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BETEZEME T, +THERES CIRGERE CoREET S,
ERERER
5N
EE. BRACIEZY AT TV =)L & LTIE20mg# | B 1 [EFFO#
595, oH, @E. SAME TCOREET S,
SHICHE -BEREE0ET IR EROMEREEICB LT,
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Dl bE#Z2FERREORE L-mERBT, BIZAhLT ) 1 PR
ENHONT-EDREN DD, TOHILVF ) A ROFREIZIX
Fv MIERBEEPROON TS,

15.2.2 v MIEETHAH TV TSIV =) (50mg/kg/H).
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16.1.1 BOlgs
B A B HEHEE (n=24, CYP2C19®homo EM. hetero EM& O
PM® 2SEE) 12TV X 75 —)L10mg Rk 020mg % 22 HE i 12 B [#Z ]
BE L7 & EOREBIMEOENEEIST A=Y I RO LBV THBY,

BER Cmax Tmax AUC Tin
(ng/mL) (hr) (ng + hr/mL) (hr)
10mg 246.7 1.00-5.00 565.0” 1.197
20mg 489.5 0.75-6.00 1084.7 1.08
T)maxté;t;%d\@—%kﬁ\ TIPS IR EN
a) n=

16.1.2 RiEES
B RE AR A B B & (n=24.CYP2C19»homo EM.hetero EM& O
PM®AEE) 12TV A 75V —)L10mgk U20mg# 1 B 1[E5H R ERZE
05 L7- L EOHESHE (ZERRS) OREEOFEDEE ST X —
ZIELRDEBYTH B,

n Cmax Tmax AUC T2
#5R (ng/mL) (hr) (ng - hr/mL) (hr)
10mg 375.5 1.00-5.00 824.8” 1.167
20mg 883.3 1.00-4.00 2083.4 1.23
T)maxléifid\@*%kﬁ\ SV TANES - TE RS EN
a) n=

BE3HEKUSHEHOCMaxZFABETH /-2 &n o, RIEZREHRA
BIFACIEMBER LY XSS — VEEIIEFREBICERELZEEXD
NV, BESHEOHRSHDEBRICB T 2MEHT Y XSS5 — )VEE
FIFIEHRHRALTICE T L. IHIERERS L CHLERERD 5%
ot
16.1.3 $HRRVINE

HRFRO/NREBEICTY X 75V —)L10mgk '20mg# 1 H 1E5H & LL
EREROZRS L&A REMEOEYEE ST XA -5 IZL RO L
BOTH-7Y,

. IYIRXT TV = LOEYEREIST X — %

e E5E | N | Cmax AUC:« T
FRROEE (ng/mL)? Tmax (hr)» (ng - h/mL)¥| (hr)©
llofﬁéi lome | 9| 853 1.58 2259 0.80
20k§5§‘2ﬁ 8 (141.7%) | (1.03-592) | (42.6%)® | =0.18"

535 152 995 0.97
1~112 | 1978 |19) (1104%) | (092-6.00) | (783%) | +0.55
20kgll - 1907 1.47 3454 1.08

20mg 1107 (417506) | (0.93-1.52) (50.9%) +0.44

311 157 618 137
12-142% | 1078 | 9| (917%) | (0932.95) | (1055%) | +0.88
20kgbl E 981 175 1917 1.06

20mg 1101 (51 3096) | (0.95-3.00) | (33.6%) +0.25

a) AT ME (LB L) b) FRME (FME — ok fE)
C)FHELFEERZE dn=7 e)n=9
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JURAF—=N—EILEDENZNIAT L (ZVRATTY—LELT
20mg) BREASFICHEEREOEORESROCERBEERZEORS LT
MEERRELFBEZREL. Bon/l-EMEHE/CT X —4~ (AUC,
Cmax) 12D TIOWEEXEEIC THREMFNT 24T - 7245 R. log (0.80)
~log(1.25) DEHENTH D . WRAIOENLHRSEEPTETR SN,

(1) ERIFEEEORS

HENRT A% BEINTA—F

AUCos Cmax Tmax T

(ng + hr/mL) (ng/mL) (hr) (hr)

IIATTIT =
n7eLomg | 67313222 | N8O 12.07+096087+0.18
[E#r] T
EEDLI 470,598

w e naome | fol2x3iss | 0S8, horzosloss02

(Mean+S.D., n=76)

(ng/mL.)
500
—— TV AT T — LT A 20mgl H T
—O0—FF T LH T &L 20mg
400 Mean=8.D., n=76
il L
3 300
#
b L
E 200
100
0
0 1 2 3 4 5 6 7 8

FER (hr)

(2 RBOROKRS

HENRT A= SENTA=F
AUCo12 Cmax Tmax T
(ng - hr/mL) | (ng/mL) (hr) (hr)
IVRXTIV =) 391.884
h7 L 20mg 553.3+306.2 + 17'0 051 4.52+0.66|0.81 =0.22
[H#] T
IF T L 393.107
# 7% )120mg 559.0+315.5 170755 4.62+0.93/0.80+=0.18
(Mean=S.D., n=100)
(ng/mL)
500
—— TV AT T — VAT 20mgl H T
—O—FF LY LK T /1 20mg
400 ¢ Mean=£S.D., n=100
i 300 +
i
'
% 200 r
100 r
0 o -
0 12

] (hr)

MEEFEELOICAUC, CmaxZEan /85 X —4 1%, HEEOBR, FK

OFIEE - BESORBEFICE > TER AN D 5.

##) homo EM : CYP2C19*1/%1

hetero EM : CYP2C19*1/*2X1ZCYP2C19*1/*3
PM : CYP2C19*2/*2. CYP2C19*2/*3IZCYP2C19*3/*3

16.3 90

16.3.1 MPZEBHES
IYXFS5YV =) (FRIEE : 2%1320umol/L) ® b bIMEEHEE
R (invitro) 1Z97%TH > 7129,

16.4 {38
invitrofFREERBEORBEDL 5. b FOF Ik, 5-0-Bi 2 FIARDERIC
1ZCYP2C19, ALk U AEDARKICIZCYP3A4A S L. Th53EOR
FHIANORBM 7V 7T AIERBETH R LRMESN TS, TY X
75— L Din virofFRENTB VT, B FaF I ERU5-0-i X F )L
AROERICHES T HCYP2CI90EFS5H (REEHE 2V 75> A ¢ CLlin)
373%TH - 729 HEADT—% Tk, BERAICHUCIEZRTY XS5
VoL ZEERORSG Lz & &, MEFOEREMIALA AR
FaFskth-729, [9.3. 10.3HE]

16.5 Bkttt
SEADFT—% Tld, “CEFIY A TSV - L2HEROHRS L&
=, BEHMEREDRI05% A48 £ CICRP R OESICHRt S W, R
Pt & & EEPYHE O I3R4f 1 TdH > 729,

16.6 BHEDEREHEITIESE

16.6.1 Snd
AEANDT—#TlE, TYRXTIV - )L E2BESREREICIH]ESH
MRERORS Lz & &, #5508 DAUCK U'Cmaxid IESE it O RE(#
HEEEYRESEE LD SEVEREZR L, #ATHOL (BFEER/
IEEiREE) 3%~ 1.25 (95%EHEXH:0.94-1.67).1.18 ([F:0.91-1.52)
TH-o77,

16.6.2 FHEEEREZSEE
AEANDT =% TlE, TYRXTTV—)LEHEEREREICIHESH
MIREROREG L& &, AUCIE. FPHEEAEE R 0 72 W B B A
TEREICHAR, EEOMKERESEE CIIMN23GEL<. BE~hiE
EORBAERERE CLZTOHIF4~1.8TH 572,



16.7 EYMEEIER

16.7.1 Y7EINL, TT=Z A VURIEDILT7UY
HIEACYP2CIOK UL MEF I 70y — L% Sin vitoikBR ICB W T
LY ATV = ECYP2CI9DE M2 BRE L7z (KifE : 7.9% 08.6 4 M)
. CYP2A6. CYPIA2. CYP2D6. CYP2El. CYP2C9J% U'CYP3A4
DIEEICDVWTIIHE LW Ab T P REEERZR L0,
HEADT =TI IT7ENSL T2 b U RIETLT 7 >V (R-T
L7 7)) (BIECYP2CIODEE) LTV X T 5V —LOMAICED,
VTEINL, Tz b YDOAUCIRZNZN81%, 13%IEA L, R-T
V7 7 ) »OIEER 5 7 BEIRI3% EF Lz, [10.228]

16.7.2 ZDfthDEH|
IVRATSSY—=LETS)20TA Y Y ROTEF Y V) VKN OH
HIickD, 77y 20~vA Y Y ROT7TEFT DY VRKYO MAEFEE
KB L0, 75) AavA ¥ DIAKELREM DAUC.
BHA Lz, 720 TV AT SV = LDOAUC X IEH AR DRI 121
KL, Foo0, FFaxtrD, aFxy oz bU Y
LI FRAEY YWETY XTSI LOHATIREEERIZED SN
"ol

16.8 ZDfth

(TYRXTFSY=IbHTEILIOMmg [BF])

IVRATTI =) AT EN0mg [BH] & [EEFELR S EOERR
BloEMZENRSEERBT A RS54 > (GH2E3AI98 AR ER
0319%15) | IKEDE, TVYRAT TV —LHhTLN20mg [AH] %iZ
HHIFIE Uiz & & EHEH SRS SN, EFENICHESE L Ak
sEhr,

17. BRPRAE

17.1 BMERUREEICE T HHER

(ETRMRER)

17.1.1 ERSEDEHER (BA)

WHEEERENRE L ZEEREERBTE, A2 T5Y -1
20mg. TV A 75 —)L20mgX1Z40mgn’l B 1A HRASHEME S S .
BESEEEDENZNORMEER [95%(F HX ] 1387.4% (166/190f1)
[81.9%.91.4%].87.3% (165/18943) [81.8%.91.3%] 7 1*90.0% (171/190
B) [84.9%. 93.5%] TH V. F X 7F V= )L20mgIcHT BTV XS
V=L 20mg R M40mg DIELENTD 5N T %o,
BIEFSIRSEEIL. TY X 75V —)L20mgRET7.9% (15/189%1) TH->
Too ERBWERETHI2E] (11%). 79=Y 73/ TV RT2T—
L2 (1.1%) ROMAZ L7 F > A Ak F > —L#pn2f (1.1%)
TH-o729,

17.1.2 ERE IEHER (BA)

WRERBROBREE ENRE L ZEEREERBICBVL T, 2
TIV—=N10mgE KB L/ TV X 75V — )L 10mgk 020mgd 1 H1[E

24 SR IC B 2 HREEE RO BRMEDRPED 5N T2,

IIASTI=V|IZIRATTT = FRXTF—)L
20mg (188f1) | 10mg (188f) | 10mg (187f1)
FHFBIE 1441 22/l 3141
ey 92.0% 87.5% 82.7%
~ 0, ~ 0 ~ ()
(osoemEmm | (880~96.0%] | [82.7~92.4%] | [77.2~88.3%]
0.62 [0.32~1.21]
NF—RH | (ZYAFFV=N20mghivs TV X 75 —)L10mgEf)
[95% {5 X FA] 0.43"[0.23~0.80]
(VAT =\ 20mghivsFt X 75 —)L10mgh¥)
‘ p=0.158 ]
D (T 75‘]—)L20mgp§i\650317‘/)< 75 —)L10mg#E)
(VY AT5Y =\ 20mghivsHt X 75 — )L 10mgh¥)

a) Kaplan-Meieriic & 5 H#E

b) Log-ranki#E. HE/KH¥E TfI5%. Hochbergd HikIc K 2HEDZ

HEORE

BIERFIEEEIZ. =Y X 75V —)L20mghtT9.0% (17/188%1) KO
IV AT TV —)10mghET8.0% (15/188fl) T -7z, L EIEM
IV XTS5V —L20mgBTlif 27 L7 F >k A F 5 — L HEA240
(11%) THYH. TV AFS Y —)L10mght T FHIf (1.1%) K
Z LT F VARAARF TG (1.1%) TH-o7019,

GERFT O RERREER (NSAID) BR5HICHIT2BEER T EE

BB OBFINH)

17.1.3 ERSEMERER (RA)
HILHEEE OBE 2 H T ANSAIDMHIRABE ZNRE L —EEMR
HEHRBICBWTIY A T5 Y —)L20mgD ] HI1ER4GER 5 BB 1
5 BEE X+ HBREOERIFIRENRD 5N TS,

IVAST—=)L20mg (1736l) | 77K (16861)
FIEFIE 6%l 56431
#5524 % O
96.0% 64.4%
JETIER 6. A
929 2 88 X P [92.8~99.1%] [56.8~71.9%]
NY— Rl
[95%{§§EB:FEH 009 [004~020]
piE® p<0.001

a) Kaplan-MeieriEIZ & 5H#E  b) Log-rank#iE, HE/KE WHIS%

BIfEFRISEE L. TV X 75— )L20mgET13.9% (24/17361) T&H >
7z X BIWER EIEERR2ME] (1.2%) . FHI201 (1.2%) AEM26] (1.2%) .
NERE2G (1.2%) MOFFHEERT2H] (1.2%) TH -7,

17.1.4 EBRRAESEHER (RA)

THILHEEE OB £ H 3 ANSAID#EIRFA B E 2R E Loy X T
7 =L 20mgD 1 H1[ESHE R SR 51T 5 BilEE 3+ iERmE
DIEFFERIZLLTDOEBD TH %,

fi e i 528 IEFiER (Kaplan-Meieri%)

IVRATSY—L20mgkt (1304) 95.9%

BIEFSIRSEIL. Y X 75V — )L 20mgEE T16.9% (22/130f1) T&H >
7z ERBEWERIEFERE2G (1.5%). vy~ LT INVETV AT T—
CHI2B (1.5%) . @201 (1.5%) ROFFHERE2G (1.5%) TH-

f; 20) o

(ERE7 ALV VRSIHICEF 3 BEEX I+ IESEE OBINE)
17.1.5 7I7HEASMAEHR (BA)

HLHEESOBREZET 2EHET A >~ (81~324mg) kAR =R
Z (HAAEZEET) 2MRE L7 D7 HEE IR B ER O hisfg
FICBTHHERICBVT, TY XS5 Y —)L20mgn ] H1E48EB RS
FFICHB T2 BIEE L+ ZHBBEE ORI RI/BH 5N TV 5,
S50, R LE. TV X 75— VBEOHERE O #R5 DR S
N, TYRXFT5V = 20mg# I HIERE2ZAMZERICB VT, &5
THEBDIEFIERIZ64%TH 570 BB, KRBICBLWTRIY AT
TV VB TSI RBEBIEFT T 7V — M EHAL TV,

IVATTV—=)20mg (18261) | 7*FtA (18241)
FREHIEL 25 22451
548 A% D
98.3% 81.2%
JEFeRERY 5. L
[96.65% 1= #X 4] [95.7~100%] [72.7~89.7%]
NF— Rl -
[96.65% (= #EIX ] 0.09 [0.02~0.41]
pfE” p<0.001

a) Kaplan-Meieri&IlZ K 5  b) Log-ranki&iE . HE/KE  fl13.35%

IV AT T = N20mgH G5 E2146F] 314 (14.5%) OBIER P HRE
SNTWD, ELEIERIE TR2G] (0.9%). U5 AEE 22061 (0.9%).
fEERREZ 20 (0.9%) . BA Y — 72641 (0.9%). Em2fl (0.9%) T ->

f:Zl).ZZ)O

HH(BER. T2EEBRER. WSHESR. U5 ANEREERE

Zollinger-EllisonfEIZE¥ 73 S FICEBE. T-EEBEE. BMALTU Y

NE. REEMWREAME. RESEC T 2RRENEERE. AU

NTI— - EOUBRBRICHFBAUINT 9 — - EOVU OREDHEEN)
E IS B TR R OB RS 0 Bl (EF FE SR A BARE & 72 5 3B
EERLTLARN,

(BiER. TREBEE. UEHEE. EUSANBREERE. &k

BER. XlFZollinger-EllisonfE(RE$)

17.1.6 ERE I /MEHER GhERUING
BB, +TEBEE. WaETEE. E0o AL RERTE, iR
MEER, XidZollinger-EllisonfE@H 2 H I 2 XIZHEIT 28D H
51~ 140 BESOFIE TR & L IFEMRERTId. AE10kgbl 20kg
i (1061 [518]) 12TV X 75V —)LIE10mg% . 20kgbl Fic1[E]
10mg (1~115%1061 [5528%]. 12~ 145%1061 [5848£]) Xid1[E20mg (1
~ 115100 (5838, 12~ 145%1061 [5558¢]) Z1HIERASEE S
Ufzo 58O LEHLSER (B0, &8 DEHE. RO LE
BRI (3. BERNTERZE LTz BEOO% EOEIE THE
U7zo F7z. H5HNC NRENFHI 2 M T = 72 BH O 5 5 IR
BT 5 N3G T RTICB VW TIREGRICTREMSIEE LY,

w5 1R HEORE 3R AR BT
(BG4 (1061) (1061) (1081) (10f1) (1041)
Fiip 1Lk 1~11#% 12~ 147%
wE | e 20kgLE
BE58 10mg 10mg [ 20mg | 10mg [ 20mg
Kaplan-Meieri#ic & 2 mA B O RERHIHAER
B | 100% (26811) |66.7% (3451) | 100% (1651) | 50% (261) | 75% (4451)
HH 75% (4f5]) | 100% (3f51) | 80% (551) | 50% (4f5l) | 100% (4f51)
DERERE | 100% (261) | 50% (641) | 100% (661) | 40% (561) |57.1% (741)
LSRR | 100% (3f31) |66.7% (6f51) | 100% (4651) | 60% (5%1) | 50% (64l)

( )VBSENCEERZE LT Wil

1~ 4B 0 BESOBIF26] (4.0%) ORUEAARSE SN T2, ZOWER
1 TRIRORERE. SARBHEIERISEF (2.0%) TH-o7.

18. FIpFIE
18.1 {EFIHERE

B OMABaE L ICFET 2 2B RSB SWAENE» BT 2
ZEiIckD, BEMENICBOWT—EOBRBYMKIGNBE S, ZOK
IRORABETIZ. BEMBEA» SH ZRE L. b DICKTZED A
LA bR T ERENIBERPE T WD, T XTTY =)L,
ZOTa YRV TOBEREET S LK > T BESWE N T
%)23)0



18.2 £ N TODIEA
18.2.1 BMpHICRIF T &
BERAICBVT, TY X757 —)L10mg. 20mgk 40mght 512 & 0
24RE I B NpHAALL B2 R TR O EI & ld. £ N Nn48£23%. 62+
14% % V68+8% Td > 7229,
NREEFNCB VT, TV X T TV = 10mgk U20mg 512 & 0 128
fEIFRIC BApHP AL, B2 R RO & 1%, 51.2%~98.3% T > 7%,
18. 3 FERRIREBRICH (I D 1ER
18.3.1 O VR TBEEER
7Y FEREERO YT bR S (HK-ATPase) 123t L CHHEER
NS
18.3.2 BESWIIHEIER
HEEY O XFEERICE T 5 BBMES I L CFER 2R L7122,
B v b KR U'Heidenhain Pouch/ XIcBW T, HEEICERLShE
B LTS ER 2R L7222,
KEIDBEWEA THHITIAT T =V, TEIETHIFATTYV—
LO—TF ONFEEE (STh) TH B,

19. B3RS ICET SIBEFHFR
—RREIETR 1 TY AT T = TR T LKA
(Esomeprazole Magnesium Hydrate)

{b#4 : Bis{5-methoxy-2-[(5)-(4-methoxy-3,5-dimethylpyridin-2-yl)
methanesulfinyl]-1H-benzimidazol-1-yljmonomagnesium
trihydrate

373 ¢ CuHsMgNeOsS2+3H20

IFE 1 767.17

HE

HC
\
OQN’ CH:
= - 24
N)\s-’ N O~gyy, Mg - 300
1]
O N~

CHs

2

ORI AB~ILITVRERIIIL D TVEEDOBRTH DAY ) —
VXIELZH ) =)L (99.5) 1B < AKITHEITFIZL WV,

22. I

(TYRXRTSY=ILATEILI0Mg [BEH]
1004 7t L [1041 7+ (PTP) X10. EEHIAD]
14071 7% [14h 7+ (PTP) x10. #EFIAD]
300 7L D NT. EEEIAD ]

(TYATFSY=IVATEIL20mg [BF])
1007 7t v [104 7L (PTP) x10. EE@HIAD]
14071 7% [14h 7+ (PTP) X10. #EFIAD]
300 7L . NT. EEEIAD ]

23. EEHR
1) RS I HRESRSHBR (2F 74072 2011E7THH AR
FEEERMIE2.7.2.2, 2.7.6.2)
2) D96IH REZOESES (HAN) (RF 7 450 71V 2011FETH I HAR.
FAEE ERHBEEE2.7.2.3)
3) HAMNNREZEICBI S8 [ /IERE (¥ VL0 v/ BEA
FERISE : 20181 A19H KRR, HREERMTZ2.7.6.2)
4) HNER  EMFENREERE (20mg)
5) Andersson,T..et al. : Clin.Pharmacokinet.2001,40(6),411-426
6) Abels,A. et al. : Drug Metab.Dispos.2000,28(8) ,966-972
7) Hasselgren,G..et al. : Clin.Pharmacokinet.2001,40(2),145-150
8) Sjovall,H.et al. : Eur.J.Gastroenterol.Hepatol.2002,14(5) ,491-496
9) Li,XQ..et al. : Drug Metab.Dispos.2004,32(8),821-827
0) inviro REEEZEE (XF 7 LH T H  011FE7TAIHER. B
BRHEE2.7.2.3)
) Andersson,T..et al. : Clin.Pharmacokinet.2001,40(7),523-537
) Hassan-Alin,M.,et al. : Clin.Drug Investig.2005,25(11),731-740
) JKER ¢ EERESE.2011,27(10),747-756
) Niazi,M.,et al. : Int.J.Clin.Pharmacol.Ther.2009,47 (9) ,564-569
15) HNER - EWFENFREERE (10mg)
) RTRFH— i : HIHEE.2013,110(2),234-242
) RRFE— fih : HIHEE.2013,110(8),1428-1438
) REAMERPEIZE MR (ERN) (R F 27 L0 72V 201 1E7 A1 BH&ZR.
FREEERHEEE2.7.6.2)
Sugano,K..et al. : Aliment.Pharmacol.Ther.2012,36(2),115-125
Sugano,K.,et al. : BMC Gastroenterology.2013,13 : 54
Sugano,K..et al. : Gut.2014,63(7),1061-1068
EREARSEMERE (AFP 70072 012FE60A2H &R, BE
wES)
23) EHRBOMEL (AFv7Lh 7L 011E7TAIAER. HEER
RHEE2.6.2.1)
24) RIEEE fih @ ERIREESE.2011,27(10),735-746
25) 79 FH" K-ATPaselcxtd 2/E[H (xF 7 4h7E) : 20115FETH
1H&GR. HEEERTEE2.6.2.2)
26) HEE O FERBICBI AR (RF> L0712 2011E7TAIH
AR, HEEERMTEE2.6.2.2)

27) BHES Yy MIBUAER (AF 7407 2011ETHIH KR
FREEERHEEEE2.6.2.2)

28) Heidenhain Pouch A XIZBFB/EH (RF 7L H 71 1 20114
THIHARR. HFEERE2.6.2.2)

2. ERERERUEWVWEDES
Aot ZaEmin
T994-0009 IITEERREMFHR_T H3&EIS
TEL 023-655-2131 FAX 023-655-3419
E-mail : d-info@yg-nissin.co.jp

26. BHSHRTERES

26.1 BHEARSETT

BifREMNE A

MERRETERWR _TEH3IEL =

56101E



