., +"4%

TRTE P H B R, EER
(7.8%) P i e
I 2 HTEERE SR %, AST
(GOT) L&

ALT (GPT) Lk
H. Al-P EH., v
yarey kg,
LDH L5

Mg IFERER B 2 . 1
INER WA . A
i, B o ER A
ENRENIIRS i

e

%,
Ftehp FEPE I BAO S gV N
R DHEV, MEIRFEE
Z DAt REAGIE, IR

R, ar s

n— /v k& QT

LR, BN, BE

B, Y RUE,

PRUERG . B,

Z

WD 20X RIERRD b -GaIcid&k g %2F
kFszk,

HF2) BlEE+IATV, BENRD LG AITE
Gk d 27 CMURNLEEZIT) Z &,

5.l ~ DG
AFNL, F& UTHIETRB SN D25, &l T3

5.~ 5O
BEAAGROFR X7 LA 7%V 10mg KT 20mg D
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1.8 IRAFSCE (%)
— L Y R T T — = TR Ak

HEHE, T OMAPERERNMET L TWD Z ERZ 0D
T, BHEN GG EZBGT A CEEICRS TS D
&o

RHICHELRE L, (BHEZARL)

6.4 0w, e, BRI SEA~DOES
mﬂa“ T8 ATIENRE LT D A REME D & B3 A
T, B oA RENEREE ERS SHETSh
5%@K@&&5¢5:&0[%%$®&5K%¢

DREMIIHENT LTV, ]

QAT  MILFOBA~OFGITBET D Z & NE
F LV, Rz G TR T 25AF, BT
SELHZE, [KHlDTER 1ZI§T§>67J')<77/%
NTOEER (F > MEDO Smgkg) T, R
~TTHZ EnHE SN TN S, ]

6. hLhd, PEMH, RIEEFE~OREOIH
%%E@z%/ﬁAW7twumg&Ummg@
FLRICHELRRE LT, (BEZRL)

TN~
RHAERER, FAER, LRIk 322 i3mNL L
TRV (BN TOMRARERI 20N

TNRFEA~DOFE-DIH

A HIFHIRF I S < N 7= B ERIR R Tl 1~14 5D/

BRRZTHY | 1 RSO KHARER, Frall
FLIRICBIT 2 ARSI W=D, RE L,
8BRS 8 EEAL - DIA
Wfre, JEWR : =Y AT TV — L OmEHRE (280mg) %%E@z%/ﬁAW7twumg&Ummg@
WL B, REE, ELESREINTWD, HEHICHELRE L, (BEARL)
ALiE RIS UGl 2R EE T ) Z &
9.3 oo 9.3 FOVEEOE
<*#VZAWft”*%¥‘ﬁ2%%> %%a@z%/ﬁAW7twumg&Ummg@
FERNAZAFIE -
A RE “—o /jT 71-
PTP A3EDIANT PTP > — FHSEY H L TIRMT RlEELREL R, AR L)
L ofRESTLHZ L, [PTP > — hOEAKICL Y,
WA EIEREA~FIA L, FIZITZRAEZRB I LT
MRS OEERAIHNEE IR T2 Z L BHESh
T, ]
<R F T LR RS> E 10mg,  [F] 20mg >
ARSI Kﬂ%%i%’W0£é:ﬁﬁfét Zi, ERRE
BAECAREN 2R T DB T, BEHRALELE | FEPLOTRRBANLETH D ORE LT,

L\ﬁ%ﬁ&%E%Té &o

ARJHEE

AFNIH 15mL OKIZEE L, 2~3 DIFEE
DHELCOORATDZZEREE LY,
V. BERINILEY S 2 ATREMES B D72 30 Sy LIPS AR
AT EnEE LV, BA%. BEITERIDFE - 72
BAIE, SOk ENZTEREL, IRATHZ L
AT —EEICEA L, BAE% S U < ITREH% O3RN
REST, BEESTHZ L,

AN e
IR R

w¥PET—#— bk (CCDS) #ZBITHE LT,

10.2 DO

Ty MZAFDO T IR THLIAAT T —v
1.7mg/kg UL % 2 AR O & 5 L7 @R BR T, i
HNTF ) A ROBERHLNT-EOHRERH D, Z0O
TNTF ) A ROFAEIZITT v MIHEFFRENGED b

10.% DO EE DIE
%%E@z%/ﬁAW7twumg&Ummg@
FLRICHELRRE LT, (BEZRL)
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1.8 W ()
— R4 AT T~ TR AKF

TW5,
QAFEFDOEHHEERIZREOEF R =7 2R &
DOREDRD D,
QAFIOEEN, B X HEREREKRT S Z &R
HHDOT, BIETRN L2HRLTRETH L,
DHIEVS AMEE BIEWFEDORRIZB VT, RIEN
BEWROE Y A7 ThdH EBEX LN P EE, HIL
AV T EAETDBREONTIICLEY LAWES
ZIIARAI DI RE DG AU WAREMER B 5
GCHWEIMZB T DB OBEMIE T, Ta bRy
AV XL DRI O TR HEREICE D B
HiEdr, FRESER., FHEETTO U X 7 BNARE S
nNTHns, ¥z, mHAZLAOCEHMM QF8L) o
BEESZ T IZEBE T, B0 27 B3 ML,
(OWEIMZI T D EICAPERE xR L LI 0#
BHfFET, Fu bR e e —E R LR
FIZBWTIZ/BARNIVUA T 474 MZLDE
FRIEGe D U 2 7 BEIMS RS ST b,

D~V anxyyz—- el OREHE LOTE . =
IATTIS =N DT iR T A e EX =T
EXVKFM, 7TV Ar~A T U EOHEY
BROA ha=F— LORATFRERGHKTEREZ T
&, 13C-IRBIFRGEER O E DMAREIEIZ 72 5 RTRRHEDS
B DT, 13C-RFMFEEARRIC L DBREHIEZT 5 %5
G, 2N B OIEANOF L& T % 4 WLABEOR R T
FhidHZENEE L,

®)7 v NMIFEETHH T V7TV — (50mgkg
H) . 7EX U K (500mgkg/ H) RO
FY Zu~<A 3 (160mgkg/ B) ZOHHHEE LZR
BT, RECOREOHERE &b IR IROFREE ]
DOEERPA D 5TV D,
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1.8 IRAFSCE (%)
— L Y AT T — = TR MK

1.8.4 AMIXE ()
FX VY LI TEAROFF LY AEEAER B ORNCE (8) 2 LE, 2B, 3Fy

VLA TRNAEIE (R) OAREEH A FAGRHEICH O ZRE IO OWTE, IICHE
() IZTBWTTFHRTRLT,
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NEX-10.0

20174E10 A 1ERL
goddodooooooooooo H A gl o) %
872329

WHEERER:

FE-EMEONFECLVERTEIIE - 7°Dh77ﬁ(;7°'4>t57_ 10mg 20mg
*q:yljbhj’t"flomg %ﬂﬁ?’;ﬁ 22300AMX0(;Z9181 ;:;00AMX00599

W7 Ban 20114E9H
B 1R **a'jl\@hjtﬂlZOmg @J%‘éi&ﬂu 201342 A
YRR : o — RS HR I BRI A 20004E3 A

TIAT S =R RO LKFHT IV

Nexium-‘capsules

[Z2](ROBEITIIIF/SLARNIL)
1. REIDERMNH L CREVEDBEEREOHDHEE
2. THYFEIMER. VI EU R Z %S5 h o8 (THHEAME
I DIESHR)
(4R - MEIK]
1. AR
WRFE44 FFILHT I 10mg FFILHT I 20mg
R I‘/X7?‘j~)blpmg I‘/X?’B?‘/‘\*‘}I/Z\Omg
gy | EIAT ST =N RIHES L (TIAT ST =V T HE D1
KFIIELT11.1mg) 7KFIIEL T22.3mg)
T BRI R
BIARTTIART IR, s . ol
LROFS 7 OE L O—2, tkD*gj;Eélic;bD A
2o 7%?%’;‘3; E ZFTULEERT ¥
I [t Ay A&7V E IR —LD,
AZ V)BTRS —LD, R 180
T L et
7 L | s T L,
i A1, R E102E
2. MK
Wr7e 4 FFITLHT )V 10mg FFII LT IV 20mg
H7 R
# PZH [~ T <OV DR MR T B,
/7. BRI BRI DD 1D,
. REAL () B (FryT)
b STNE (R 1) TITVETR (KT )
g SEATRIL SEATEIL
r7 RV EBEC i 7 RV
TAZFFL I L10] DFEEBY) | TAZFFI™120) DFREBD)
£ (mm) 11.40
5 7E (mm) 4.90
A T—R AZXFLILI0 \ AZEKFLTL20
[3h8E- 3R]

<XFIANTEI10mg>

OB @B, T 1 hEE. METEE. MRtk fE R EUSANE &
TEFFRAE Zollinger-EllisonfiE R, AT O NMEHLINE F 4% 5RFIC
BIF5H EE T IEGEBEOB RG] XH 87 AEU 5% 5K
IZHIT2E B 3+ I B O B IR

OTFRIZBITENIINTF—-EOUDFREE DB
BHiEG. T IR 5. B MALTUS NHE., R340 i/ N A M SR B
I B H IO TR NBLE IR R E . AUy — - EOUK G
&%

<KXFIANTEIV20mg>

OB EE. TR IBEE. WA s, 3Rt £318 %, Zollinger-Ellison
SEMRRE, JEAT OAREFTRAE 5% GBI 2 F B X3+ =5
B OEFEMG RH &Y AU 5 RICHBIT2E iiE X3+
oI5 DT FE I

OTFRIZBITHNIINT & —-EOUDFREE DB
BHiEE. T IR B MALTUS /NHE. R 30 i/ N D M SR B

I B H IO TR NBLE IR R E . ANy — - EOUK G

%

<ZNEE-2RICBIETHER LDEE>
1. JERTOMRMERREERSBICBIZBEEXIIT2IERES

DOBEFEMFIDIGE
BEETUD~ T, I B BT SR B DI & B -0k
2T OA R FTRE 3% Bk G 5L TS B FER 50 4
EU, B ERBTHELU T, BiEE X3+ B ImE 5 oM T%
BT 5,

2. BEAEF7RAEUVRESBICSITBEBXIE T 2ERESEOBR

WHElDEE
M2 - ORI H O-OIEH BEOT AB U &k % 5
LTS EEEHR G REL, #-5-FTERL T, B 55 G
Q=1 2 e ) RS R A e

3. AUanss—-EOVOREDHBIDISES

(1) #EFTHIEMALTU> RIS ANy —- EOURREE A
HEDOAF N IETHET L TRy,

(2) ReFEME M/ NI A PSR BRI L Tl HARS A F 2S5
L. ANDIND & — - E ORIV U & B S BE Flic o
BIREBEEITOTE,

(3) RHHEITH T HNESEIIE RS B LINAE ANVINT S —-
EOUBRRIEHRICE S B HEDIFAE M N3 2F 2L
TR,

(4) NUINZE—-EOUEGE RITHWSERIZIE AYINT T —-
EOUNE M THDHIE R ONESFEREICLDANUING S —-E
DG E R THHZ LR T HIE,

[Rix-A=E]
<RFLYANTEI10mg>
OB ER. T Z15RER. WIS ERAR. Zollinger-EllisonfE1% &
BA
BE.RANITY AT —)LEL TLER20mgz1 H 1[ERR % 595,
7Bl BEE. WA CIESEME T, T iR EE TldeH
[HEAQDL SRt 2N
AV
W UL OB RO/ NRIZIZ T AT 5 =)L ELU T AR E20kg A&
il Tl 1[E 10mgZ, AR E20kgPh b ClERIZMS U T E[10~20megZ 1 H
e O3 592, 7ads, 584, BIEE. WE S CId8EMET
e EE CII6EE TOR 5L 92,
OFfRHRER
BA
WH L RN AT S5 —)ILEL T RI20meZ 1 H 1E#RE O %555,
2B, @, SEMETO®REET 2,
SOITH I - FRERROIR 0 M B R OMERFEERICBW T, 1[E10
~20mgZ1 H 1[El#% (4% 5972,
Y]
B UL EOSE R OVNEIIE T AT 5 =)L EL T, AR E20kg A
fits Cl31[0110mgZ, AR E20kg LA E TIE RIS U T1[A[10~20mgZ1 H
el 3% 595, 128, il %, 8IAHE TOH 5L 95,
OEUSA M B RIEWNFAE
BA
W BRI AT S —)LELTIEI10mgz ] H 1 ERE O #5972,
5B BE, AHEETOR 5L %,
Y
FE RO R KR O/NRIZZ T AT 5 —)LEL T, 1E10mgZ 1
H 1 3% 592, 7o, @i, 4EHETOHREGLETD,
O RTOMRMRRERIZ ERBICBI2BEEX I+ ZI5REEDH
SEHN
TH L BRI AT 5 —)LEL T ER20mgZ 1 H 1[EFE 0% 53 %,




OERE7REU R EBICET2B BEXIE+ ZiEREEOB RN
WH LRI AT 5 —)VELU T E20mgZ 1 H AR O %5972,
OANVaNRGE—-EOUDRE DB
WH RN AT S —)LEL T EROmg, 7EFS U2 KFIH &
L C1E750mg (1) 75U A0~ 13 > &L T1E200mg (J71iff) D3
HZF KA1 H2M[EL 7H B O# 595, /838, 75020 A2 3, b
IR Gl R DIENTED, 72721, 1[a1400mg (J1 i) 1 H2[H]
% LIRET 2,
TO R T AL EES—, TEFI LUK R OS5I ZaR A3 >
DI3F G L BN & — - EOUDRRE IR DA LTI DH 1. 2
IZRHDEEEL T, BH.RANIIZIZVAT S —)LELTLE
20mg, 7EF U KFIHEL TLEIT50mg (F11f) K ANOZS Y —
JLELTER250megD3 A2 [FFFIZ 1 H 218, 7 H IR O % 595,
<RFLYANTEI20mg>
OBEE. T =i5mEE. WA IRES. Zollinger-EllisonfE X8
B’A
WH L RN AT 5 —)LEL T EI20megZ 1 H 1ERE O %555,
7B B BIERE. WA MEE CESEME T, + 555 Tldel
X TOHREETD,
MR
W ARE20kg L EDS) R KR O/NRIZIZTY AT 5/ =)L EL T, fER
WU TE10~20meZ 1 H AR %595, 758, Ww. Bigg. v
S bR S 38 T, -+ RIS 36 HE TR 529D,
OFRMERER
BA
BHE . RANIITY AT —)LEL TLER20mgz1 H 1ERE %595,
73B, WH, SEMETOR5ET 5,
IOITHFE - FRERDR TR B ROMERHRIRICBN T, 1[E10
~20mgZ1 H 1[El#% (4592,
MR
M ARFE20kg L EDH) R KR O/NRIZIZ T AT 5 =)L EL T, FER
WGEUTIEI10~20mgz1 H 1 [EFE O % 595, 728, @4, SIETD
#H5ET2,
OERTOMREMREREZ SHICHTEB BRI T ZI5REREDOR
A
WL ATZT AT S —)LELTEROmgZE 1 H 1EE 0535,
OERAE7AEVAAZERICEIT 5B BB XIS+ 25 ES OB RG]
W RAIITY AT 5 —)VEL TER20mgZ 1 | 1[ERE O %5975,
OANYaNGE—-EOUDBRE DR
W RN T AT S —)LELTIEROmg, 7EF U KFH &
L T1E750mg (1) 75U A0~ 13> &L T1E200mg (1) D3
FlaFERHCTH2[E, 7H B O #5925, 7238, 722012 213, db
EORU CHEM R THIEMNTED, /2721, 1[H1400mg (F71f) 1 H2[H
% FRET D,
TORN R T A EEY— TEFI UK RN I5)AOR AT >
DIFIHE Bz EBA)INTF— - EOUDBREEES AR DS &1, &
IZROBEFEL T, EH.RANTIEIYAT I ~)I/tbfl =]
20mg. 7EFI U KFIHEL T1EIT50mg (1) eI ARO=S Y —
JVELUTLEI250mgD3#Z [FERHC 1T H2(H, 7 H i O$% 5972,

[EFALDEE]
1. EERBE(ROEBHICIERCHRETEIL)

(1) FEWBBUEOMEEROHD HEH

(2) HFEEOHZEL (AFNIHFHEITHO, MR ENE<2D
BENNDD, ] ([FEYEIRE) DIESIR)

(3) =i ([EE DG DHSH)

2. EEGEXNEER

(1) EFRICHIZ> T, il E T HMTBREL., IRITIRCIEH s
B/NROM CEEDDIE, Fiz. Mk, FFHEHE, BHARESIC
HEETDIE,

(2) WM B HE ROMEFF BRI OWTIE, BR - BRE BRI R
BTG T2ZEEL ARMEFHRIED L EDIRNEFITH
H35ZEDRNEIEETHIE, £, MEFRE I E B
NTHSEIR B2 KT DIREBIRE T M TOTENEELN, 12
BROFIE R ERTHIE,

1) FEROME EROEESEE B TEFPRIEO &%
HEIRT DL,

2) EMRIRIED BAATRI-N TWAE IR I35
FEEEEE TSI,

3)  1H10mgDffERr ik THIENROSNZHE131 H20mg T
BB EEITOZE 12720 1 H20mgDiE 1% TR AR

-

BIEARE

4)

OSNTZH G HDNET IR E R, Mo, e RS
#@fﬂ(ﬁi BOSNBER WO TNEHBIRESE 21T

W, TORERITE DN TRUDTE Y)72I0 IR
EEETHIE,

TE MBI I A, PR AR, B RE S OMA 21T O R
L,

YA HZE

(3) FUBAMNE REFFIERE DR RE HEL TARAIZRE S

AT

1)

2)

I ROFHITHMER TR,
B HITHRU T M RBIT RN DT B W0 It kS OB 1
JERDEOIRL HH el & (1M B7=02 H B L) /R0
EBETHIE 0B AFNOB 5N E . BEES QR
JiEi 555 B DML T (L8R R BRIC R D IR E R 228 0H 2
DT, NESRAEFICIOINSORE B TN EE#RT S
Z&,
JEOS AN B BEFEFRAEDIRFTONTII. #5152
BEHRZELU IR ZMHEREL . EIROUE B A ébba"u‘&
WIS AT, B R LA DR K03 A5 278 flld i )
f;(ﬁfﬁ?’\@ﬁﬁé%lﬁﬁ‘éuto

(4) AHFIZNID\NT&—-EOVORRE O BN VDRI, BREd
BRI WSNDMOIEAIORM CHIRHIN TWA R, E
B G, ERREIER SO/ LOEEZL T HRTIIE,

HEEA

AFNZ, FEUTHARBIEEFECYP2C19 R U —ECYP3A4 TR BTSN

2,

Fz, AR B 53 W HE TR, OF A 3R ol Iz B A5 SR

TEEBRIEN DD,

(1) AR HRALENIL)

A B RHEIR - 7 1 W R E T
T EFFC R |75 RO IR | A A0 E B 2 iR
LAT7HY) I TERTND DD, IO T YT FEIREE
DYERIEAE F L, 7 74
FEL DL R AE T
TRHIEN DS,
UILE B U M| UL E CU R D IR iz | A0 B 5 i 1 R
(a7 WEG T 2BTNNH5, ICXOUILE B R D
WAAHE L. DVEE )
DU AL F T2
N5,
(2) HAFEWARICEETSIIL
SEH 4 BRIk - FE T i Fe - T
S TNSOIAIDIE A Z | &AL E T RO F <2
A 0 ITBZENDHD, O— AP450 5% 34 X 2 %
T O2YY =)l FECYP2CI19 TR BEND
= i FRL . T2 A A FIC AR B
N7 R B s o,
1 o I ] i g o | PRIPEBIES E DB T8
(INR) 5 D 1 i EE [ BED %f (TEEM B OB
BBt Ui |
5352k,
B0 LZAR] | 5700 LADMPHEEERS |- | F 21 A OB R AT T
AT BIEN DS, b5,
BEE TNSDIEFI DI 7% W | A A0 B e 4 Ws 1 F
AF)odF THIENDD, &Koo dF >0 mmK s
RIS, odF> >
DL RS R BT
BB,
ASTF = | AT — LI R | A RO f 5 w7

959 5ZE0H 5,

IZEDA T — IV DVE
fREME L A5
V=Dl R EAHE T
T2HIENDD,

FOL > FF—CH

ZNSOIEFID ifn R EE A

AF D E e o WA

=H KT 52EhHD, IZEDZNED KDY R
FI1F=T PEAME R UL BIAME R
—oF=7 BTENHD,

IHVOF=7
RUaF =)L AHIDCmax K AUCHHE [FRUTFY —)INIAFI DO
9 aBznnds. HEEHE (CYP2C1I9O KUY
CYP3A4) Z[HETHIEMN
EZz251%,

FIVTAFEIVAL )V | IV T 4 E)L D1 v i B2 | FH EL AR P OB FIZ AR T

[iv3:8 MME N THBZENDNDHE,  |HD.

HFFEINAIVE | HFFEN O P RED E | EAEAOMFIT R T

] AIaBENnH 5, H5,




KI5 it PRAE AR - #5185 1 T - i B A1
TAITARFUY Y| AR FORHAE i I | ITFRF VI ERAF
(St. John’s Wort, | FIRENMK F 9 282010 DR (CYP2C19 K&
Sheva—r X T—|H5. UCYP3AY) &4 9278
[DEEgEp-1 NE 2505,
ARRLFH—h ARRL 5 — b i A B2 | #H ELAE F OB P I3 AR BE T
MW ERTEIENDS. 5 H |HD.
BOANL FH— 25
TBEAENE, — BN A A
DEGERIETEIEEE
9 2TE,

ElYER

BA

Ot B 46, JEAT OARMEPIIOE 4% B REIC BT 2 B 15 X

W AR R IE O FE TN
FE B R 7560 th 87451 (11.5%) DEIE A 5 I TW5,
EFEIERE. #7641 (0.93%) . CK (CPK) EF761(0.93%) .
FFH e B 51 (0.66%) « ALT (GPT) L F-461 (0.53%) & Tho
770 (7 IV EIDHKZEHE)

OB EE. T ZBEE. MailEE. EUCSAME S £ TE.
Zollinger-EllisonfiE R BERS N B 18 5. T 181515, §MALT
U2 )BT /NI M SR B . R BRI 9 RN 8
BWBREEE . AN — - L0V E RICBITEAUINT
&— -EOUDBREDH B

[E PIZ BN THE PR il B8 D EIVE A F BB VI I & T 2 i B
ZFEHEL TR, (T IV BIDHZERE)
ORAET AB L 5 RHCBT 2 B i85 3+ 15 HEE 0/ 5
i
77 LA BN ik B (H A N B # 25 80) TRIE G5
21461 H 3141 (14.5%) DEIER B H &SN TS, EIREIEH
&, T2 (0.9%) . OB A H 6241 (0.9%) . BE I 2 61
(0.9%) . B HRU—7241 (0.9%) . B if1241 (0.9%) & TH iz, (4
TNV HIDENHE N FB IR TERE)
BRI

[=S=INT Ny — e JEE [V AN ST
N

B B8 WiE ., Zollinger-EllisoniE {5 B
[EI PN C 2 fifa 40 7= i R B CHRIE 111 B S 0 51l H 2451 (4.0%) D
EHRDHE SN TNS, ZONRIE. T HI % ONEH. EH
FIRF 161 (2.0%) THoTz, UNRIZKE 92 H i - F BB KGR
i57)

(1) EXAEIER

1) 2avd . FF745F > — (WTNBEERH) (> av7, 7F
T45F > — (BRI, [ESORHEE) D52
HBDT, BEE 7TV, BEDFROSNZ G EITTH
kL, B ILEE TS,

2) GRIEKEAE. EBERIERE (OB EAY) | /MR
B (1% A) LM ER Y AME MR ERAE , i /N s >
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170, BENROSNIZ B3 52 1EL. Y7L iE
ETOZE,
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6) FEMBRGEEARH) MEEBERNESDNDIEND
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&
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3 e GEF L, MU EETTOIE,
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ZEMBHBOT, B DROSNIZ BB G2 kL, i
UL EETHTE,

9) SEELIKEE (W RHA)  SHEL. k. BRI, XIS 0H5D
NBZEMNHBOT, B NROSNIZ G ETTR 520 1k
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(2) EXZEIER EER)

K (F AT 5 —))) TU T ORWERD S SN TS,

1) BOMEEM: A E BN DIENHDDT, Bl
AT BE RSN G ST GEF IR L.
YL B ETHTE,

2) RABE HOBEENHSDNDIENHDD T, FH R
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3) AMBREE:ANEBEENGSONDIENHDDT, Bk
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725 a3k 52 B, B EETTHE,
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BEEITOTE,
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BCBIIEBEEXIE+ ZiEREBOBERDH . ERAE7RAEYY
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I BUAE S5 KRG 5 D8 | AR, ZTALBE
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colitis)
JFF Mk JFmER b5
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FEIEOEN
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HDEN, LW FH ERE 2
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SAEETED Jt%
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WRERE | IER
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BRI IO E, R

iE, B

1) ZOLIERDBSONZ GBI 55 H 1ET528,
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(1) RS I U EL TOS AT BRI DS DIH NI, 16% Lo
BRENEBRMZE LRSS HEINDG B0 5T DL,

(TR P D3 IR 5% 2RISR L L TULZRUY, |

(2) 1REE  FADOEAANDFE GILBTDIENEE LN, L
TR G TH81L BAERIIELIE, [(AFOTEIME
ThHDF AT 5T —)L TOE Y FEE: (FvNE Sme/kg) T, REL
HFABTIAZENRESNTND, ]

INBEADRE

(R H AR ER VE, B A VR FLYEIC R 9 222 2RISR L Tuan (EI N

TOfE BRI

BERS

Bi%, AR - T AT 5 — VO EH - (280mg) 12D, B 7. R {E,

LSS IN TN,

B ERITBU Gl YL EETOTE,

BEALDFE

BRI AT EE:

PTPELEDHEANIPTPL — S EH L TR 9585158 4528,

[PTPS —hDFRERICRD, TENE f 5 A BB EARI AL, TEITIT%E
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I O 5Lz # il B T BTV F /AROFE A DSBS
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(2) AFIDOEHHEGFICBEEOE R)—F 2807 E0ME 1 H D,
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[N B D,
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B2 5. L7=id BT REE ) COHBMOBERELBITHR T DFE
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A O3 5 U E EOREMAROIE Y B #E) T A—FILUTF
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311 1.57 619
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— TR REEBIC BT Ty )L F—NEH L T,
a) Kaplan-MeieriKIZ&Z2HEE —
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14047V (14557 &)L x10)
50047 )L (1057 )L x50)
700457 &)V (14577 1)1 x50)
[NZ150007 &)L

€374
1) FRNER (B AR NEEE R A B BB K18 #5508, 2004)
2) PR (H AN NEEFICBT S EITEE R, 2016)
3) Abels, A., et al.:Drug Metab. Dispos., 28(8), 966, 2000
4) Andersson, T., et al.:Clin. Pharmacokinet., 40(6), 411, 2001
5)
6)

Hasselgren, G., et al.:Clin. Pharmacokinet., 40(2), 145, 2001
Sjovall, H., et al.:Eur. J. Gastroenterol. Hepatol., 14(5), 491,
2002

7) Li, XQ., et al.:Drug Metab. Dispos., 32(8), 821, 2004

8) FhINEEL (in vitrof (it EE SR, 1998)

9) Andersson, T., et al.:Clin. Pharmacokinet., 40(7), 523, 2001

10) Hassan-Alin, M., et al.:Clin. Drug Investig., 25(11), 731, 2005

11) JUKIE R BRIREESE, 27(10), 747, 2011

12) Niazi, M., et al.:Int. J. Clin. Pharmacol. Ther., 47(9), 564, 2009

13) KT — fll: HiH#E, 1102), 234, 2013

14) KFJ5— Ml HIHFE, 110(8), 1428, 2013

15) Sugano, K., et al.:Aliment. Pharmacol. Ther., 36(2), 115, 2012

16) Sugano, K., et al.:BMC Gastroenterology, 13, 54, 2013

17) Sugano, K., et al.:Gut. 63(7), 1061, 2014

18) KUBiEE  flERREEIE, 27(10), 735, 2011

19) #NEE (79FH', K-ATPaselZ K 3H1EM, 1988)

20) fhNERH (B Y B ERICBT2ER, 1997)

21) tENEE (FEZYNIBITHIEM, 2002)

22) #:NEEl (Heidenhain Pouch-XIZHBIFAIEH, 2002)

(AR - R FHREEOSDE K]
EE RO BRI OEEL T FRiicT #R<ZE 0,

T AN ARG St AT VAT T A= a2 F—
T530-0011 KRBT X KIEM 3% 15

%&_t.tr_ihydrate _ B 0120-189-115
i FAX 06-6453-7376
\OQN CHs _ N PN
Jdo o = kkatt "HRERES—
NT st | XY “CH,|Mg?** 3H20 T103-8426 HGEHRIX H ARG AN 3—5—1
o N o B 0120-189-132
B -2 ®: PANS RN —TOBFEETT,
© AstraZeneca 2011
o AstraZenecaé‘Z
IR 580
—_— LA
P AT TR EA
KERHIER K FIISE 1S
W5
-~

Daiichi-Sankyo

s6—=HMWI=

FRUAR P X H ARG AT 3-5-1



NEXG-1.0

2017410 AR
D0O000000000000 AERIESR/IERE
LHEERR:
FE-EMEONFECLVERTEIIE ARy T A~ 10mg ‘ 20mg
= lﬁ e AR -
L¥V VL memmnsaiong Lt -
= ®%: e WRFERR A -
L¥D VL wemmnnag20meg L0 e

Ir RIERERA
IR - r— R FROR

TYAT SV =V R0 LK B AR

Nexium® Granules for Suspension

[ZR](RDEZEICFIZRELAENIL)
1. AR CRESEDIEAEDH 2B H
2. THFFEIERE, VLEEUL EEE T S rh o (TR

3. AUanss—-EOVOREDHBIDISES

(1) #EFTHIEMALTU> NI ANy —- EOURREE G
PO IETHET L TRy,

(2) ReFEME M/ NI A PR ER BRI L Tl T ARS A F 25
U ANDIND & — - E ORI A8 U & B S BE Flic o
BIREBEEITOTE,

(3) FIBEITH T HNESERIE RS B LINAE ANVINT S —-
EOUBRRIEFRICE D B HEDFAE M N3 2F 2L
TR,

4) NUINZE—-EOUEGLE RITHWSERIZIE AVINT T —-
EOUNEE M THEHIE R ONESFEREICLIDANUINI S —-E

FHIDIEZHR)
[#ER% - PIK]
1. #ERX
Wi 4, B AN 0N R RO S SVAVIN N R o)
e 10mg 20mg
Y IIAT 5 =)l 10mg TIAT S/ —)L20mg
(lf,ﬂq]) (TIAT T =W RT FI I L (LI AT 5T =)V T R 1
KFIHELT11.1mg) JKFI#EL T22.3mg)
/AT TR EROFS T OE )L )b O— &,
EF/OAO—Z, AFTULEER T 37 I
R A&7V R —LD, RV )LR—h80,
"“ Bl - 5> S ERIRBERL, 4V 27, VT BN TF )L,
KT T, JOZRERY T RO,
FH A A E O R
2. MK
Wiz 4, AT LR R A R T LR R 4 e
e 10mg 20mg
1 B~ W D ERIH,
e BEOERIZRDDIEN DD,

[hEE-2hR]
<KXFULBERBEH S E10mg>
OB, T 1HEE. WETEE. MRtk RE R FTSANE &
JEFFAE, Zollinger-EllisoniE (B, JE 2701 R HTHE H % G- RFIC
BUIF 2B EE X3 T IR BEREOBEREMGLACH &Y AE U £ 5.k
2B H 5 X3 HRIB IS O F FE I il
O FREIZBIFZA\IINT & — - EOUDRRE OB
BIES. T HE I E . EMALTUS NHE, Re 781 /N s A 1 58 5
9 BRI T ONEEIRIR R E . AUy — - EOUR G
<KFULBEREH S E20mg>
OB EE. T 155G, &5, MR &E %, Zollinger-Ellison
SEMRBE, JEAT OARIEHTSAE 3 8% B RHC BT 2 B 185 X3+ 450
BB ORFEMH AT B&Y AU A 5RHI BT 55 U3+
J 95 DT FE B
O FEIZBIFZA\IINT & — - EOUDRRE OB
BIES. T HE IS5 B MALTUS E, Re 781 /N s A 1 55 5
i FI IS T ONEERIE R E . AN — - EOURE

%

<WhEE-HNRICEETBERLOFE>
1. JERTOMRUMRNERRERICEIIZBBEXIT+ 215555
OBEERIFIOEE
BA#V~ T, 28k B i ZE1T BV B B E A D701 Ik
AT O RERTRIE 3% Rk 5L T2 B E &R 5 MR
ELL B GHARICEEL QX BEE X3 T i BEsoB Tz
BT B,
2. ERE7ACURERICHITAEEERII T _EBREEDER
EIDBE
M4 - ZER DI N E D7D R B DY ALV & lkE % 5
L TWBEEEHGMREL, 5B T3, BiEE U
+ R OB R T D&,

OURKGLE R THIILEMR T DL,

[Rix-AE]
<KXFULABEREN S T10mg>
OB E&ERB. T Z15REB. WIS ERER. Zollinger-EllisonfiE1% &
A
BE . RAITIAT 5 — )L ELTLER20mgZ AR K TRREL TLH
1B O 595, 7ab. @ H. HIEE. WA EESE CIZ8EMET, +
ZHRIBEE TIIGEMETOR 5495,
INR
WH L URLA L0 R O/NRIZIZ T AT 5 —)LEL T A E20kg &
i CIE1E 10mgZ, (K E20kg DA _E TIZERITE T T1E 10~20mgZ
KK CREEL CLHE 1B 0% 5972, 728, 5@ %, Bi&5. W& SiEs
TIISEMIE T, + R HEE CldelAEETOHR 5L9 2,
OFRMRER
BA
WH L BRANIETYAT 5 —)LEL T E20mgZ K TRELTILH
LB #5975, 7233, i@ SHMETOH 5L95,
IOITEIE - PR EARDIR 3P B R OMERREEERICBN T, 110
~20mgZ FRE K TIREL TLH LB D% 595,
NR
B U OSBRI AT S5 —)LEL T, AR E20kg A
I E 10mgZ, AR E20kg LA L TIE RIS U T1E 10~20mgZ
KK TR L C1LH 1ERE D% 5975, 728, @ H, SHMETOHR 5.7
5,
OEVSA M B RIE N A
RA
BH . RANIIT AT 5 —)LELTLE 10mgZ iR K TRREL TLH
1B #5595, 72, ., 4R ETO®R 5895,
IR
WHL VR EOB K O/NAIAITY AT 5 —)LEL T, 1E10mgz
FARKTRREL CLHLER D 59 %, 1o, @, 4lHETok 5L
5,
O RTOMRMERRERIRERBICEIZ2BTEEX T+ 5B EEDH
FEHDH
WH L RANETYAT 5 —)LEL T E20mgZ K TRELTILH
1B #5975,
OERAE7REVAREBICHIT5B BB XIS+ Zi5REBOBRIE
B R ANETY AT 5 —)LEL TIER20megZ H /K CRRELT1H
1B O 595,
OANJaNsH—-EOUDRE DO BD
BHL R AIIZ DY AT 5 —)LEL T1E20meZ R K TREL T, 7
TRV KFIEL TLEIT50mg (J1 i) R ZU20< A2 > ELT
1[51200mg (F1 i) D3FIZ[FIREC 1 H2[8], 7 H R 0% 592, 728, 75
V2OYAL A3 BEIRC CHEEE T HIENTES, 72720, 118
400mg (F71fi) 1 H2[E% ERRET S,
TOR IR T A CEY—, TEFL LUK R OS5I AOR AL >




0)3%“&5 ZEBANYINYE— - EOUORRBE BN AR D5 EIE 2
IRODIFFEEL T, MW, RAITETY AT —)ILELTI lEIzomg

%_—ﬂ% Re/K CREEL T, 7 EF U2 7KFI#EL TR 750mg (1) KO
AMA=A Y —)LEL T EI250mgD3FZ [FIKHT 1 H 28], 7 3 ffk 0 #% 5
T,

<KFIULBEREN S T20mg>

OB ER. T Z15mER. VIS ERER. Zollinger-EllisonfiE1% &
A
WH L RANIETYAT 5 —)LEL T E20mgZ K TRELTILH
LERE O 595, /2B, ., HIEE. W& CII8EMET, +
ZHRREE CIREMETOR 5L9 2,
IR
WH L ARE20kgPA EOFE R T/NBITITY AT 5 —)LEU T ER
U TLEN10~20mgZ H IR K THREEL C1H 1EIRE O #2592, 7238,
W B WE TS TIESHERIET, T 5E 5 Cl3elEkE
TOREETD,

OFRMERER
BA
WH RANETYAT S5 —)LEL T E20mgZ K THRELTILH
AR % 595, 123, %, SlEEFETOHR 5L9 5,

SSITFETE - PR RRDIR 9 AR I Bl R OMERFEIEICBN T, 1E10
~20mgZ FR K CEL TLH LB D% 595,

U\

B, ARE20kgA EOFEKT/NBITITY AT 5 =)L EU T, ER
IZISUT1E[10~20mgz Al /K T %ﬁ{%brl H1ERE D% 595, 728,
W, SHME TOREETS,

O RTOMRMERRERREBICEI2BEEX T+ ZI5BEEDH
SEHN I
EE. RAITYAT 5 —)LELUTLER20mgZ K TRREL T1LH
1B O 595,

OEAET7AEU R EBICHITEE BB XIE+ IR EBOBRIMNE
WH L RNETYAT 5 —)LEL T E20mgZ K TRELTILH
1B 0595,

OAYansE—-EOUDRE DB
BEH L RAIZIT AT 5 —)VEL T1E20mgZ R K TREL T, 7
TEF U KFELTLET50mg (F11) Ry 5) 20< 13> &L T
1[51200mg (F1 i) D3FIZFIREC 1 H 208, 7H B 0% 595,728, 75
V2ORAL AT MBS U CHE B BT 5ZENTES, 12720, 1[H
400mg (7)1 H2[E% FFRETS,

TOr IR T A eEY—, TEF UK R IS0 A
DI3FNFE Ik BNy — - EOUORIEEEDS AR OS &1, &

TUARDBEFEL T, WH ., AT AT S —)LEL T E20mg
ZHR K TREL T, 7EF2 2 U K FIEL TIRE750mg (F71iff) K O
AMAZAY —)LEL T EI250mgD3 K% [FIBHC 1 H 28], 7 3 ffk 0% 5
5,

[ERLEDFE]
1. EEREMROBZCIEECRETZIL)
(1) EYBHBEEDMAROH L HEE
(2) HEZEDOHLEHE [(AFNIHRHE THO, HIRENE<ILD
BENDDD, | (Y EhRE | DIESIR)
(3) i ([ E D5 DIHSZH)
2. BEEAGRANEE

(1) BECH--oTE. Bz B, Jﬁ#ﬂ:ﬁﬁlﬂéf?iz\
B/NROM ICEEDDIE, T, Mg, FFHEe. B Hkpesc
HEETIHIE,

(2) WP BB ROMEFF BRI DN TIL, 7 - R R0IR T8
BT UG T22EEL . ARMFFRIEDOLBEOIRNRFITH
H3ZEDBNWIIEETHIE, F. gk e e
NHBIREZE T HREBERE T MU TITENEELN, 72
B ROFHI A EETDIIE,

1) HEROBEAE. EROEESEEEL TRIFRIEOH &%
BIRTDHIE,

2)  ERIRIED BAATIRI-N TODE IR XN 5 A
BEEZEZETDIE,

3) 1 H10mgDHERFEE THIED OS2 A131 H20mg T
BB EEITOZE, 272U | H20mgDifE 1% TR FEAE
OSNTZG A BN TR E >, M, T R
LOREIRMBOLN- . WO TR EREL 2T
W, ZORERICEE D WTHIDE V)i B EICYInE 2 228
EEETHIE,

VREE S

4) EMBNC MR, AR, B RS OMAZITOCLNEE

Ly,

(3) FHUBAMNE AEWIERE DR EE HWEL TARIZR G

iEIA

T ROFIHTTHIHERTBHIE,

1) BB TIRERBICEIOM DU, B O i S DL 0 i
JEARDYMEDRL RHNaZE 1R B2 H LA L) /R

LT RIE B AHIOR 5N
JESE R Mt oD AL B £

. B E DR

AR DIERZRR Eﬁ&‘ﬁ‘ég_é:i}\dﬁé

DT, NEBMRAEFICIDZNSDEE TN L e kAT

k_.&.

2) FEVBAME BE M FEDIBERICDOWTI, & 55 1h2

BEH R THREMRRL. EROUE AT

zsbb:hf;

W BN DR E D E A 5N 27O MO Y]
T;Kéﬁé'\a)fﬁé%‘lﬁ?ég_c‘:o

4) AHFlEN)INTY—-

EOUDRRE O BN WBEITIT. R

BRSNS MOIEFIOERA SCEIR SN TADEER. H
Hik G, BRIBEIERSOM A LOEEEL T AT DIE,

HEER

AFNT, EEU TR HEEECYP2C19 KR U —FCYP3A4 TR B SN
2,

7=, AFNDE B W E A0, HFFSEFI Oz b5 3T
RERBIEND B,

(1) BHRZZBRALENIE)

BRI 4% i RAE AR - FE i 5k J5 - fE B AT
7Y FE IR | 75T UV REEEOME A | A KD E B 5 s 0 il 1
A7) BRI OBTNADD.  |(ICKOT IR

DIEMRESMMETFL, 75
FE DI R EISK T
T2HZENBD,
UIVEEU > B | UVE U SRR OV 2 | 495 D B 1 50 W 0 7
(L2752 W BB END DD, XDV E BB D
WALAME FLLUILEEY
DI RENME T 9228

N5,

(2) HRAEE (BRICERETHIL)

A BRI - FE B 1 BFF AR T
ST A TNSOIEAI DI Z | 4 A1 E T RO F <2
& e 0 IBZEMNDHD, O—AP450% 34 2 %
OzZ =)l FCYP2CI9 TR #IND
TV T7S R LR T 2 B L o | 720 AR AIE R U AR e SR
e T L s sk e,
OB > B i g g gt | PRI S B D52 78
(INR) {25 D L BEE e %f) (T B OIS
By o e Uiy |
53528,
B0 SZKA | 5700 BAD LR I AL | K A I OB AR T
ATBIEnBS, 5,
vaFL TSSO 7 2 1 | A 10D 15 e 4 s 0 A
AFNTAELY | TRIENDS. EDT TR OIS
L ES AR ELS
DA R TBTE
1555,
ASaFT = | AN — L OIE | AR B 5y iV

F9IENHD,

&b T =)L OIE
fEENME L. AT OS>
VAIZOYiILE -3 3N
TBIEND D,

FOL L FF—EH

ZNSOFEANO i H1 i A

AN D B o e £

= K FE22EMBD, IZEDZNEDIEKI DY R
FI4F=T PEOMETFL, INAME T
—oF=7J BHTENDH S,

IHVOF=J
Auar/—)v AHIDCmax K TAUCHHE | RUTF — )N A A D
iRk skar ghiNY sz MBS (CYP2C19 KUK
CYP3A4) ZHE T HIEN
25N 5%,

FINTAFEIWAL )N FIV T4 FE IV DI Hh I B |1 B AR OB FFISABIT
i} MMETTHBZENDNDD.  |HD.

HFFE A IVEE | BFFEN O IR ED L | H BAEH O FIZRHT

i} AyaBThnds, H%.

TAITF TV | AR F OB AR S AL | A TTA RV AF

(St. John’s Wort, &z | HEEAME T 3 2B 208 | DB (CYP2C19 K%

Sheva—r X U—|H5, UCYP3A4) %328

N E&A & NEZHND,




B SCIEAE
ARRLFH—h

FRRAEAR - HE BT 14 e - A T
AR —boifi B | A0 AL OB 3R T
NEATEIENDS. F | HD.
BOANL F Y -5
IHE a1 R AH]
D GENILTHIEEE
EIHTE,

BlYEMA

A

Ot Bl 2%, JE AT OA RYEPTSE S % 5B 2 H 5 X
WA RIS O FE TN

HRE 1% 756687451 (11.5%) DEIVE RS SN TN,

FE7RRIEA. #7641 (0.93%) . CK (CPK) k5761 (0.93%)

JFFHERE B 5 551 (0.66%) . ALT (GPT) k5441 (0.53%) & TdH>

7o 7 RIVEIDKFEIE)

OB EE. T IBRE. Ma . EVCSAME S &8 T TE.
Zollinger-EllisonfiE {& /S5 TNC B 5. T 48 51E%. EMALT
U2 B 5T /NI P SR B . R BRI T RN B
MIREERZE. AJINIY— - EOVE R E RITBTF2AUINT
A—-EODRE DY

[El P BN THR PR A B 5 D RIE A S BB FE AV I i & 72 2 3 B

ZEHEL TR, (7 IV BIDHEFERE)

ORAET AB UL 5RHTBT 5 H 185 3+ i85S OB 5
E211K

727 HE B RS (H AR N EBEZEET) THRIE B

2144 H3 141 (14.5%) DEIE RN H EHIN TV, E/@8IE

&, T2 (0.9%) . OBAMEE 56241 (0.9%) . B8 EBIE 2 6

(0.9%) . HHRU—7261 (0.9%) . B ifn21 (0.9%) & TH o7z, (1

TRIVEIDZNEE - 20 B AR R

WMRBRUNE

OB EE. T IHRE. Ma s, HiRtkaE R, JEvsATE
B Bl W iE. Zollinger-EllisoniE 5 Ff

E] PN C S fila S 7= i R Ak B CHRRIE 111 B S 051l Hh 2461 (4.0%) DI

TERDSRS SN TS, ZONERIT. FHF & OIER. SeRrm i

FOSE 161 (2.0%) THorz. CNVEITRT 2 % - F BB &R

5

(1) EXEEIER

1) 2avd . 7F745F— (WTNOHEEARY) :2avy, 75
T47F T — (IMEFE, KJE SR EE) NdHohN 5T LN
HBHDOT, BRE TV, BENRDSNIZG G
kL, BYRAER TS,

2) GAmMEKEAAE. EERIEKE (O NOHEEAH) . MR
B (%A PLIM BRI E  FEFRE BRIE 1M/ N e >
MBSONDIENHDHDT, BIgE T /AT, B DED
SN EITEE 52 IEL. Y ILEEFTOTE,

3) BIERFX FHERE HE FLA2WIThBHEER
BA) : BIRE T 26, P RERR 2, 30H. IF A 2 hd5binb2&
MHDDT, BILE T 7T BEDSROSNZH AT
BeG2m EL, YRALEE TS,

4) PEMRKEIEFERMMA (Toxic Epidermal Necrolysis:
TEN). R IR AR AE (% B¥ (Stevens-JohnsonfEfZE) (1
THNOBEEARH) b3 1 E 88 Al MR E (Toxic
Epidermal Necrolysis: TEN) . K Ji& ki IR {5 1 (Stevens-
JohnsonJEAREE) INdSHHNDIENBHED T, #HRE+ /7T
frn, BRSNS AR G2 kL, E YL
1ol

5) REMRR FEAH) BEEMASHSONDIEND

OSNZB AT BN XA, MEC TS OREEFE
9 BT &, MR ENG R SN -5 i3k G52H kL.
BB G RIS H DI GEDM YIS EETOTE,

6) REIEMEBR GEEARH) MEEBRNOHSONDIEND
DT, BHEAEREM BUN. LY FoUE)ITHEREL. B
HINROOENZGEIIEGEP L. E YL EETO
&

7) ERERRLARAE (BRI CBRUT RURE S ST E
MBHZDT, BRETIMTITV. B, B 77, CK (CPK)
EE it R ORBIF SO ERERHSHNSAIC
W e kL, YL EEf T OIS,

8) RFNUDAIMGE (FEAH) KNI AMIENHSHIND
ZEMBHDDT, B DRDOSNIZGE IR G2 (EL. &

737

Uisil@z1o528,

9) SEELIREE OHEEARHH) < BEEL. kL, BRI, KIRENHSD
NBZEMBHDDT, B D ROLNH A3 529 1k
L. U7 L iEE1THTE,

(2) EXRTEMER (3E38)

HEE (F AT 5 —))) TLLRORIEAISRE SN Ths,

1) BRI : AR MASS5hN5ZENHEDT, R
ZFMATO BE RO G A3k G2 EL,
Ui lEETHL,

2) MABE HOEENRHSONDZIENHEDT, BEHR
OENIB A G2 P IR, EYIRALEETOZE,

3) ANUBREE: ANBEENGSOLNDIIENHZD T, Bk
AEMRAE (BUN, 7L 7 F U E)ITIEEL, BE DTN
A 5T EL., BRI EETICE,

(3) ZDMbDEIER

PUF OERITSEINE A doHN =35 81203, ERITIE U G v 740
BEEITITE,

BEE. T2HEBAES WASES SHRMRER FUSAHLTE
BEFFE. Zollinger-EllisonfE&EE. JERTFOAREM R AERIRS
BCHBII2BEBNIET 2B EBOBRIG. ERAETREYY
REEICBIT3BEEX I+ 5 EE0BRIFIDSS

1~5%A 1%A i AR

i EE J695 . KRG R O | B, 2 AL
Hikas NS TSR M I (| S L S ERRY
e N6 12D | K % (collagenous
JiE, 18 colitis, lymphocytic
colitis)
JHF- ik fFEEE ES
i3 i BRE A
FE AR R SEJG L S5 R AR | ARERAE. 5D5%
FEIEDEN
ZOA CK (CPK) L5, [a14x | [BE & %iE . BY #i

1]
HEDFEW, L. BTH ERR 2
s R FHIE, i KRR~
A SAVINI R N |
P
BAREII R AN Z 0 R EL T2 LB D PR i B (W R GRRE R OV 7 27 [R5
IFE EE et BR) IC D EHHL T5,
AJINsH—-EOUDREDOHBI DG S
BHERAOBEEIZOWNTR, Bl X3 ZHRBEEBICBT5, A&
BDOFEIHRDA AT 5 =)V, 7EFL LU KPR 7)) A0
AT DIF F-DORRARITH DL,
S%ELE | 1~5%A 1%A
BB ED Jt%
Mg R KON A R RS G B, e, AR
(19.9%). %, BER. |BR
R R | IR
(7.8%)
[T JIFHERE 5%, AST (GOT) k5.
ALT(GPT) L5, AlI-P LR EY
JVE> E5 LDH E5
T UFEEEREIE 22 1/ NRE R D
2, F i ERE B2, FfER 7>
] B
FER . LOFURL, D F W, IR FE

KSR R

=

Z0ft JRE BB R 15 Tl

25 0—)b LR, QT . F#t,

PR, D8 . RE IR,

[N

TED) ZOEIERD BN AL 5o 5L,

7E2) BRI, BSOS B AL 58 kT B E M)
IMBETIZE,

EHEADERS

AHNT FELU TR TRESN DA & H TIaFEE. 2ot

FEEEEAVE T L TWAZENLND T, (K H ENSH 5.2 G357

CHEEICH 5 T52L,

1E5. ER. RIBEADRE

(1) RS EE U IRL TS e RE OSSR NI, 1R Lo
BREDERBIEZ L EDEHWENDIEHIOEE T DT,
[EIREH O 5IZBE 9 & 2 ISR L TULRNY, ]

(2) BAR: FAP O ANANOFE GILBHT DI ENLEELN, DD
ZETHRGIHEAL BAEETIITEIE, (AFOTEIMA




10.

THDF AT 5T —)L TOEYFEE: (FvMNE Smg/kg) T, REL
AT T AZENHE SN TS, ]

INREADERE

(R AERER HiE R AR

T AR

BERS

Bi%, FER : T AT 5 — VDR EH - (280mg) 120, B 7. R {E,

LSRR IN TN,

B ERITE U Tl Y/ L B2 TOIE,

HRLOFE

BRI AR

BFITAFE T HRINT. B M E2E L. i k2

AT AL,

Al AR

AFNIAI 15 mLOKITIREB L. 2~ 3MFEBW TR L THS AR

AT DZEMEELN, I BRE LI, RT3 2 R REME 3 57

D3043 AP 322 EDVE RN, IRTI 14, A Bk TR o7

Lad. STk EMA TREL., IR 9228,

AN — I AL, BEEHLAITRE R OHEANIAE T

952,

ZDMDEE

(1) ZYNZEFIDOT IR THDA AT 5 —)V1.Tmg/kgll EZ&24E
R O #% 5-U7zF Ml B . BTV F /A RDFE A ARSI T
EDHEDID D ZDTIVTF JARDFEEITIE Ty N FER AR
OHINTND,

(2) AEIDEWE 5 HICEEOE R)—T 207D ENH D,

(3) AHKIDE G, HHEIC LD RERM THIENBHZOT, EMH:T
BN EZEERL TR 53528,

(4) FEVSANMEE A FAE DB EICBNT, BN FEORY
AT THBEZEZENDH &, HIANV T o0 5EE
DWTIUTHEZ Y LN AT AFIOIR B RAESIUTN
"M BB,

(5) BANTBIDEROBRIIL T, Tak R 7 A EESY—IT&
DIRFTBNTHHLBIEIC D I B &8 4. TR ETH . 4k
BT QU EIMNME SN TS, BT, & A& RO E R
(HELL L) DIEEEZ T - BE T B OURT L7z,

(6) MINIBITZRICABRBEENRELEROBILHE T, 7O
FoART A2 eEY—2H% 5 LB HFITBNTIOZANI DT L -
FAT 1 INCEB B IBIRG D AT BN E S TND,

(7) NJANYF—-ERUDREHIE EDEE : TIAT S —)LED
TORR T AR EY =0T EF UL KFIY, 75U A0 A
L EDHUEYE R OANIZS Y — )L OIR Ao 54 T E
% TIE. BC- R EBIER A B DK E DA IEITIR 2 RETE N B D
720, BC-REELRABICEI DR E HEETOH AL 2heo
HHNDHE 5H& T BAE LR DM f5 TR T DI EMNEELL,

(8) FYNTHITHZT )T F) =) Somg/kg/H) . TEF >
7KFN) (500mg/kg/ H) KU ZUZ20< A > (160mg/kg/ H) %
B ELZRBR T B TOFE OB REEHITBIE DT
FH SO HEAGFROSN TS,

€2V

IR 5% ISR L Tuian (BN

mighEE

(1) BEEixE
et HE R N B BR E (n=24. CYP2C19PDhomo EM. hetero EM
T OPMARIE) ICTY AT 50 — )L 10mg ke N 20mgZ 22 JE REIC
A O3 5 U E EOREMAROIEY B HE) T A—FILLTF
DEBOTHBY,

#EE | Cuw(ng/mL) Tinax (hr) AUC (ng*hr/mL) Ty (hr)
Lom 2452 2.50 552.6% 1.05%
€ | (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)

T I (/M — B A AE) . 2 AT 45 (95%{ZHEIX ) |

a) n=23

(2) RiEEXRE
et HE R N BB EF (n=24, CYP2C19Dhomo EM., hetero EM
FOPMMRFEOICT AT 5 — )L 10mg e O 20mgz1 H 1185 H
R 1ERE O 5 L2 05 H B (= IERHE 5) ORZELRD
HPBIRE ) NTA—FIILL FDEBDTHBY,

#5458 | Cua(ng/mL) Tinax (hr) AUC (ng-hr/mL) T2 (hr)
10m 376.5 1.75 822.1% 1.16Y
& (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
s (670.1-1167.5) (1.00-4.00) (1485.2-2880.6) (1.06-1.46)

T U (/M — R AE) . 2 AN (T 745 (95% ST o

a) n=23
%53 H H KOS5 H HOCuald IRIFRE THOT=ZENS, RKIEHE:
BIATE3 HIQE Mg rf T AT 5 — )R BV E HOR R B
LieE#E 2507, #%: 55 H O G & 12K B 2 Mt T
VAT —)VIREIRIZIE R R R LRI R L, 1 H 1E K8
5L THREIRDSNIsM7ED,

(3) WMERLME
YR K ONREBFIZTI AT ) =)L 10mg K T20mgZ 1 H 18]
SABILL ERER O G UZEZA REKROED) BIRE /NS
A—=HILL FDEBOTH 7Y,

) BEE I AT 5T =)V DI B RE)NT A—5

RO DT | Cnax AUC, Tin
= (mg) Tonax (hr) ®

1k (ng/mL)* ’ (ng-hr/mL)*|  (hr)©

1sELA E

854 158 2261
10kgflE | 10 |9 g . |0.8020.18¢
ek (141.7%) | (1.03-5.92) | (42.6%)

537 152 995 :
~11% 1001101 (110.4%) | (092-6.00) | (783%)¢ |09720-55
20kglA £ 1908 1.47 3459

2001100 41500 | (093-1.52) | (50.9%) | 108044

311 1.57 619
~rags |0 7] 017%) | 093295 | (1055w | 17088
20kglA b 981 1.75 1918

2001100 (51305 | (0.95-3.00 | (360 | 106025

a) TV (BB b) Tl (G/ME—RA )
o) FIMEAEMERZE  d) n=7 e) n=9
Rt
in vitrolF R BROHE 5, EROFIAR, 5-0-AF VRO Bk
IZIECYP2C19, ZIVIRARD A FRITIZCYPI A4 H L. 2353 FED
RPN DORE T 5 AL EFRE THDHEMEIN TNDD, T A
75 =)L Din vitroFRBENZBNT, EROF AR K 5-0-FHAF )L
HROERIZE G THCYP2CI9IDF HER (R#MBEFI/IT T2 A
CLin) 1373% TH 7=V, SLE A DT —F T, (@R NI CRERE Ty
AT 5 =)V BRI O G UzEE, i oA I LR
K EROF AR TH o7,
HEt
SEADT —FTid, “CEFR T AT 5 =)V 2B AR O 5 U-&
=, & 5 REDRI95%034 8 R £ TIT R AR Je O ZE i kb4,
PR P B - R IR O LLIZ 450 1 TH o7,
=inE
SENDF—F Tl TIAT Y — )V e i g | 1E S
HE S IER DR L-EE %55 H HDAUC KU C a2 IEH D
iE (B M T Al W AE BB KB O A E R L RSP D L (B
min S IEEER R E)13E 2 1.25 (95%F X :0.94-1.67) . 1.18
(F1:0.91-1.52) TH>71=,
FFgsEEEEE
NEANDTF—FTIE. TIAT T —)L & HERER E B FICT H 1[A]5
H IR ERE O 5 LS E, AUCHE. AR T OIRWERSEE &
TE W FRE SR, OB RERE R TlR2.3 M &<, B E
~ R EDITBERERE E B THZDHIZ1.4~1.8THo7z9,
#HEER
FEHACYP2CI9 R UNENTFIZOY— L% HWSin vitroitBRIZHWT
AFIZCYP2C19DIEMEZELEL /= (Kifli : 7.9 R T8.6uM) 73,
CYP2A6. CYP1A2, CYP2D6, CYP2EL, CYP2C9 2 TXCYP3A4DIFK
T OWTIERLE LSRN O T VL EERZRLEDS,
SEADT =TI, D7) A T2 XTIV 77U (R-T)V
77U>) (B k. CYP2C19DHE) EARKIDHE AICKD. 7/ A
TN DAUCIEZTNZN81%, 13%H5 KL, R-T)V 77> Dif #E
FRNT7IBEIZ13% LR L), TIAT 5 —)Er50 2013 > K
O EF UK OHERICKD, 7502012 > T EFS
U KT O ML IR BT B L TN o7, V2 AOR AT D
140 KB I DAUC A KUz E/2. TAT 5 — )LD
AUCATIEDE R OK2EITHE ALY, F =009, 7 o0F+2 10, 0
F7O7x NI AN, 7 AE U DERFIOHE A TUEAE A E A
LY aVAVAN oY



100

7. MEFAFEE H ¢ * . )
TIAT 5 =)L (FRINIEEE 12 1320pumol/L) DY 4 8 [ 5 & R I
80 ———————
(in vitro)1397% T o7z, < & ;
oY [ )
o 60 4
(B R AL i
EEA 4 40 4
1. HHRMHRER 20 —o TUATSJ—)L 20mg
W EE R RN REU ZEHER AR T, A AT - -0 JSuR
20mg. TV AT 5/ —)L20mg XiF40mgAT1 H 18] fe K 8 [ #% 5= 0 . . . . . .
N, G SFERFDZNZTNDIRHE A [95%FFEIK [H]1387.4% (166/ 0 4 8 12 16 20 24
190%1) [81.9%.91.4%] . 87.3% (165/1894) [81.8%. 91.3%] &k T} N ARRER SR BSREETOMM  GB)
90.0% (171/190%1) [84.9%. 93.5%] THV, F AT 5/ —)L20mgiZ %t TUxTo ) 20me 173 166 s 7 158 137 1
I HAK20mg K P 40mgDIEL N FRDSIN TS, TSk 168 165 g 17 9% 9% 9%
Ez, MR RE R ORBEREE S REUE ZEE RIS Kaplan-MeierikICk 2B iBHE X3+ 155 BB DIERIER
WT A AT T =) 10mgE L L= TV AT 5 — )L 10mg K T ] )
20mgD1 H 1[E12458 % G- IR ZH5V) B30 3 M £l e DT 36 11 120 F/e. WL OB %A T NS AIDREG IR T B Ea it gLz
DEDENTND ), TUAT ST =)V 20mg?D1 H 18] 5218 % 5-RHC 3132 15 18555 53+
TURAT I TIRAT 5T —U[F AT 5 — ) THEREBOIEFIERIILL FOEBDTH',
20mg (188451) 10mg (18845 10mg (1874 P51 523 IEFEAE # (Kaplan-Meier%)
FFEBIEL 1461 22431 3141 TIAT 5 —)L20mghE (13061) 95.9%
% ’724@;%)@ 92.0% 87.5% 82.7% 3. BRAETREUVVERSEICEIISEEENE+T ZIEREROBRL
[93"2?%%!2%‘1} (88.0~96.0%] (82.7~92.4%) (77.2~88.3%] #l
i se2f032~121] LB OEAER THEHEY AEV (81~324mg) #kie Ak H
N K (I‘/)Kj’i‘f—)Lzbmgﬁvsl‘)xj’i‘j—)[/IOmgﬁi) BEENREUY D7 IS HS?)&L?‘EQE% (H 2&)\%%’%‘@‘)0)#’
[95%(Z HE X [ 0.43[0.23~0.80] FIRHTICBIT D88 FITBWT, T AT 5 —)L20mg?D1 H 10148
(TYAT 5 =)V 20mghfvst A7 5 =)L 10mghE) B HHFICBIT 5 H 5 U3+ 1SS ORI H ) RS
- p=0.158 NTND, ISIT, H T CABE , A SEBEDHE BRE DA 505k e S
i (EIATZS =N 2mebes Ty AT 7))V 10mee) N TUAT S =)L 20me# ] H R R T2 GRS T, 12
p=u. % e R WA - N P A > 3a =3
(AT 5 L 20mglbvst 275 — )L 10mgl) 72_@{&{)#%&@19?.4 % CdHoIzo 185, AFBRTBNTIIAIERE,
— TR REEBIC BT Ty )L F—NEH L T,
a) Kaplan-MeieriKIZ&Z2HEE —
b) Log-rank#iE. FEAKHE  [if15%. HochbergD i {EIC K HI0E D% B LD TYAT (715;;{;]‘)”/ 20mg 7Stk (1824)
1]
100 4 T . . FEAREHIRL 261 2241
"'_:'_'T"_'_':?f:._:.___.:.'_'.'_'.:.'_'.'_'. P 54 %D
g [96.65% (= #E X f#] : ’ : e
w %01 INF—RE N
3 (96.65% 2 HEIX [H]] 0.0910.02~0.41]
ul 40
™ —o TUATSU—)L 20mg pfE® p<0.001
20 4 &=+ TYATZJ—)L 10mg a) Kaplan-MeieriEIZ&DHEE  b) Log-rank#iiE., A E/KME  Th13.35%
=—--a FA75U—)L 10mg
0 r r r r r r 00| 85—
0 4 8 12 16 20 24 % .
, BRESBIE B ASERETORR GB) % e N
At risk £
TIYATZU—)L 20mg 188 185 174 170 162 161 160 < 70
TIYATSJ—)L 10mg 188 184 168 168 154 154 154 °v 60
FATSJ =)l 10mg 187 185 163 161 147 147 147 E 0
Kaplan-Meieri&IC & B3t RIER DI BRE ®
2. FERFOSRMEARIES (NSAID) IR ERICHIT 2 E BB+ 15 *
BARBOBRS) i S
N O Ttk
LB B OEAEEE T ANSAIDRK G B FE RELZZE N 7
B R ILEEBRICBWTIY AT 5 —)L20mg®D 1 H 118243 % 5 - 2 24 s 48
IR 2 B 185 U3+ R IS O MIHI ) AR5 T At risk 2 ARRESHIERDOFESCOBE (D)
Bl5), TYATZU =)L 20me 182 144 99 50 19
— TR 182 145 89 45 16
IYAT T —)b20 N . . .
Gy | 776D Kaplan-Meieri(c 5 B BB X 4+ =I5 M ABOIRAE
S I 6/ 5601 (PEIBAFICHITEER)
PPy WIRBRUNR
KL24E M D 0 0 ; R " . s .
X;pﬁ,}yfﬁa) - 893%3"10/] [56 861‘%’90/] HIEE. T T RBEE. WEEESE. EOSAMEE &E W IRE. ¥
[95% 15 HH X ] : o ’ o Wit BB 48, X3 Zollinger-EllisonfiE (B #E2H 92 I H D51 D
INF—RE 0.090.04~0.20] HD1~ 145D EBFES0B %R U7 IEE Ml BTl K& 10kg L
[95% (X 1] U ) 20kg A (1061 (55 18£]) 12 AT 5 —)L1[6]10mgZ, 20kg A -
pfiE® p<0.001 IZ1[E10mg (1~ 1171061 [552%E] . 12~ 14581061 [ZE4RE]) SaX1(a]

a) Kaplan-MeieriEIZE2HEFE  b) Log-ranktiiiE, AR/KAE  Wifl5%

20mg (1~ 115§ 1081 [FE3BE] L 12~ 145% 1041 [5558]) 21 H 1 EERA
SRR G- LTz, & 1% 510 LB AL 2R (HolF, . L0
¥, B E R ER AU 13, 5 5T IR E A L Tz D40% LA
FOEIETH LU, Fz, 5 RN NE SR E i T2
FOIBIE AT RS0 NIZ3H TN BN TR RIS A
MHLELIZY,



it dexiid SR Eiyhis 3R AR SR
Fe5-61%0 (10f) (10f) (104i) (104) (10f4)
Ffin 1% LA B 1~115% 12~ 14%
10kglA N

e 20kgA i 20kgbh E
S EoR 10mg 10mg 20mg 10mg 20mg
Kaplan-MeientEIC & DA% IR Ml D BRERFTIH R %
fag=olF 100% (21 | 66.7% 3H) | 100% (16i) | 50% Qf) | 75% (44)
i 75% (41 | 100% G | 80% (5H) | 50% (4f5) | 100% (4451)
WSS 100% QF1) | 50% (6651) | 100% (661) | 40% (5{51) | 57.1% (745i))
o B dooms ) | 66.7% (o) | 100% (4t | 60% (58D | 50% (6
O % 5aMTEIRZE L TW ik

[ERhEE]
1. ENTOEA

BApHICRIZTHE

fREERR ANIZBNT, TV AT S —)1 10mg, 20mg M 40mg % 5-
L0245 R I E NpHA 4L, E2R TR OEIH13. =h e
$148+23%. 62+14% [ U 68+8% T o7z 'Y,
INBEEZESHIZBNT, TYAT Y =)L 10mg K TU20mg % 512
K012/ FPICE NpHAT L, B2 R I IO &3, 51.2%~
98.3% CdH o7z,
2. JEERPREER
(1) 7R RATEEER
Y BRI SO T OR R T (HY, K-ATPase) {6 L TR
EERZERLZY,
(2) BEEWHAIEIER
BB RSB 2 H B PE I LT EINE FZ R L
7220,
85 & U'Heidenhain Pouch-T XIZHBUW T, Il #Ic &R S
N7 B B et U TR E 2R L7202,
RENDE N THDLI AT — )N, TR THEA AT
7 =N D—J DI RN (SIK) Th 5,
3. ERA#F
H EEHI L ORI AR _LICTETE S D32 2R A2 TR 7 WA S ) B ks
BT BIEED, BEEHIINICBN T —HOE B0 W S NBE5,
ZORIEDOERFBETIE, § BRI ASH Z L RDODICK %
BOAD T O R T EIEITNDBEEDE N TND, T AT 5 —
N ZOT TR R T DB EEIETHIEICEo T, H B W
RN
4. EYENRSEMH
fR B B A B PE34 BT R LIRIE F BRI 20mgdh DN R FT T L
J17 )V 20mg#S H i RAE R 4% 5-U, 7024 —/N—iKIZTH NpH
IZBAF T R LU=, T ORE R, i #AID Y NpH L 7R3 E
WEIC % TH o7z,

(BRI EAFIFR]
—& % TIAT T =)V T 2 KR (Esomeprazole Magnesium
Hydrate) (JAN)
L= 4 : Bis {5-methoxy-2-[(S)-(4-methoxy-3,5-dimethylpyridin-2-yl)
methanesulfinyl]-1H-benzimidazol-1-yl} monomagnesium
trihydrate

CHs
N 3a8 I AN CHs Mg?*- 3H20
1
N
°© = CHs

L -2

5 F 3 1 C34H36NeO06S:Mg * 3H,0
SFE767.17

R 189170C
MR TIRAT S IR I LKFIMNE A A~ Z <33T WIRE X
TOTWEREDH R THD,

(@x]
FFUABERER S E10mg 281
FFVAEEREH S E20mg: 287

[EZ 3]
FENER(H A NERE R AR F BT 5 15 535k, 2004)
FERERE (H A AN EBFC BT DTSR, 2016)
Abels, A., et al.:Drug Metab. Dispos., 28(8), 966, 2000
Andersson, T., et al.:Clin. Pharmacokinet., 40(6), 411, 2001
Hasselgren, G., et al.:Clin. Pharmacokinet., 40(2), 145, 2001
Sjovall, H., et al.:Eur. J. Gastroenterol. Hepatol., 14(5), 491,
2002
7) Li, XQ., et al.:Drug Metab. Dispos., 32(8), 821, 2004
8) FhNEEL in vitrof (it EE SR, 1998)
9) Andersson, T., et al.:Clin. Pharmacokinet., 40(7), 523, 2001
10) Hassan-Alin, M., et al.:Clin. Drug Investig., 25(11), 731, 2005
11) JUKER ERIRESE, 27(10), 747, 2011
12) Niazi, M., et al.:Int. J. Clin. Pharmacol. Ther., 47(9), 564, 2009
13) RFFF— fiti: HIHES, 110(2), 234, 2013
14) KFF— Ml HIHEE, 110(8), 1428, 2013
15) Sugano, K., et al.:Aliment. Pharmacol. Ther., 36(2), 115, 2012
16) Sugano, K., et al.:BMC Gastroenterology, 13, 54, 2013
17) Sugano, K., et al.:Gut. 63(7), 1061, 2014
18) RIBMEE  fh:ERREESE, 27(10), 735, 2011
19) #NEE (79FH', K-ATPaselZ ki 351EM, 1988)
20) tENEE (HEED Y B IRINCBITSEM, 1997)
21) fhNERH(HESYNIBITHIEM, 2002)
22) #:NEEl (Heidenhain Pouch-1XIZHBFAIEH, 2002)

(AR ST - RamFHREEOGDOE K]
E BRI AR N BN DEFEL TH FadicT #R<2 a0,

gsedz

T AN TGRS AT AVAT T A= a2 F—
T530-0011 KBt X AREN 3% 15

& 0120-189-115

FAX 06-6453-7376

B Hat "Rt y—
T103-8426 HELHRHHLX H AAF AN 3—5—1
B 0120-189-132
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1.9 —fEMIAFRCLR D 3CE
— L =V AT T — = TR Ak

1.9.1 JAN
(AARZ) =Y RAT T == TR0 LKFH)
(E4) : Esomeprazole Magnesium Hydrate
1.9.2 INN
esomeprazole
1.9.3 LF 4
(A AA)

E RS- A PFLD[(S)-(4- A bF T3S VAF ALY DU2A M)A H Y ANT f =T HAY
A IXS— 1A Jr—= TR UL =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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1.10 ¥ - BEREOREFEEROE &0
gL I AT T == TR AT

1.10.1

BT

x 1 BE - FEFOREEEEHDFT LY (BRT)

b5« hil4 EA{5-A R FT2[(S)-4-A NFTB5-TAFNLEY VU2 ANNAK L ANLT 4
ZNIH- N R, I B =AY} G 2 AT T =) ZOHEK
O DRI

g
Hal
c—é; i;)__ - 1
Ni‘ﬁ‘\&o“m; Mgt = IHL0
O M cHs |,

UIERIESIES <EAXFX VT LT TR 10mg>
OBEE. +HBEE. WaHEE., YimrEEER, FEOL AMEE BB
JiE. Zollinger-Ellison JEMERE, FERAT v A RUEHIIIESRE 5-RHZ BT 5 BIEE T
+ T HRREB O RS, (KHET A ) R E5RICE T D BIEE U e
1895 0 FE 4l
OTRRICBIT DAY 2,37 Z— .« v'a U OFRE OB
BIgE, + IEEEE. B MALT U > N, Rt Mg MRS BN, RE
T D NHBITEREZE, ~V anr ¥ —.- oV EEER
<KX F U LK T EIL 20mg >
OBEE. + 5B E. MATIEE. WtERiER, Zollinger-Ellison JEMERE,
AT v A RYEFIRAESEEE 5K IS 3817 D BIEE L+ I ES O 5], X
HET A YRR 2 BIEE X3+ RS O i3S I
OTRRCBIT DAY 2,37 Z— .« v'a U ORRE OB
BIgE, + IEREE. 8§ MALT U > N, Rt Mg MESEBEN , RE
JENZ T D NHBIEREHE, ~V anyx—.- o EEEE

ik - & <FX XU LT T EIL 10mg >

OBEEE. + _BHEE. MATESE. Zollinger-Ellison JEERE

ST mk E= Y AT = LTl 20mg # 1 H 1 EREROFESGT 5,
¥, R, BIEE. WAREEBETIE S WM E T, FHEBEE T 6 BEE T
OFH LT 5,

Otk iE %

W, RAZIZ= Y AT T — e LT 1 2mg 2 1 H 1 [ERO#&EST5, 72
B, @E, SHME TORE LT,

S DITHFE - PR A0 IR E R R OMERFFRIEICIB WO TR, 1 [E] 10~20mg
Z1H1ERAOET S,

OB AMEE Rl W iiE

W, RAZIZ= A7 T — e LTl E 1omg 2 1 B 1 EEO&RS3 5,
B, WE, 4 EMECOREET D,

OFEAT v A RPEFIRIEREKEE 5-RE 23510 2 BI85 x+ 8IS O FE R




1.10 ¥ - BEREOREFEEROE &0
gL I AT T == TR AT

NN iz/f77/—»&bfl@ﬂMg%1Hl@&ﬂ&%#é
OBHET AV U EGRHICERT 2 BI85 X3+ a5 O FFE |

W, RAZIZ= Y AT T — e LTl E20mg 2 1 B 1 EEO&RST 5,
O~Y anyg— . vnl OREOHE)

WE, RACIEZ Y AT T — e LT 1 A 20mg, TEXFT VU K E L
T 108 750mg (Off) RO TV Am~A 2 LT 1 [E200mg (Fifl) @ 3 #l
ZRIFFIC 1T H 2B, 7 FREROEET 5, o, 77V Ar~A i, SEIIC
JGUCHEET 226N TE 5, 72770, 1 [\ 400mg (Jiffi) 1 H 2 [\l% LR
L5,

Ta bRy TAS e R~ TEFVVI UKFBE R Z) Aa<w LD
3FITEGIZE DAY any x— - vu ) OREIBENSRRNOLEIE, Ziuat
DOWRFEE LT, BE, RAZEZ Y AT T — 1 LT 1 A 20mg, 7EXV
U LKFIE LT L IE 750mg (Offi) KOMA he =4 —L& L 1 [6] 250mg
D3 FEFREC T H 2B, 7 HRERO®EET 5,

<KX F U LT T EIL 20mg >

OBEE. + _f5EE. WEEESS. Zollinger-Ellison JiE E#F

W, RAZIZ= Y AT T — e LT 1 2mg 2 1 H 1 [ERRO#&EST5, 72
B, EE., BB, UAHEETIE 8 A E T, +HEhEETIT 6 BEETD
B L35,

Ot a5

W, RAZIZ= Y AT T — e LT 1 20mg 2 1 H 1 BRO&KST5, @
B, EE, 8§ HEETORELT D, I HITHIE - BFRZMY K5 HmMERE
DOHERFFRIEIZB VT \1@1wam@%151@ﬁm&5¢6

OFEAT v A RHERRIEREKE 5REZ 2 BI85 T+ 8IS O R
NN iz/f77/—»&bfl@2m@%1Hl@&ﬂ&%#é
OBHET A V& GRHRT 2 BIEE X3+ a5 o FFE |

W, RAZIZ= Y A7 T — e LT E20mg 2 1 H 1EEO&RST 5,
O~Y a7 Z— .« ¥r Y ORRE O

WE, RACIEZ Y AT T — e LT 1 [H 20mg, TEXFT VU K E L
T 108 750mg (Off) RO TV ZAm~A b LTI [E 200mg (Fifl) @ 3 #l
ZRIFFIC 1T H 2B, 7 FREROEET 5, B, 77V Ar~A i, SEIC
JECCHEET 226N TE 5, 72770, 1 [\ 400mg (Jiffi) 1 B 2 [\l% LR
LT 5,

Ta bRy TAf e~ TEXVVD UK E ORI T ) Aa< LD
3FITGIZE DAY any x— - vu ) OREIBRENSRRNOEEIT, Ziuat
DOLRFEE LT, BE, RAZEZ Y AT T — L LT 1 A 20mg, 7EX YV
U LAKFIE LT L IE 750mg (Offi) KOMA he =4 —L & L 1 [6] 250mg
D3 FEFREC T H 200, 7 HREEO®EET 5,

EES

Yivay

S

L




1.10 #H3 - BRSO EHEEOE LD
— kL I R T T — )~ TR AR

s K Of

HEGY - R

R -
<KX F T LT T EL 10 mg>

1 A7, =Y ATT =)L 10 mg (=Y AT T =<7 3220 LK

ELTIllmg) 2E5HT D,
<KX F U ALK T EIL 20 mg>

1 A7, =Y ATT—)L 20 mg (=Y AT T =<7 3220 LK

ELT223mg) 56T 5,

B
Hq:

Ak (R FhatE

R | B (N BoER) RN (/N EBER)
Zvh | | 930 mgkg 290 mg/kg
$ | 480 mg/kg 290 mg/kg
~UA | | 1200 mgkg >320 mg/kg®
? - > 160 mg/kg*
A X g
° > 30 mg/kg?

a: BH Lol KR
-= AR L

At () &5EMk

;M| &5 | &5

Behg | Mt
R | &K | mgke/H | mg/ke/H

F7PT R

Fy M 1h | O | 14,45, | 140 A EKAFI) 72 B EEOH I
HH | &5 | 140 140 mg/kg |25 5 B R EO B (B
F= A D i E 2R L)
Ty 3B | B0 | 14,69, | 69 69mg K UN280 mg TONE S 0B U, ~< o
H# | #&5 | 280 U > M, MCV LT MCH O b 7 jsid*
FBARIFH 72 MIEPH A R Y RED FEH*
FBARAFH) 72 EE ORI
69 mg KON 280 mg (Z351T 5 HAEIEIZ 51T 2 BR 70
PR (MO GFEREZAL & O o 22 fadk)
A4X | 3% | &I | o.66, 5.5 28 mg/kg (235 1T B XA R I B L 72k (BRE O
HH | #5 | 55,28 Wl RMMEAT, WO D)

5.5 mg/kg L ON 28 mg/kg (21 D MiEHR T A N U R
=120 -

FlEARAFH) 72 R ORI

FHEARAFIE O BRI 35 1T 2 BB AR ROT 7 (B
T OZERE, BRI D@ & OkAEL, BRI E
BIBIZHE T HRIEMBaOHN, HIRIZIT 2 BERE
5E)

* RRBRICB T 24 AT T — VBT O BERISWIHI R G RIS A bR

LEEMOPT A TH -7,
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I/EH OWtERIER ., AT oA FEFIRERBE GRS 2 BI85 XX+ _fBiEE
5 D B3
BIVERRHR (BIRMAERE 25T WIEFIEL 756 #ld 87 61 (11.5%)
BIVER OFEE %%
T 741 (0.93%)
M7 L7 F R AR —EHM 741 (0.93%)
FrigRE R 541 (0.66%)
TI=r T TR 2T —FBHN 4 % (0.53%)
OEHET AV U FREERICE HiEE T+ RS O R
BIVERFEELR (BRI A B 75:5?[1’) FIERIEL 214 il 31 611 (14.5%)
BIVE R OFfEE %%
T 241 (0.9%)
O AMER %K 241 (0.9%)
iR AT 241 (0.9%)
HRY—7F 241 (0.9%)
2 241 (0.9%)
Eagan T AN TR IR SAE L PN
1.10.2 Pzl
x 2 BE - BEZDIEETEREEHDF LD (XFH)
b4 - B4
i
ZhEE - Zhik
Y- HE <X ULDE T 10mg>
. OBHEE. + _1EWEE. WaHIES. Zollinger-Ellison SEEHEE
QSIS ENN) BA
RN 552)\ IXZ Y AT T =t LT 1 Bl 20mg % 1 H 1 [mfEO# 575,
RFs, Bi&E. WATEECIL 8 Ml E . +HEBEETIX 6 BN =E
T@&%&?éo
/NR
HWE L. 1 U OB R OV NRIZIFT Y AFF ) — L LT, KE 20 ke K
TIE 110 mg &, K 20 kguhf IERISE LTI E 10~20 mg 2 1 A 1
ERROEET 5, el EE. BIEE. WAETEE T 8 HMET. + 15
BT 6 EEE TCoRE LTS,
Ot AE R
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BRA
W, RAZIZ= Y AT — e LT 1A 20mg 2 1 H 1 BEREAOEET 5,
P, WE, SHEMETCORE LTS,
S HITHIE - FRA M IR W IE R K OHERFEIEICB VT, 1 E 10~
20mg # 1 A 1 EREA&KRET 5,
U
W 1 EOSEEROVNEICIE= Y A 7T —)L 2 LT, K 20 kg Kiifi C
m1@unm%\%Emnmuﬁfifﬁ_mbf1@w~mnm%151@
OG5, ol @H, 8HFETORELTS,
OIS AN H Al W iiE
BRA
G WA ET Y ATZY = LT 1E 10mg % 1 H 1 ERAOKREGT S,
P, WE, 4 EMECOREET D,
/AR
WL 1R EOSEROVNEICIZZ Y AT T — L L, 1E10mg % 1 H
LEREO&EE53 5, i, @% 4ﬁﬁif@&5k?é
OFEAT v A RHERRIEREKE 5REZ 0 2 BI85 T+ 8IS O R
A PN iz/f77/—»&bfl@2m@%1Hl@&ﬂ&@#é
OBHET AV U EGRHICRIT 2 BIEE X3+ FEEE O FFE |
W, RAZIZ= A7 T — e LT E20mg 2 1 B 1 EEO&RST 5,
O~Y anRy Z—- v'n ) OREOHB)
W, RAZIZ= Y AT T — e LT A 20mg, TEXFT VU ke L
T 1 [\ 750mg (Ffl) RO F U An~A oL LT 1 [E 200mg (Fiffi) @ 3
FAEFFHZ 1 B 2 [, 7 BREROEET 5, o, 77V An~vA T 0iF, &
FOS U CTHEMET HZ &N TE 5, 720, 1[E400mg (Jiffi) 1 H 2 [Fl%
ERRET S,
Ta rrARTA e~ TEXFVVI UKFMER T ) 2w A v
D 3 FEEIZL DAY any F— . o) OBREEEPAERDOSEAIT. Zh
ICRDDEHEE LT, @, RAEZ Y AT — e LT 1 [ 20mg. 7
%%//)/*ﬁ%kbfl[]ﬁwg(ﬁﬁ)&UX%D 2= LT 1
[6] 250mg @ 3 Al ZFRFC 1 B 2B, 7 AMEROEET 2,

<KX F U LT T EIL 20mg >

OBEE., + I8 E. WEHNEE. Zollinger-Ellison JE fF#E

BRA

RN mk iz/%77/—»&bfl@mmg%1Hl@%u&%#é
S SNEBE:] BIEE., WAMEETIL 8 BEE T, - fEiHEETIX 6 Ml F
f@&%k?éo

/NR

L, R 20 kg PLEDOIIEKOVNA ii/%77/—wkbf SEMRIT IS
Dfl@u%ﬂmgélalﬁﬁu&ﬁﬁéo@k\ . BIBE. WHiE
%ﬁ@sﬁ%if\+:%%ﬁ%fm6ﬁ%if@&ﬁkﬁéo
OMFRIERE R

BRA

W, RAZIZ= Y AT — e LT 1A 20mg 2 1 H 1 BREAOEET 5,
P, WE, SHEMETCORE LTS,

S HITHIE - FRA M IR W IE R K OMEFRFEIEICB VT, 1 E 10~
20mg 1 A 1 EREA&ET 5,
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mﬁ
. K 20 kg LEDOHIBROVNRICIZZ Y AT T —)L & LT, BRI

Lf1@u%ﬁMg%151@uD&5¢éo&k\%%\Sﬁﬁif®&5&
T5
OFEAT v A RHERRIEREKE 5REZ0 2 BI85 T+ 885 O R
NN iz/%77/—»&bf1@ﬂMg%1Hl@&ﬂ&@?é
OBHET AV U EGRHICRIT 2 BI85 X3+ s o F3E |

W, RAZIZ= A7 T — e LTl E20mg 2 1 H 1EEO&RST 5,
O~Y anyg—. vnl OREOHE)

W, RAZIEZ= Y AT — e LT 1A 20mg, TEXFV U VK E L
T 1 [ 750mg (Ffl) RO F U An~A oL LT 1 [E 200mg (Fiffi) @ 3
FAEFFHZ 1 B 2 [\, 7 BREROEET S, o, 77V An~vA T UiE, &
FIOG U CHEEET S ENTE S, 72720, 1[R1400mg (Jiff) 1 A 2 A%
ERRET S,

Tu bR TA e EH— TEFVVI VKRR T ) An< AT
D 3 FFEEICL DA any Z— . vn ) ORERENREIOEAIZ. Zh

b2 IBRFEE LT, @, RACE= Y AT ZY— 1 LT 1 [ 20mg, 7
%%//)/*ﬁ%&LTIEJB%g(ﬁﬁ)&UX%D A= LT 1
6] 250mg @ 3 A& [FFREZ 1 H 26, 7 AMEOERET 5,

<A FX Ty LR R0 10mg >
OBEEE. +  fEEEE. WMAMEIEE. Zollinger-Ellison JEFERE

BRA

BE . A iz/%77/—w&Lf1@2mm%%ﬁmf%@bf151
RO &EE5T 25, B, B, BIEE. WEHEE TIE 8 BlE T, + 6l
ﬁ%f@6ﬁ%if@&5&?éo

/MR

W 1BUEOHREOWNRICIFZ VY AT — )L LT, KE 20 ke KT
1L 1610 me %, %Emnmuﬁfiﬁﬁ_mbfl@w~mnm%%ﬁmf

ML C 1 H 1 mRO&ES45, k. @y, BIEE. WMAIEE T 8 @
if\+4h%@rfi6ﬁmif@&5&?éo

O it IE K

BA

WE, A=Y AT T =)L LT 1 5] 20mg ZRKCRBREBLC 1 H 1
EIREOEET 5, 2k, WE, SHMFETORE LTS,

S HITFRS - FRR AR D R R IE R OMERFEIEIC BV TIE, 1 [E] 10~
20meg FARPKCRE L C1 H 1 RRRAOEST 5,

/NR

W, LU EOSEROVNEIZIE= Y AT T —L e LT, A 20 kg Kiii ©
MIEMHM%\WE%H@ULT&WKLWbTIEWNNnm%ﬁﬁmf
B L1 1RO 5, ek @E,. SHE TR LTS,
OFEV S ANEE B TE M FE

BRA

WE, A=Y AT T =)L LT 1 A 10mg Z AR CEEBL L H 1
EIREOEET 5, 2k, WE, 4 EME TORE LT D,

/NR

HWE . 1M EOSER VNI Y AT T —u e LT, 11010 meg & i
mf%@bf151@uu&%¢éo&k\%%\4Hﬁif@&5&¢50
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OFEAT v A FUEFIRESRE SRR 2 BIaE XU —feigias o Rkl
WE, A=Y AT T =)L LT 1 5] 20mg Z K CRBREBL T 1 H 1
FlfE 595,

OBHET AV V#&ERHIBIT 5 BiaE X3+ BB O H-3 M|
WE, A=Y AT T =)L LT 1 5] 20mg Z K CRBREBLC 1 H 1
FfE 595,

O~V a7 Z— - B u U OFRE O

WE . A=Y AT T =)L LT 1[5 20mg & K CRBLT, 7%
VK E LT 1 8] 750mg (Ofl) ROV FJRAu~<wAf 1T 1
[B] 200mg (i) @ 3 FlzEEHZ 1 H 2 [0, 7 HEEO&R535, . 77
VA< A v 0d, BBEIDS GEEM&ET S Z N TES, 2L 1 [H
400mg (M) 1 H 2 [A%& EREG 2,
Ta hVRTA e S — TEXVVV UKIMENYZ T Aa~wAfL v
D 3 HBEEICEDEZA~Y ay F— . ol OREBERRRIIOEAIZ. Zh
R DEESE LT, g, AII= Y AT T —)L e LT 1 [6 20mg & H
H%kf'iﬂ%bf\ TEFTVY LK E LT 1 A 750mg (1) BUA hu
=& =)L LT 1[a]1250mg D 3 Al&[EREC 1 H 2[R, 7 HRIBEO®EST 5,

<A F Ty LR R0 20mg >
OEEE. + fEEEE. WMAEIEE. Zollinger-Ellison JEERE

BRA

BE . A ii/%77/—wkbflﬁzmm%%ﬁme@LTIH1
R O&EE5T 5, B, B, BIEE. WEHEETIE 8 #HllE T, + 46l
ﬁ%ﬁ@6ﬁ%if@&5&?éo

/NR

W, IRKE 20 ke LLEDOSIEROVNRIZIZZ Y AT —LE LT, RIS
Df1@1wamm%%ﬁmfﬁﬁbfla1@&D&5¢50ﬁk\@%\
BiEg. WEEEE Cid 8 M E T, + fEREE CIE 6 i E Cokb LT
o

Ot IER

BRA

WE, A=Y AT T =)L LT 1[5 20mg ZRKCRBREBLC 1 H 1
PR OS5, ok, Wi, SHEMETCOHERLG LTS,

S HITFRRS - FRR AR D R R TE R OMERFEIEIC BV TIE, 1A 10~
20meg ZFARK CREE L C1 H 1 RRRAOES5T 5,

mﬁ

. RE 20 kg L EOSEEROVNRICIFZ Y AT — L & LT ERIDE
Lf1EHwamm%%ﬁmT%@LflHl@ﬁﬂ&%#éo@k\%%\8
B Ecofh L35,

OFEAT v A RUEFIRIERE GRS 5 BiEE T+ RS O F R
HE . RALL ii/%77/—wkbflﬁzmm%%ﬁme@LTIH1
FlfE 595,

OBHET AV V#ERHIBIT 5 BiaE X3+ BI5EE O H-3 M|

WE, A=Y AT T =)L LT 1 5] 20mg ZHRKCRBREBL T 1 H 1
FlfE 595,

O~V a7 Z— - ¥ u ) OFRE O

WE . A=Y AT T =)L LT 1[5 20mg & K CRBLT, 7%
VK E LT 1 8] 750mg (OOfil) ROV FJ Ru~<wAf 1T 1
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[B] 200mg (M) @ 3 HAFEEHC 1 B 2 [, 7 AMEOHES+T5, B, 77
VA=A 3 B GEEE&ET LI ENTESL, 2720, 1 b
400mg (JJff) 1 H 2 A% ERRET 5,

Ta bRy TFA e — TERVVI VKRR ) AaxAL v
D 3 HFEEGITEDA~) a T F— - Eul ORERBENREIOEAEIF. Zh
WD AL LT, @R, A=Y AF T — e LT 1 [ 20mg % /1
Rk CBELC. 7TV ook LT 1 [a] 750mg (Fiff) BROMA b
=X —)L & LT 1B250mg @3 A AZFERHC 1 H 2100, 7 HEEO&EGT 5,

R -

<KX F T LT TEL 10 mg>

1 A7, =Y ATT =)L 10 mg (=Y AT T =<7 3220 LK
ELTIllmg) 2E5HT D,

<KX F T LT T EIL 20 mg>

1 A7, =Y ATT—)L 20 mg (=Y AT T =<7 R2T 0 LK
LLT223mg) 2&5HT S,

<HF U LR R 5300 10 mg >

1 Af, 2 ATFI53—=1 10mg (I RATIT/ =<2 ubkiis LT
11.1mg) Z&HT5,

<A F v LR RS T 20 mg >

1 Af, 2V ATFI537=120mg (I RATTV/ =)< 32T ubkiie LT
223mg) ZEHTS,

I

(BB, T
HRESIEN)

Sk (R FbatE

R | o (R/hBEE) RN (/N EBER)
Zv k| | 930 mgkg 290 mg/kg
$ | 480 mg/kg 290 mg/kg
~UA | 1200 mg/kg > 320 mg/kg?
? - > 160 mg/kg*
A X g ,
° > 30 mg/kg?

a: FH Lol KR
-= EARL

it () &5EM

Bt | 5 | &5 | &E5E | EEEE ESAsI)
R | &K | mgke/H | mg/ke/H
Fy M 1Hh | O | 14,45, | 140 A EKAFI) 72 B EEOHI*
HH | &5 | 140 140 mg/kg I8 5 B REO B/ (B
F= A D i E 2R L)
Ty N 3F | &BO | 14,69, | 69 69mg K TR280mg TONEZ 0 BRI, ~v b7
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H# | %45 | 280 U > M, MCV LT MCH O b3 7 jsid*
FBARIFH 72 MIEPH A R Y RED EH7*

A EKAFI) 72 B EEOHI*

69 mg KON 280 mg (Z351T 5 HAEIEIZ 51T 2 BR 70
BT (M o e Ea PR 28 (b K ORI AR oD 22 k)

A4X |34 | &I | o.66, 55 28 mg/kg (235 1T B XA R I B L 72k (BRE O
HH | #5 | 55,28 WREy, KRPEAT. RO D)
5.5 mg/kg X OY 28 mg/kg (21 D MiEHR T A N U R
D ER*

BRI 72 H EE O IN*

FHERARAFE O BRI 36 1) 2 B AT Y (B
FHIN O ZEHE, BHRIEOMB R & OEHE L, kG
HREIZBI 2 RIEMROE, HARIZI T 2 Bk

%)

fk ARRBRCIT A4 AT T — VB UTRIED B W WS R 52 1 b A b
LBEHOFT R TH o Tz,
EE 55 G hEEh)

B | G | &5 | &5E | EEEE BN

Wi | R | me/ke/H | me/ke/H
vy b1k | KO | 31.93 93 FEEOFE, B, FEOHN, BREEDHOMK T,
7 At | HE | #&5 | 280 WEOHN, R, KEBNOMH, ~E7a

EVRE -~~~ 127 Yy MEOIKTF, MERARMERD Y
m, Zra—XE0KT, I VAT a— /O,

7HE | A | &5
MR EEOK T, HEEOHI, ECL M T A—4
— O, MyEH A~ U D EF-

AX |38 | &O |28, <28 JRHE, WEOHI, WEH, SEERIRG, BT,

10 Atin| AR | &5 | 55/41 ARMe T, UlaER. (REBINOME, EmH 68

BE)  ~EJubVRE -~~~ )y MEDIK
T, TN S oSN, fE iR R OV S O,
HEEOM, ECL M/ T X —& — O g,
MmiEHAA NV AED L5H-. BRBEOHM,
HASEOJRE
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Rl BON
(T gE OWFiMERIESR, FEAT oA RUEFIREIEE 5RICBT 2 BIaE T+ G
PRERIE SO BT
BIVERRE R (R 25 Te) WIERIEL 756 Hld 87 B (11.5%)
BIVE A o fEE Ik
T 741 (0.93%)
M7 L7 F R AR —EHm 741 (0.93%)
FFigRE R 541 (0.66%)
TI=r T T UAT 2T —FBHN 4 % (0.53%)
OBEHET A Y V&R E5FIZ HIEE T+ R IBEE O
BIVERFER (B R %%a.etf) FIERIEL 214 il 31 611 (14.5%)
Bl o fiE k=
T 241 (0.9%)
O ANMER %K 241 (0.9%)
iR AT 241 (0.9%)
HRY—7F 241 (0.9%)
2 241 (0.9%)
IR ROV
OBEE. + _BBEE. WEMmEE., dintteEx, VS AMEE BIE SR
JiE. Zollinger-Ellison JEBERE
BIVERRELE FAREREZET) BIEFIE 50 B 2§ (4.0%)
BIVEH o fEkE Bl
TR 1] (2.0%)
T 1] (2.0%)
SeHLEEERS 161 (2.0%)
% [a] —JiE bl
ey
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M 5 28 S N e
FEIR(EL21—IL3) MEICEHTOXE
32 T—AXIIHMEE
3.2.5 [RE
32828&E
3.2.8.21 AstraZeneca |k A - B #HREH Bl
3.28.22 AstraZeneca |REAEZRUITOER-avbA—L _ - 24 (5
32823 AstraZeneca |RHHOEE - B #HREH Bl
32824 AstraZeneca |EELRERUVERTREOER _ T N =
3.2.8.2.5 AstraZeneca JO+EX-N\YTF—30 /T 0w REHE _ ok HHREH ST
32826 AstraZeneca RETEROHREORE — ppA HREH B i
3284 RENDEHE
3.2.8.41 AstraZeneca R RUSERTA - i) HRAEH ERai]
3.2.54.2 AstraZeneca HBRTTR (DR - TN HRER i
32543 AstraZeneca |2k (SR DN T—ay _ . 54 (3
32844 Astrazeneca |77 A - i zE) #HREH B
32845 AstraZeneca | RUHRGEOR A% _ T N =
3.2.8.5 REMXIIFTEME
3285 AstraZeneca | renX FARENH - i) HRAEH B
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Sy T TN
cwas | EE 25 TN | WS | mmmeeop (NDOF
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3.2.P &I
3.2.P1 HERULA
32P1 AstraZeneca EARULT - Eo HREH B i
3.2P2 HERROEE
32p21 AstraZeneca HARS - Eo HREH B i
3.2P.22 AstraZeneca ETE-T] — ) ¢ HREF Eii]
32P23 AstraZeneca HETROMEORR - T HREH B2l
32P24 | pstrazeneca |B R UMRER - 2 R el
3.2P.25 AstraZeneca MEMENBR SO AT _ ok HuEE i
3.2.P.2.6 AstraZeneca BRERCEABORIN AELOBEEM _ 50 G =
3.2.P.3 &k
32P31 | pstrazeneca [EF - o RS =i
32p32 AstraZeneca =7 - Eo HREH B i
3.2.P.33 AstraZeneca HEEIRERVTOLX-OvFA—)L — pTE N HtRER R
3.2P.34 AstraZeneca EEI*;&UEEEPFEﬁﬁSO)%IE _ 5@9* *il*l’ﬁ*i qu‘mﬁ
32P35 | strazeneca |2 0 EANWT YA STAEARM - 51 RS S
3.2.P4 FHmEIDER
32PA1 1 astrazeneca |TERURABTE - 51 RS el
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Swms | == 1 el (;%%;) mE-zofn [T Do
32.P42 AstraZeneca |PvRA1 ik (B HTTTE) _ T ] =
3.2P43 AstraZeneca | PR (BHTER) DNIT—ay _ 50 B S
3.2.P.4.4 AstraZeneca | RUHRGEOR A% _ T N =
3.2.P45 Awﬂm%atﬂxuﬁmﬂﬁwﬁmm _ ot 4 R ST
32.p4.6 AstraZeneca AR A - pi AN HAEH B2
3.2.P.5 WAINEE
3.2.p.51 AstraZeneca |PHEAUBEBRTIA - i) HRAEH B
3.2.P.5.2 AstraZeneca HBTTR (DR - TN HRER i
32.P53 AstraZeneca |PvBRiE (SR DN T—ay _ - — =15
3.2.p.5.4 Astrazeneca |72 - ‘B #HREH Bl
3.2.P.5.5 AstraZeneca | T PEADEHE - i) HRAEH B
3.2P.5.6 AstraZeneca |t RUHBRAZD R ST _ T ] =
32.P6 FREMXIIZENE
3.2.p6 AstraZeneca |PrmXFRENH - i zE) #HREM B
32.P.7 BRERUVEER
3.2.p.7 AstraZeneca |o R UHEIER - B #HREM Bl
32P8 TEM
3.2P8.1 AstraZeneca RRMEDFED RV Ha - TN HRER i
3.2.P.8.2 AstraZeneca | X DR EEHABREEIOFRE VR _ st pt N =
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%ﬁﬁ%ﬁﬁ = E3
SIDNo = =5 EwgR | BEE | eng-cof |TWEE
ANES (EP/S) O3
3.2.P.8.3 AstraZeneca | X% T =% 22” i AN HREH BTl
FAR (ED 21— )L4) FERRRHARBRES
42 HBRHEE
4.2.2 EYENREHER
4221 SERUVN)T—2aviREE
4.2.2.1.1 Analtytical Method for Determinatio of
BA-401-01 | AstraZeneca |Esomeprazole (or Omeprazole) and H 168/66 in - b AN HREN &%
Human and Animal Plasma by LC-MS/MS
4.2.2.1.2 Analytical Method for Determination of
BA-411-01 Esomeprazole or Omeprazole,H 168/66 and H . . - %
Astrazeneca | o000 in Animal Heparin Plasma by LC-MS/MS o HNEH 5%
4.2.2.1.3 Analytical Method for Determination of
BA-411-02 Esomeprazole or Omeprazole, H 168/66 and H _ N P e
AstraZeneca | 195/80 in Animal Heparin Plasma by LC-MS/MS 3t HARH &%
4.2.2.1.4 Validation of Method No BA-411: Analytical
41312-0228 Method for Determination of Esomeprazole or 200 N - . sm -
01 Astrazeneca | o eprazole, H 168/66 and H 195/80 in Animal 20‘." 5 HAEH 2%
Heparin Plasma by LC-MS/MS
4.2.2.1.5 Validation of Method No BA-401: Analytical
41312-0728+ Method for Determination of Esomeprazole (or bt | B s P =
01 Astrazeneca omeprazole) and H 168/66 in Animal Plasma by 2M i HAEH >%
LC-MS/MS
4.2.2.1.6 LC-Method for Omeprazole and H 168/66 in _ 5 s =5
029 L Heiee Bt HREH =i
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4.2.2.1.7 Validation of Liquid Chromatographic Methods for
1312-477 Omeprazole, H 199/18 and Metabolites in Plasma, _ 5 s =5
_ Methods No. BA-179, 222, 315, 318 and 323 5 HNEH L
4223 59
4.2.2.3.1 Esomeprazole: Comparison of the In Vitro Plasma 20 )
ZEN/12 Protein Binding of [14C]Esomeprazole in Neonatal, 2(“ pi )N HREH BTl
Juvenile and Adult Rat and Dog i
4.2.2.4 R
4.2.2.4.1 Esomeprazole: In vitro Metabolism Studies using
26154 AstraZeneca |Liver Microsomes from Esomeprazole Treated 20l B #HREH ERai]
Neonatal and Young Adult Dogs
4.2.3 HHHER
4.2.3.5 HIERA SRR
42353 HARRUHARORE L VICBEDHEEICET SR
4.2.3.5.3.1 _ Esomeprazole Magnesium Tri Hydrate: Oral 20 - . P =3
496989 (Gavage) Pre and Post Natal Study in the Rat 20 i HNAH =F{f
4.2.3.54 FHEREZAV-HER
4.2.3.5.4.1 Esomeprazole Magnesium: 1-Month Oral 20 i
900127 I |(G:va9¢) Toxicity and Toxicokinetic Study in the ' i) #HREH ERai]
20
Neonatal Sprague-Dawley Rat
4.2.3.5.4.2 Esomeprazole Magnesium: 1-Month Oral
900404 _ (Gavage) Toxicity and Toxicokinetic Study in the 20p N - . o =5
N | B HREH =i

Neonatal Sprague-Dawley Rat, Followed by a 3-
month Recovery Period
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M % L EEME | W8 | mmmoeop (NOOF
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4.2.3.5.4.3 Esomeprazole Magnesium: A Repeat-Dose
900186 Toxicity Study with Up to 3 Months’ Oral (Gavage) 20 )
I | ~cninistration in the Neonatal Beagle Dog (with 2M Bt #HREH ERai
Emphasis on Gastric ECL-Cell Morphology and i
Toxicokinetics)
4.2.3.5.4.4 Esomeprazole Magnesium: An 8-Week Oral
900544 _ (Gavage) Toxicity and Toxicokinetic Study in the s P =5
Neonatal and Young Adult Beagle Dog (a o HREH =Fi
Complementary Study)
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