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Afh0.01mol /L/AKEEL T b U & AFRIEIENE (1—100000) 122 X | S840 AT B I E 1R X
DIRINAR Y bV ERET D & &, HE292nmITRINOMRK Z <7,
2) ENOCAREK
€ 292nm : 16800
3. RmIMERBIENHOBILD,
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1. #lftz
(1) FRORH., SHERROMHEIK

HI i ¥ ,
iy 7= N
T I v . . - R
7 4V A
| ET A (R %) =
”%5’“ ) et
FEbm
S R Y (oo 1 mg) - 15 ()
7 4V
e M| i) e
$£10m
S I 7 () L eng) 5 ()
7 4V A
. ] a—F 4 VT BE @
’é;’“ ) et
) m
¢ €/WIyh20 'E%:I;m)‘g?cié;ng) ?émm)
(2) HEIDOYE
AASEME

)

XY v MESmg ¢ 10mg © 20mg
A R— R (6.09) AERBREGAEMERAIOIIZ X SRR E1T 9,
B TORER - 12070 MHAEE, IBAMEORBEOR N, 13 < BEXIIEIE 7 L1 X 2 NAREIRM O fik
HZFRD 72,
R CORER © 6057 LINICAREET 5,

EAla—F

XY Ty NEbmg : €8 = v b
YTy FME1IOmE : €3 = 510
NY Ty FME20mg €8 = F20

2. HFH|DERK
(1) BB CEERD) DE

XY=y MEESmMgE ¢ AHI i\ 1BEFNZT_RT T — v F N U Lbmgx & AT 5,
Ry FMEIOmME @ AANE, BEFICT T TV —F b 7 A10mgE G/ D,
SN oy ME20mg @ AFNE, 1BEFITTXT T —F U U LA20mgEEHT D,

(2) FHh

N MEESmMg
W e LC=Frtrm—2 dHE="Ek, hrroay LA —ANT s T
VeV EMIB= ATV, BbTF &, Blb~ T X UL ATT IV VB~ TR TN, ZNT
KE#E: Fudxy o rkelo—A, b Fexy o ilbilon—2 7o Ao—A7H )L
e AT )L D-vwr=hr—LEEHTH,



V. &&|IZBEY 5IEH

3.

Ny FME1IOmg

W L=t —R wmea ="k, hriosay IrAa—ARNVT T LA 7
VeV UEMB=AT IV, BbTF %, Bt~ RV UL ATT VU~ TRV UL VT
EEHREL Foxy ol lo—2, b koo ltvlo—2 7oA —AT X)L
g 25 )L D-wL=h—LEEGEHT S,
XY = MEE20mg

W LCmFreira—R HEa="flk, ritosay, Z7Uk) UEHBRT AT,
lbF 2y, Bt~ RO L ATT VU~ XU A, X7 KREHREE Fedo T
LEro—A b RadFvrryaeilrtlo—RA eV a A0 —XT7 XTI AT D-~<v = h—
N GEHT 5D,

(3) £t

AR

BAEF. IAFODHEMEICHT HFE
A L

WEHNDEBEHTICEITHREN
NY =y MESmg
R PRAFSM PRIFIEHE PRATIAH] RERIE B e
PTP+ w5 + 364 A PR BN (BUEN) . £ oK
TV R BT S iy BRIEHICHLE b2 L,
EHMRAE | 25°C/60%RH ————— kf TR BRA ic bRk .
R ZFLUFR 365 A AR | R BAEN) . Zofok
+ B+ 4 o BRIE I B2 b7 L,
. R I GRKMN) . T ook
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TREE 40°C H T A GERR) 37 A i BRIF H 12137 L
- My 3n A%EEIRT R OEEY B8
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2 AR | 2L
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St S vr—L (&) BOR* EES WP ORBRIER IC B2 k7 L,
27 1x

>
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NJxy FEElOmg
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L 40°C A7 A GER) 34 f 41781 (BN . 2 OfLOFRERIE F 121325k
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Ny FEE20mg
R PRAFRAE RIS PRAFHIH] AERE A i R
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9. HAIPDEVKS DIEZASRE
(1) BALL
(2) SRAN TR S B I E 1

10. HAFPDOENRS DEE;
Wikr7a~ w757 4 —

1. A
LR

12. JEAY DFIHEMED 8 5 53

b4 (—i4) g
benzimidazol-2-thiol o
N
b
2-[4~ (3-methoxypropoxy) -3-methylpyridin- CH;OCH:CH.CH:0  CHs
2-yl] methylthiobenzimidazole — N.
y y GCHZS{ :@
N N-
H
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H
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V. JBEICEAT HIEH

1. $hEeXIEER
(1) 7AGRZ =T T2 3hHe XA R
XY=y MEBmg, 2NV = FE10mg)

ARG, + IR, WAEES, WIRIERIER, Zollinger-EllisonfEMRHE, FEUND AMEH fIEW
WE, EHET AU URERHTI T 2 B8R X3+ 48 IBIET O 3
TRICBT DAY a "y 22— vr ) OFREOH)
HIR. T RS, HMALTY N, Rede i MR VSRS . 401 B k3 2 PSR
BREER., ~Jany 22— o JREER

XU =y FEE20mg)

| EEEL R IRMRNEL WAEREE. MR, Zollinger-Ellisons i

(2) ZHRESUIZNRICBIE D Lok
NY oy HEEbmg, YU = v hEE10mg)

1. AFIOEENEEIZL DIERERMHKT 22 ER”HDLOT, BIETRNWI 2RO 2 #5152
& (BMALTVY >3l FHIEEICRT 2 NREREER B I8 b~ ans ¥ — .- val O
B OB &R,
2. BERE7RE) UBRSHKICEITSBEEX I+ IEHEEEOBERIFOGZE
M4« ZEROTEAANHI O 7= OIARARET 2 8V v 2k 5 L TV A HRE 2R G 6R L L, %56
RICER LTk, BB EEE o AR5 2 &,
3. ANJanya— - E0) OREOHBDIES
(1) EITHIBEMALTY > SJEICxtd 2~V a3 Z— - v'a U BRETER OB DI LT,
(2) FERVEM IS PESRBER 5t L CTiX, A RIA V2B, ~Vanxy Z—. va ik
BRI DY) & W S LD IEBNC D ABREIRRZITH Z &,
(3) FEHIHREICx 2 NHSIMIRRZ B LML, ~Y a s ¥ — - v o UBREIRFEICE 5 H5ED
FIEAMHN KT 2 A ZIMEILHENL L TR0,
(4) ~VanyzZ—.va VEEERICHNDEIZIE, ~YansyZ— - va I BEETHL &
FOWHREREICL VAN any 2— - a JEPEERTHL L AHRTLH L,

(fiF3h)
1. AAOFEBRSWIHERIC LY, BEIC X DIERDS —EAICH T 2 REEN S 5,
2. AGNHE c WRITEHET AV v L ORMICO 2 8HEENETHIETH 5,
3. (1) ~Vanyx—.vol OREOMBOMEIS & 722 EMALTY > 3@ ix, BREH (Luganol®
PRaiE o Ostage I © LX) ORERITH 5, EITHPEFIZIB T H~Y a7 X —.'n
U BREETEHE DO F NEIIMENT TV,
(2) FEFEMEM B ESRBRICBE LT, A FIA V2B LT 9 2 CREREEZITH 2
&
(8) ~VanyZ— . ol BRERESMTONTEFNIIRE ST 5,
(4) ~VUa sy Z—. oV EREEROMERICEE L Tk, B 2L IC) RO )T & £t d 5 4
ERH D,
DAV anyg—.vnl) OFEREELLTOWTINOFIECHRT 5.
WD L7y — BB, SE, 5L, PURRIE. REFEFFEGAER, FE P HURHIE
2) BNHESRAEIC LY, BUEEROFTRR S 5 Z & 2GR T 5,
723, BB R OB E OISOV TR, BN A R4 V52 BT 5,
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V. ABICET 2EA
(Y = v | §£20mg)
| AROBERERIC L DIEREREMT 52 LD DHOT, BTN EEARD D 2 BT H L,
()
AN EEAIWAFIEFNC X 0 | BRI & BARA I T 5 ATHEMEA B B
2. AiERUHE

(1) ARz AR O &

(NY =y Ebmg, 28U = hEE10mg)

HiEg. |+ _IEREE. WA EHIES. Zollinger-Ellison e
WH, RASIET_RT T = R oAl LTC1E10mgZz 1H 1RO &G54 2528, Wikick vl
[I20mgZ 1 H1ER AR G352 LN TE 5, 2k, @, HEE. WAEHELE CIE8HME T, +
BB TCIeEM E To®E LT 5,
W A 2%
<JR¥E >
WRMEATE R OIRRICB VT, @, AT T7Y — v F Y 7 AL LT1E10mgE1H
a0 B 25, FRICE D 1RI20mgZ 1H1IEROKE G T 52 LN T 5, 2, @5, SHf
EFTCOHEGLTEH, F-, Tu bRV TFA e BEX I X BAIBRETHER 72854, 1E10mg
IZ1E20mgE1H 2R, S L8R A ETHZ N TE %, 7272 L, 1[F20mg 1H 2% 5.1
BEOHBEEEZETH2H5E6IZR5,
<HMERPIRIE >
% - TR Z 0 KT W A E R ORI ICB W T, @, RAICIETIXT TV — ) Y
e LTIENIOmgZ 1HIER A& G325, £/2, v hoAR 7'M e BEX —IC X D1EHR TR
RA-47 72 W E B TE R DMEFFFRIEICB W CIE, 1E10mgZx 1H MR M 5-325 Z LN T& 5,
D AN E BB WAE
WE, RASIETIARTZ = M) oAt LC1E10mga 1A LERR OB G 3 5, B, @, 4
HETokE LT 5,
RHEY A Y GRS T 2 B T+ 4885 O B8 il
WH . RAICIETR_RT T —F U v st LClEbmgZz 1H1IERAK ST 528, SRR TH50
LA iE1E10mg A 1B 1R OFE G535 Z LN T 5,
~Y anyg—. el OREOMH
WBERANZIETNT T —F FY g AL L T1EI10mg, 7EX T v U VK & LC1R750mg
(Jiffi) k7 7V 2Aa~<A e LTLEI200mg (i) O3FI A [FIRFIZ1A 2], 7H MO &S
T2,
ek, 77V AL 0, MBI CEEMET A Z ENTE S, 727210, 1H1400mg (77
fili) 1H2EZ ERET S,
Tua bR TA e~ TEXVVI UAKFMER Y T Aua~vA 2 D3FNIBGIT I D~
Uanyy—.val OREREDRRIIOLEX,. ZURboiEke LT, @E., AKX
RTFY =+ YT AELTIELOMmE, 7TEXF VU K E LCLEI750mg (Jiffi) K OVA
hr =Y —L bt LT1E250mgD 3% & A1 H 2[R, 7THREOBET 5,
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. ARICET S1EH

NY Ty HEE20mg)

BiE%. + 18RS, WEHIES. Zollinger-EllisonfE

W, RASIET_XT T — v F Y oAl LT1R10mgZz 1H 1R D& 59255, Wikick vl
[E20mgZ 1 H1ERR O #E32 Z LN T 5, 7ok, @%., BIEE. WEHERS CIX8E £ ¢, +
RGBS CII6EM E T LT 5,

WO A A%

WRMERIER OIEFICB W T, @, RAIZIZTRT T =+ FY AL LTC1E10mgz1H1
EIRRO# G320, FIRICE Y 1E20mgZ 1HIERAK G352 LN TE 5, 2k, @E, SHM
FTCOHEELTS, £1-. I FURV T A U EX =T L DIBIETHRAR 50 8A . 1E10mg
IZ1E120mgE1H 2], S HICSHMEOKEGTHZ ENTE S, 72720, 1F20mg 1 H 2[A# 513
HEEOHBEEELZETL2HEITRD,

(2) HELOHEICEET 2 H EoiEE
(XU v MEBMg, XU v MEIOmME)

1. B, +I6IBEE. WA, Zollinger-EllisonfEMEREDIEFEIZ BN T, TR E LU
A M OEFEME - BEAYEOSAI21R20mg 2 1 H 1A 595 Z LN TE 5,

2. WMERIER OIRFIZEB VT, Bk E LGS KON - #HAMEOSA121EI20mg % 1 H 1[H]
BT ENTED (5 - BREZKR KT RIEROMFRIE, “n bR 1ok
X —IZ L DIRE CHRAT G E513BR), £/, 7r bR T A e X —IZ L DIRET
REAN4y 22 B 1 L1E10mg XX 1[EI20mg A 1 H 20, & 5 (Z8HAF & 59 25481, NiEER
B CHRMERBERIEH L TW W 2R T 22 L, 2B, AHILEI20mgD 1 H 2[A1#% 513,
NS A CHEDOHBGEEZ MR LSRR D (TV. -3, KRR OS],

(fiEsn)
AN O FE R SRR TIX1H 1A 10megf& 5 & 1 H 1[F120mg# 51258V H WpH L HAER N FE O 5T
D, 20mgh 5 ClE10mgh 5 & kX TE D RWVERARRO LN TWAH DT, WRBE LWIEEICL

H1ME20mga 5425 Z LA TE %, (®)
F 72 ARK| DR R CHeS RS TIAEE TIHRmICE S - - BiaE. + HiEE S rEEE)
W25 1H1EI20megft 5- O ENFBO LTV 5, (®)

7r AR T A e EX I K DI TR R EE R O BFIT L. AKI10mg i
20mg% 1 H 2[A 5 L 72 BR O VB =R 1E, AAI20mg D1 B 1E B 5RO IR 4 ER 2D 2 & A EERRERIC
Lo TRESNTWVD, (6)
7 N URCTA e BEX I K DR TR+ 72 Wi BB R D FBE OHMERFRIE TR L, AH
10mgZ 1 H 2[a#% 5 U 7= D IR RIL, AFI10mgD 1 B 1E# GO IEFRRZ LA 5D 2 & DR
BICL > TRERTWVA, (@)

(NU = FEE20mg)

1. HiEE. + iR, WAEIEE. Zollinger-EllisonfEERE DIEHIZ BT, IRAE LU
AR OEIEME - BEAYEO S AI21E20mg 2 1H 1A 595 Z LN TE 5,

2. WM R OIBFRIZB W T, IR E LWGE R OHEIEME - ETEO%A12 11 20mg % 1 H
1EEEET D ENTED (33 - HREED KT REREROHERRRIE, 7a bR 7 A
YEEX IR DR TCHRAT S RGEITRLS), £, TR bR T e EX —IZX DA
R CHBEAT 72 BFITH L 118 10mg XX 17 20mg % 1 H 2B, & 512 8S#MKET 556
X, ARSI T RERNER L TN L 2Rt 5 2 L, 2B, AA 1 [E 20mg O
1 H 2 BI#E5IE, NHREERAE CEEOMIEELZ MR LIZIGAICRS (V. -3, KRR DHE
Z W,
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V. JafICEA9 SRR

(figa)
AR O GEARFEHFER CTIX1 A 1 10mgf 5- & 18 1[F120mg % 5- 1258\ H NpH EFAEA23F8 8 51T
HH, 20mgf G- TlE10mgH G- & X T XD MUWMERDRRBO 5N TWAH DT, WIRNFE LWIEGEICT

H1FE20mgx & 5552 LMW TX 5, (®)
F 72 AFN O KRR CHoZ RS HIAILE TIHBRICE S o - BigS . + e iGias: e rtigg)
W5 1H 1EI20mg#e 5- O R BFRD TV 5, (@)

Tua hNURTA U BRI L DIRE CHIRA T e iR E R O BE IR L, AFI10mg X
20mg# 1 H 2[E 8 5 L 7= BEDIE 21 AKI20meg D 1 H 1B 501G R4 FE 5 = & AREEK RIS
Lo TRSNTWD,

FEFE « B MR 0 SRR A 2 OMERRIEICB W T, 1H 1E20mg D51 30KRAHETH 5,

3. BRERAAR

BRERT—R /Ny r—2
L

BEERZN R

1) BiEE. +EBHEE. WEMIEE., Wit RiE %, Zollinger-EllisoniiE B
B, T FRIBTESS. WRE R R L OW) A 2 682 1 H 11 10mg X 1320mg & #% 5- L 7=
— g A AR K O TR S AR i iR (R SR - 6~8H M) OAEIZ FRO LB TH D,

(OPEOEEOEO®)
PO S S - PR BETE I =
H # % 95.2% (40141/421%1)
+ Z B E 98.1% (364451/37141)
WO o A B R 90.9% (5041/55f5))
/B T | G 83.3% (10f/12451)

Zollinger-EllisonJEMEREIZ DWW CiE, 261 2 2R UEE O L ERIT100% TH - 7=,

F 7o, HeSe FARFEHUAREUNE O Witk 18 2% 2 X121 H 1E110mg % 248 [H #¢ 5- U 72 HEFFRETE (2
HE MG (23617 2 WHREERIIEFFIE#13.78.6% (331 4245]) ThH > 7=,

WE L - HEOT o Ry A vk B X —IRFRICIRPUIEYY ot E R BRE xR E L

H1) : IR_T IV =L F MY U AIOmg/ H, 7>/ 77 —/30mg,/ H,
F AT T —N20mg, H & SHMI LA - 5% RIS UTHERRR L

IZH5E

ot BL ARG (S2) \SKDHEE

14

F5-8I% DINHSIRA I L DIRIEHRIZI TRO LB ThoT, (@)
1[E]20mg 1E10mg 1[E]120mg

1H1[H 1H 2[H 1H2[H
P 58.8% 78.4% 77.0%

(60,7 10251) (80,7 102451) (7711 ,/1001)
grade AR O 65.1% 87.1% 79.5%

grade B* (5611, 86f) (74151, 85) (661, 83H1)
grade CH O} 25.0% 35.3% 64.7%

grade D* (4151, 1641) (61, 1741) (1141, 17451)



V. JBEICEAT HIEH

wEME - HEOT 7 F R T A e B X IR ORI RE R A xS & LT MERE

FIES2IB B G- ONASEMR A X A IEFRE (PHRHE) T TFTEROLEBY ThoT, (6)
1 [E] 10mg 1 [E] 10mg FEFFREFEOREMZE Y (95%(F HEIX )
1 A 1[E 1 A 2[E PiE®
B5 128%0 62.5% 92.4% 29.9 (21.6, 38.2)
FEHIRE (105/168 i) (158/171 i) P<0.001
B5 24 1% 0 55.8% 85.1% 29.4(20.1, 38.7)
FEFHRE (92/165 1) (143/168 1) P<0.001
Bh5 52l %0 44.8% 73.9% 29.1(18.9, 39.3)
FEFFRRE (73/163 1) (119/161 ) P<0.001

a)l0mg1 H 2[E-10mg 1 H 1 [, b) @ HiE
H2) : 777V —)F U AI0mg/ H +20mg/ H, 7> Y77 —)30mg/ H, A ATF7—
N20mg,/ H, =Y A7 F > —)120mg, H % 8 L& 55\ RIBH U T HERRREE IS 3

F 7o, BARSEERRICB W THApH EAEH 2 AFILA 1[EI120mg# 5-CT1H 1[E10mgf 512~ T

R < EHAPEERSS S D AHILH 1E20mgh G- O AENGED 5T D,

2) VD AT RIEHE

(®®)

FEOS AMEE BB I Z % RIC1H 1E10mg & #%5- L7z —HE MG (580 : 48R)
BT D0 ER O FE IR R ORI, T E43.6% (44%1,710141) . 55.4% (564

/101%1) TH -7,

3) EMET A Y U REGRIZIS T 5 BE 3+ SR IGIE T O F R

(@)

KHE7 AU > (1H81mgXiX100mg) OEMFEEEZLEL L, - oBEE I+ _fBas
OYEREEZ AT 2 BF 235 L L —EEmREEGROMES, Kaplan-MeieriE(Z & 0 #EE L 72

5248 % O BIEE X3+ BRSO REERRIITEO LB Tho T, (@)
1H 1[E5mg 1A 1[510mg *f R
(150451) (15145) (1514)
FRBIEK 4131 245 3243
ﬁ%ﬁi;ﬁf 2.8% 1.4% 21.7%
(95% (2 1) (1.04, 7.17) (0.35, 5.51) (15.84, 29.27)
’LQ: Biﬁ:_ﬂf;f’ 0.11 0.05 B
(95% (218X ) (0.04, 0.31) (0.01, 0.23)
P P <0.001 P <0.001 —

a) Kaplan-Meier {£1C L 2#EE. b) Log-rank BE. ¢) XIZT 7L /> (1H50mg 1H 3[E)
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4)

100 -8- 1 H 1 5mg
90 -©- 1 H 1[0[10mg
RN S
801
70
2 609
i
50
PAS
N
%
301
201 4
101
0] = Boom oo g
T T T
0 12 24
AtRisk $25- B & O )
1H1E5mg 150 150 139
1H1M10mg 151 151 142
X i 151 151 114

Kaplan-Meier;&(IC &2 BEER I+ =I5B EEDRBEFRSE

ST, BE24HEDIEE, KH L X2 MMk LG LG E (Rt CTRRT6EMES) .
Kaplan-Meieri% (2 & 0 HEE L 7= B & T+ IS EHEO BEERRIL, 1H1H5mgT3.7%
(95%(E#HIX M : 1.53, 8.64). 1H1[H10mgT2.2% (95% 1E#EXE : 0.72, 6.75) ToH -7, 72
B, FH24F LK, RHBEHIIAFILA 1R 5mg X1 H 1[5 10mgi2 W) » B x T, A K521 ki 5
517,

BB XX+ ZHEBEEICRBIT A~ anxy 2 — . o) ORE OB
A~V any gZ—.vu U BEo 5SS T+ T HEREEORE ER E LEEENORKRER (5
RTFGS =N F RNV TA TEXRVI AR E O 70U Aa~A 201 H2[A7H Bk O#&ES)

BT ORERIITRO LB TH D, (@)
B IEAN O 1A 5 ERSSAEIE ep— +:ﬁj;§% o

TNT T — : 0 0 0

%;%ziigg%i%i%%%ﬁ) 20/ H (5'?1';/15?1%) (4581;'/35{10{%) (10;;/71?9%)

Flo, Tur bR TA e H— (FUVTT—) TEXFVVY KR ONT Z ) An
VAT DIFNEEIZ L DAY ans Z— - v n ) ORBEIREN AR Th o7~ 3y 2 — .
v U O BIEE XX+ IEREREOBE ERRE LEERNORKRGS (977 — ) Yy
L, TEXRIVY UAKRRKR A ba =&Y —Ld1A2E7HBRAKRS) 12T 5 BEERIL82%
(491, 760%1) L #HiE STV D, (@)
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V. JBEICEAT HIEH

Q) B

il PR SR A BR
1) BHiEG. T IRIEE. WA, Wit AE %%, Zollinger- Ellison iE i

fERER S -2 BRI, ZIK%I @%‘ilﬁl*&ﬁ-(l‘i)NSOmg‘i))&U7 H R 5 (1 H 117120mg K U'40mg™)
AR, WO BFN R L M L7/, BRI RN 2 LR SN, (®)
E) AFNOAGBHEIF1IHE10~20mgTH 5,

2) ERHET AV ) GRS BRI+ R GIEE O IS

fEFERA B2 5 HApHIZR L, 1H1E5mgfk 5. 1H1E10mg# 5. 1H 1[RI20mg# 5T &
HICER R EAERZ7R L, #5560 H 024k I pHAM E &2 R~ R OFIG 131 H 1E5mgfk 5
DEM*T46%., PM*T63%. 1H 1[HE10mg#5-DEM*T58%, PM*C72%. 1H 1[5120mg#5-DEM*
T61%, PM*T76% T -7, (69)
MIFRHIIEEF b7 v —24P450 2C19 (CYP2C19) HIUVERZ, TR I v aEah 5,

EM (extensive metabolizer) : CYP2C19%1/%1, CYP2C19*1/*2XZCYP2C19*1/*3

PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3 X |ZCYP2C19*3/*3

3) BB XIT+HRBEGICRIT 5~ 2y 22— v'u U OFREOH)

RN 55204112 f57«77/—w%%)WA TEXFVI KM/ T Au~A
O3RN B EREOZEMEORTNE B E L, B BEALIEEMR T 0 A4 — —R %
S U 7=, AT A B 12041 2 CYP2C19iE 5+ O EM (Extensive Metabolizer) 4451 & O"PM (Poor
Metabolizer) 167> & 72 55561 F 2047 V—"T12531F , AlD 7 o A A4 — "= H\WT, X7
7V —F U7 A20mgt TEX TV LAKFTEOMg KN T U A~ A 2 400mgD 3| &
1H2[E7 A M AE D5 Lt;f*ﬁ% SHIOF A& 5 OF EEZEBUX19BH 461 (21.1%) 7B B,
ﬂif%:};zfg?)/)f_o Fo, HERAEFRIIFEOONT, 2o, AmE, OEMTERICH
& 72 DT RILER ’Bi’bfcif))o 2o 512, CYP2C19E B B CTH 5 &, EM TI 1541134
(20.0%), PMT i41§JEPM§J(25 0%) TR HITZD, LRMEOBLE ) BIX3AIDF & 5K I EFIRAY
IR & e 2 EELORIITREO 5T, CYP2C1I9E 5 FAUC X 6T AR MENHER ST,

) AHIOEGRALE - HEE RS <rv -2, JEROHE] 0HEBM),

(4) BRFRAIEAER

1) HEE., RS, WaEEE., YRtk RE S, Zollinger-Ellisondi E#t

BIRS. + IEEs $~%€:ﬁ%: AF|D20mg X (340mg™ &1 H 1E#E 5 L, A0 & OV 4tk
ERFTLIERER, WTIho& 5B THEWAINE & 22580 5, 1H 1E20mgD 5
THORIENEONDL LD EEZ BT, (@)
) 1H40mgf 5137KRAHETH 5,

2) BB I HEEGICB T2~ a7 22— vr ) OFRE O

[ NS TAHRER 2 DL T O AR O BRI TR L7, 777 Y — v b U 7 A10mg/ 8]+
TEXVU ARTE0mE B+ 7 5 U 21~ A 32 200mg,/ B EEO B R ML oo 5
EEHFIICE B R ETRO b holz, Fio, ARSI L 2BFO/E, 77V Ar~
A DMHEREIZRH LTIE, 75 ) 2u~vA 20 (400mg,” H—800mg, H) Ik -~T. K&
RN BT D AREEN R SN, LR oT, IXT TV —F K ?AlOmg/IEHTJaﬂe
VU KRR I T50me A+ 27 Z ) An <A 22 200mg Bl 1 H2[A], 7H B S A FEARIC,
VAau~A 2 %2400mg/ FUSE B ET O HE - HEETHZ enRY &2 T,
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V. JafICEA9 SRR

(5) HREEAIHER

1) AEB LT AR RS HER

OFES. - FRIBEL. WaHiEg, Wit iEZR, Zollinger-EllisonfiE G #F
AA O R A T 272010, B, +TIRBIEEE 2RI, TH1E5S, 10, 20mg
B OIMERR O —E BRI Z I LT, € ORR, Rk SREGEE O AR TII3M L
HICEMEZ R L, SHBRMICHEAREITRD bNRNoTo2, WHESEEDOBIRE FL e L
1o X0 B RAHE R A A LT, b BV BRI T & 2 20me 3 B (5 IAH — ke
BRI TS D) Th B LIl S, .
) 1A 5mgi 53RN HETH S,

@IEO S ANEE 2l T
FEORLAMEERBEVRIEZXSRE LT, 777V — ) FU 7 A1H1E5mg, 1H1B10mg% 4
WG LB & ZeEoREte B, 77 BREE2x e Lo, “HERERRRZ
Fihts U7z, BBRE OBPUT B 7= o Tk, BENHESIHT LA v ¥ BV 25558 (2ZE2) Tgrade M (4
TR THDHZ L, BEYICE T D HIERAIO1I~2ERBEIZB VT, IGEMIBIAERTOTH
M C2R L EDORCTIERNIILT 2 Z L 25 Lz, TO/RE., A0 FEHER TH 5
TR HIR R D 01T e iR GHMIERTOTHM & b0 23 L CWIEFIOEIE) 1
77 B AREET20.9% (1961,79141) . SmghtT34.4% (32%1,793%1) . 10mght T43.6% (441,101
) THY ., bmght L 7T B ARHEOMICABEZITRD Lo 7h (p=0.074 ; Steelfi &) . 10mg
BRI 7 BARRE L i L CTHEICEN TV (p=0.001 ; SteelfiiE) (€)
HiZ, ZEMEICREN W kR ST,
) 1H1E5mgld&KZENHETH D,

OBEEE XTI+ HBEEICK T o~V a s ¥ — .- v'n Y OREOHE)
~Yanygz—--eaVEhEoF - - IERBEEEE E X5 7«77/~W%FJ?A Ve
UV KK T Ar v A D3FIPFRHIC L DY ans Z— - vu U BRER L2tk
AT 2 2k LR IEAE A —HERABR A EM Lo, FRRO4EORERIED S b, Wi
Z1H2[FE], THREREO#ESG Lz, WTORGEIZBWTH80% %X HREEEZ R LT,

A IEAN DO 1R 55 Eit AR~ e Jrﬁ:;%% n
%g%;gzg%%%?’i‘%%%@ 20 o108 ot oo
S >
%g%zgi;%%i%i‘%%z?ﬁ) 2E/H <5;;j/25?m> (5%?5?%) <1069{;j/410f6m>
— -

%’;%;z;%%i%%i%%ﬂm 2EI/H o) aebios) | oesmsH)
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V. JBEICEAT HIEH

/2. I9RTF T —F M AORBIZEEES L TV A CYP2C19iE 5+ (homo EM. hetero EM.,
PM) OBEZITV, BEIsFRBIRERIL. homo EM 85.9% (128,149#1) . hetero EM 88.7%
(20441,7230%1) . PM 96.3% (7761,/80%1) & WTHNDOREH80% A HREETHY | B 1%
ANIBRERICKEREEE B 22 o0, SHIT, TEXF TV VI VKPR ORI 7Y 2u~Af v
(ZXPT DR DB RE AR T LR LR, 77V Aa~Aa st U OEE LS o
FEFNZ I TEREERAMEVME 238D BT, KREREEBIIEZ 0o T, (@)
) AROKRME - AR Bes (V-2 IELROHE OEBH),

2) HEEGEAER
OFEE. + IBREEI T 2 HikalR

AHIO20mgl H 1[E#% 5O BIEE, + $aEEEE 33 5 A M2 ZBIHIZGEN T 2 729012,
PUREA 2 RS & 92 " HE RG22 £t L=, TORE, AFNIL. NRBSGEE . 2k
B S 2 RO HE ORI X v . BiEE & O RIS EE (5 U TR BRI A
HAMEZEHET LA THD Z &R I,

72k, BAELACIAT A ERISRBOFEM 2R RO, RbmWIRSHIFF T 2 HEIXLA 1
20mgTh 5 &I L, boleslBk G B 5 M) 2 96 L7223, ARFOHE - HEoOR
TEN 7z - Tk, BAEAALIFA T EOGRER CT1LH 1E10mgf 5- & 1 H 1[R120mg# 5 O I 5 )57
ENRD SR> 1272 (1H 1A5mgfk 5 & 1 H 1[R120mg % 5- 0 M B 185 O NSk # & DIk
FRTHERZDHY), @, 1H1E10mgk 5 L E Lz, 72, HNpHIERIC KIET1ERH TIXl
H1[FI120mg 5-731 H 1[E[10mgf 512~ T < | & HICEAMEREIC R 2 1 H 1E120mght 5- 04
Btk & BEMENHERB SN TND Z END, FIRICE Y GRIRDE LWIEA K OFEIM « #iatto s
#) 1H 1[FI20mgie 5-23 Al gE 722 HE - AL L7, (®®)

QFFE « FRZ D KT RE 2% OMERFR RIS R T 2 HhigakiR
U6 AT OWFMERIER T, HeZ B REETAIOFHE TOERRKEZ 20 ARICHIZ0iToTH AR
TR CREIE S (NS A 8BS AT 5) ORE R OVE H B OHoZ RS HUAIR 5 H I NAR BRI
%« FRS TR SN BT, AL 1EI120mg % ST R A% 5- L GRIRW) . NHREEAYIC IR kY
A3 DR DIERR SAVTZIERNZ IV T, AAITH 1E110mg 2 2408 fE#R 1 #% 5 LiERARIE (CES
W ELEGRABR) OME 21T - 7=,
ZORER, IR () (23 1F 51 H 1E120mgf 5 O NHESBIATEEE R IX, 74.7% (130,/174%1) T
BT,
MERFREEN] (24 ) 12817 21 H 1E10me# 5 D Hf& IR RIL, 78.6% (33,7426) ThH - 7=,
HEFRRRIEINC 31 2 AK11 H 1E110mg# 50 B AR EIE AR BLE1$13.8% (6 4561) TH v | {HH,
FFBRESEN A DT, £z, KEREREZEE TE RV ERMRAME R ESHORIIFIL, 13.6% (6
4441) TH Y . ALT(GPT) k5., LDH EFSRA LT, O, HIRIMERERE, miEH A LY
Ui, BB AR A W CREIR LI & 2R DT RIEEE D b b o T,
UL EDORGE S, AFITH1EI10mg 5%, Wit RE R ISR 2R ERRIETH D LB X
BT,

QA MEN R IEEIE S GRE L - HEO 71 F Ry 7 A v b B X —IERIHETE O W BB )
Xt E Ui Zhaak LR EE AL B E R A2 FE L-, T OME, & 58E% O NHEEIHT
R X 21B%RIT, 20mg 1 H 1[EF 58 & g LT, 10mg 1 H 2[a#% 5-8F & 0'20mg 1 H 2/ 5-7f
DI N BN E Do T2,

AEEGKOEWERAORBIZIL, 20mg 1H 1A G/ & R LC, 20mg 1H 2[5 CHEICH
<. 20mg 1A 1M EHE & 10mg 1A 2[E EREDO I B R EIT R o Tz, BEAEER OEF T,
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V. JafICEA9 SRR

B DOFEROFEIAR)20mg 1H 2 HEGHETRmW—T T, PTHE, SEOFZOBIRITSHGHE
TREENT R oTz, 8-> T AEFRLVREIERMEEOFEIRROBENT, BEOEZOFEH
ROEBEWVIZERT 5 &L EZ BN, (@)

@7v hRT A e B X —IRPIE R R E RIS KT 5 10mg 1 H 2[RI G- OfER#E (C“EEM
FegeaklR)
WHEOZa Ry 7 A e B X —Z21H1ESHEMLL LG Lz b v B3 NIRST I G
IZELRNWT B NUR T A e BRI E R E R BT b4 & L, AFI10mg XE20mg
1 H 28 MR O 5 L (QR#EH), WHESIMIZIBE A FE O b BFIZHB VT, AF10mg 1H1
[B] % % B & LARAI10mg 1 H 28] & 521 % 1 % 59~ D R A(C E B RICEGERBR) ORF 217> 72,
ZOfER . S (SR (1) 5 10mg X1E20mg 1 H 2[A14% 50 NREERIERER (T JuilE) 1%,
87.4% (362/414f%1) T -7-, FEFAMIEE Th D HERHEIESIB20H K O WS AT B X 5 IE3
H(PYE) (X, 10mg 1 H 1A% 57 (44.8% : 73/163%1]) & iz L C. 10mg 1 H 2[E#% 5-8f (73.9%
119/16141) THEIZEWIEFFER LR L7z (P<0.001 ;5 x 207E) , MERFFIED5210 I oD Bil1FE 8L
X, 10mg 1H1[AFEGEET3.9% (7/178%1]), 10mg 1H2[EFEERET6.1% (11/181%1]) TH 7=,
MIEH A N U AMEOHER, BRI BLRICB WO CH R ERBEITRD e oz, (@)

OBRHAET AV RGBT 5 BIEE U+ IS o s (ZE S MRbERER)
KAET 2 Y > (81mg/ H XI3100mg,/ H) OEMEGENLET, 2o FigE T+ 65
BOMEREZAT HEEERRIC, 77V U8 (B0mgh 7 E/V1HSEIEE) ZxflE LT, 7
R T —)F WU T AbmghEd 5\ M T 10mghE A 1 H 124 £ 59 2 5 iR & i
L7z, 4521 (5mghE150%1, 10mghE151%1, 77 L 7 VEELIS1H) A B MEMrts s Lz, £ D
fEF. EEFHEEE CTh D524 %I T 5 BIEE X+ IEEE O REHFHEFE (Kaplan
Meierit:z AW HEEME., 95% 5 HEXME) 1X. SmghtT2.8% (1.04,7.17). 10mghtT1.4% (0.35,
5.51), 77 L/ UEET21.7% (15.84, 29.27) THY . bmght L 10mghtid & bicT7 7L/ VR
E L L CHRICEN TGO FRMNGEIEEZ R L (Wb p<0.001 ; Log-rankiR /&), K
FHMEE Th S EEEAbE i (B T+ RO Mg o REERESR (Kaplan-Meieris
ZRWT-HEEM, 95% X)) 1%, 5mghtT0.0% (0.0,0.0). 10mghtT0.0% (0.0,0.0), 77
L URET4.6% (2.24,9.48) TH Y, bmght K PM10mghtld & b7 7L 7 UREE iR L THELC
B EESEARE i O BIEMHIZ R AL~ L (W T b p=0.001 ; Log-ranki®iE) . #5241 %
FCORWEMFRBLRIT, bmghfT4.56% (7/156%1), 10mghtT8.9% (14/157#1), 7 7L/ VFET
10.1% (16/158%1) TH O, 77 F7 V' —)LF b U 0 AFEHRHICZ2ME EORMBEITFED S/ -
7o (@)

@BEGE XTI+ HBBERFICR T 2~ a7 Z— - v'n Y ORE O 2 ik
AR L

(B%) WHOT—%

OB A - BB OWFNMERIER & 2 S i, IRICTRED R SN BEFE LG L LTTIRT
= b U 7 A1R1EIIOmEgH 5. B LT T v REEIZ X 252 B DO IR T RIS
THRF L (CEEREERER), ok, WHEEMHIEOEHKIL. Modified Hetzel-Dent
Esophagitis Grade®2LL E & L7z, ZDOfER, 5218 #% OWNHEEH FRFIL, TXT T —)L )
N U D A10mgk 58£23% (21,79361) . 7 F7 B RFE5EET1% (70,7996 TH Y, X7 TV —)1
TR U LEBERET 7 AR B GRIC I U CTA E (p<0.00D) IZEBN D BR TR EZ R LT,
Fo, ARBRICK T 2 AMREORERNTZ X777V — ) U o AEFEREC TR (5.8%) ., A
JEAtE (4.2%) %03, 77 B AR EEHE T TFR4ME (4.0%) FER AR BT,
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V. JBEICEAT HIEH

SRMAMOELENT T XTZ ) — ) F U 7 A10mgH 58Ty -GTPLEH- (9.3%) ., ~~ K7
Uy MET6.83%) %0, 7R EE5EHET~~ Uy MET(8.2%). v-GTP & (6.1%) %

NI BT,
PLEDORHEN S, X7 T —bF 8 U 7 A1H1EI10mg D 5- 138 it 8 K ORERRRIEICA
AThdLEZLNE, (@)

@UB A - EEROWFMERITER L2 S, RIS TERPHR SN EZT LR L LTI
ZY = v U U ATHLEIOmMgH 5. BEXOT 7 v R&FE 512 L 2528 O FRE TR oW
THRFLEZ(CEERLEHRR), ok, NWHEEMFHE O ERKIX. Modified Hetzel-Dent
Esophagitis Grade®2Lk L& U7z, ZOfEE, 52l % O NS HIEEIL, TX7T7 Y — )
U 7 A10mg# G-#E27% (18,7°66%1) . 77 B AR LGHET1% (50,77061) THV | 77T —)L
TRV U AEERITT T AR ERICHR L CAHE (p<0.00D) ITER D B TR E = LT,
F 7o ARBRIC TZ) HMREHRWERIZ T T Z Y — ) N U o ABEERECTIHISM (11.4%) | 98
JbE (7.1%) %0, 77 B R&EGEE T I3 (4.3%) . L3 (4.83%) HER A LV,
ﬁﬁ%ﬁ*ﬁﬁﬁ@/}?%ﬁ@i?/\“fﬁ V= F F U T L10mgk G-#E Ty -GTP L5 (8.9%), ~~ 7 VU »
ME T (8.2%) %, I BAREEH T~~~ M7 Uy MET (8.7%). CPK LH (3.6%) %03 A 541

77
PLEDORGEN S, X7 T —)bF F U v A1H 1E10mg D & 5- 1L i 2l 7 O#EERRIEICA
HAThdEEZ LN, ()

@UD A« BB OWRIERIER & W S, IR THREDS R SN BB E G L LTTIRT
Z =)L F U v A1TH1E1OmgH 5. B8 LA 2 777 V' —) L1 H 1E20mg#% 5-12 & 5 521 i D FF
Y FEICONWTHRR Lz (CEHEERLERBR), k. NHESEMNEREOERIL, Modified
Hetzel-Dent Esophagitis Grade® 2Ll =& U7z, ZOfES, 52 % O NHERFRFEIL, T
77— b Y U A10mgE 5RET5% (4,78261) . A AT TV —120mgi 58 TH5% (4,783
) THO, FTXTTV—F N U LAI0mgHK GRS LA A 7T Y — L 20mgfk AR RIS O
BR TR EZ R LI, £, ARRICB T2 BMREIEWERIZZ X7 7Y —1vF MU v afh
BECIHIBIE (8.7%) S 3 A A 7T ' — 1 20mgf 5-8E T FHIA1E (4.8%) 03 & V7, BRI R A fE
DEEIT T 7Y — ) 8 U A10mgH 5#H TCPK L5 (8.6%)., ~~ h7 U v MET
(6.1%) %8, A AT — N 58 CTALT (GPT) E5H-(7.4%) . AI-P E5F (7.2%) R B Hh7=,
U EDRAENS, 777 =) b U 7 ALH1EIIOmgE 5134 A 77 — & 5 L [E%S O H
Y RER L, WREREROMRIECERTHL LB 6N, (@)

@D A - BB OWTMERIER L 2R S i, MEIC TEEA R SN EE 2R L LTI
Z = F R U U ALHLEIOmg 5, BX A A 7T V' —/L1H1EI20mg#k 512 KX 254 0fH
B R OVZRBVEIZ DWW TR L7 (ZEHEMRIGEER) . 205 R, sEMOIEFREERIL. T
Z Y= F F U 7 A10mgk 58 T90.2% (74,/8201) . A A 7T V' —/L20mgHt 57 T86.7% (72
/' 830) Tholo, F£7=, SFEMTHIE L AMEMRIEHORERIZI T T Z Y — L7 M U A
10mg# 58 T24.4% Q0BI5TH) . A A 7 F ) —20mgfk 5-7£ T31.3% (26617514) TH - 7=, 72
B, BHEERTRORAE TIX, AERIEHTA AR o7, (@)

OFEBEME EEURELZ SR E LT, I_XFF5 Y —/F F U 7 A1H1E10mg, 1H1[720mg4 418
MG LB OF MM L ZBatEoRatz B, 778 R E e Lz, —EERbuaiihs
Feh L7z, #BRE ORI H - - TE, BENHSIIT L2 Hetzel-Dent 2 77— /L Tgrade 0Xi%
LBEIZODLARL) THDHZ &, BIEICBIT 577 B ROl E G2 T, BRI
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V. JafICEA9 SRR

3)

4)

ERTOT7H M CTHERE L EOMg<oHiEk &2 5 DL (R3], FK1EILL EEETe) BHT 5 2 & 25440
E LTz, TORER, AohEOEEFANE B Th 2 I5HBIAAHE A TS O R A 24K Fife 9
HFETOBRE (PR X, 77 B REE(68%1) T21.5H, 10mghf (6441) T2.5H, 20mghf (674)
T45HTHY . 10mglE R R20meglE T 7 Tt RBEL B L TAZICENRL TV (FRFN
p<0.001, p=0.004 ; log rank#i &), F7=. IARH4E %O 7E21H K GHEERTOTH [ &
H LT IR L CWIERIOEIE) 1%, 77 B AREET3.4% (261,/5941) . 10mght T29.3% (17
%1,/ 58%1) . 20mg 5-#ET28.3% (1741,/60%1) T ¥V . 10mght M P20mghflL 7" 7 & A HE & b
L CHEIZENL TV (W T4 Hp<0.001 ; Cochran-Mantel-Haenszeli &), FEFEIERTH D5
OB OFEHNHMIE DO AIER A 2 71220 T, 10mghE X P20mght T7° 7 B ARRE L it L TF
BlCEGE Lz, Hio, ZetEcf@nin LRI,

1) FEEMEE AEVRAEIFIEO S AMEE BERE ERFTH D, 2B, 1A 1E20mgk 513, ENARNH
BThHD, (®)

®@EsTliTbe~Y any Z—-va YEHEDE « + IRIBIEES ISR 2 BRE O AR REBRT (2

BWTH, EWNEKRE L FREDOBEN SO TV D,

) SEFOBER, MORGHBITITEOLBY THY ., ENOKRME - AR ITERAR 5,
FRTZ—)LF R A ELTLE20mE, 7EF U LK E LTLEIL000mg (Hfli)) RO F VU =
nv AL LTC1EB00mg (Fiffi) O3AIZ1H2[E, 7HMEO®RS,

B AROAZEE - AEIE TV.-2. AELOCHE] OESHE,

TR
OEHET A Y GRS T 2 B U3+ B BE5 o B3 (R 53050
TV BRI E U THEERIEGBRIC T 524 % O NEREEMRAIC T, BB I+
ARG DI EFBRHER INICBEHELRRIZ, T_XT TV —F N U Lbmghid 5\ E10mg
ﬁ%wﬂﬁ%~mﬁ%%5Lt@@%%%é@%@%ﬁéHW%Mﬁ%%imLKWZEEW%
AR ChmghE, 10mghEICHI v 1T bz BFIL, ARBRICBWTH R UG5 (Rl
ﬁﬁ;%ﬁ%ﬁﬁﬁﬁ)L\;EgﬁﬁﬁﬁﬁfT7V//ﬁunDﬁf%ﬂt%%i\ﬁﬁﬁ
TIESmglEH 5V IX10mgRED W] « 1DEIE TEEIEAIZE 0 1T bz Gl 5RE ;
RB2AMI ), " HERLEGABR A 5E T L7-42001 1 328F 8 ARBRICHIT LTz, ZattiiE
HifkiE e 58 & TR S RE A LA L C. AMEIX Rk B 58 & Fids 5 REIC 0 <. HER
IREHT LTz,
BIVEFA R B RIT, bmeghfT8.0% (16/20141]), 10mghtT13.7% (28/204f) THh~7-, FEIHE
MN2%Lh ETH - TEIWERIE, 10mghf THRO LN HH2.56% (5/20461) OHTH -7z, LILE
ARy NRROHIMICEET A2 EEAAEFSICOVWTHRBEE 25 RIER <. F_XT TV — L)
M) O ALEHAET A Y COEMOFHICZEME EORMBEIT 2V EE 2 b, #ET6HZICE
D BHIEE ST T IRIEE O BRI E (Kaplan Meieri:Z W7 HEEMHE, 95% 15 HE X [E])
%, bmgWifkei i 5 T3.7% (1.53, 8.64) . 10mgE Wifkmi i 5-1#£C2.2% (0.72,6.75) TH -
7oo —7. bmgKk N 10mgHriiix 5-HE Tl nBiiMZE L C (&E2E £ ). HiEE Ui+
TR & R 0E L 72 B %@6m@wotoit AR i (B S+ ZFER o H ik
185 A30E L7 B X, REMEGR GREL O SO WT U BB bt o Tz,

BE - FERIHR
AR L
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V. JBEICEAT HIEH

(6) AEMER
1) FARERE - FEERABERE EHHRE) - 2ERFTERERAER (TREZERKHAR)

(fifE FH R A

OB BERE R b Ret L A4t
TR O RIS T 2 L8k, AMEORFHEZ BiYE U7 ARG A 4 I L, 4[FE833
DEFEFEB K 0 526901 & IVEE LR LT, RIVERNIZL MR GIERI479561 9, 96112214 T
BV, BUWEHFRBLFIF2.00% Th o7, EREWEMIZAST B5H.. ALT E5-. TF, Ef, Bk
B AMEREEINTH -7, BUWEROREIL, BMo0r:, FEE30M:, EE2EThY . HER
FIERIZBUN ER-10F, /MBI 1T, WL B BEMOEIER CTh o 7o, ARMWEESRIGUE
F1X433361C, U ERE OLERIT89.45% TH V. HiEEE90.65%. + _f5iHIEEE91.08%.
W) B E5586.67% ., WM AE/78.568% T~ 7=, WIREEOE G SUERI156601I1C 5 1) 5 1R
F(191.63% TH V. BHIESF92.54% ., + FEMEI95.22% ., WA EHIERE86.67%. Wi RIEA R
78.53% CToh o7z, WHALMEIEE D EFF Th 2 LR L 00T 1236 1) 5 B MR iR O L3
EEo T, YLbEX Y HlR%E O HBEREICB O TARFIOEWEEME & BT A RMED, K

PRHFE TOMR R & [RIRRICHERR STz, (@)
D E R
i LRUFE Rz Bk | EAEE 7t
- 232601 1650 114 141 6314l
A (90.65) (643 (043 (004 (246 22667
s 90941 6243 715 20
PR 108 621 0100 " oo 998
i s 1845 245 245
V)& (81.82) (9.09) 04l 0l (9.09) 2241
. 62341 1021 951 445 951
DAL SEES (83.40)  (13.65) (1.20) (0.54) (1.20) 476
. 387661 3314 2745 5451 94151
: (89.45)  (7.64) (0.62) (0.12) (2.17) 433361
( )t %
IR EE TR R
NIRBE IR
10mgHe -7 20mg# 53¢ AR
- 93.79% 89.96% 92.54%
R (66544l/70941) (251151/27941) (955141/1032/441)
s 95.35% 96.51% 95.22%
PR o semssi) (8301/86) (339(71/356)
o 90.00% 80.00% 86.67%
R (91/10(0) (4f51/541) (13401541
. 80.30% 68.97% 78.53%
HRPEREZ 3 ospmn 32 (2081129) (128(A1/1630)
- 92.52% 89.72% 91.63%
! (102641/1109%)) (3581511/3994) (1435%1/15661)

1) F 5P Ic 5B 2 8 (10mg) H20mg., 20mg7» 5 10mg) L7ZER & & e
@O~V any Z—-vu o EEE -+ HREEEEE 2RI T o o A GER A IS BV T

FXRTZ =) b 7 A10mg, TEF VU KR TEOMgh VY T U A~ A v 2200mg
~400mg% ., 1H2[MEITHRRO&KEG L, EHIEETIZBITA~Y a7 X — . o URRER, Fl
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V. JafICEA9 SRR

TEROFRBURIL, RN UIAINEICE 2 2 BERFEIZO W TRE LTz,

7 A R A R A D A7 P E AT KT GE B 8,16201 D~V a7 Z— - ¥ U BRE #1380.68% (2,551
f/8,162%1) ThHoT=, 77V An~A T 1HENTORERIL, 400mgik HA#E TIL80.95%.
800mgflk F#ETIE80.02% Th W AE L ZITIRD bR Do T2,

LR R GOE B3, 7896 D RIVE I S BUE B %134.38% (16641/3,789%1) TH v . JEYERH
JEBNL 2o 7=,

BIVEA S BUEGIRICHE 2 LT THREERNFICHOWT, 2EBEMTE2E R L-L 245, 5]
(ZPE) 1, TCAM 1H & (800mgfkMEE) | KTY 7 LAF—FEH Y | HFEH b,

FeRlZe S A AT 585 UNR, @i, BWERELZ G T8, FMEESE2 AT 28%5)
Tl FRlle T A LW L I CTRBUEFIREN G < 2 D RET N EWERIZRD b
Motz 7B, ARFRE TITAER~OE 55X - 7z, (@)

@Y anyZ—. v'n ) —REREREREDOE - 45 iE B 4 3 E e L 7= R e
AETHA T, CRBREREE LTI RT TV —LF U U A10mg, TEF VU LK T50mg
KA e =FY—/1250mgx1H2EITHREOKEG L, FHIEETIZBITL~Y a7 X—.
B e U BRER, BIERORBURIL, RN UIFINECE 2 2 BRI OV TR LTz,

W T A ] AR TR A D A WA R 21265 D~ 2Ry Z— - v U BREER(1192.8% (11641/125
) Thot,

L AR R GO 13645 O BIlVE A S BUE B R132.21% (361/13661) TH V| FYEFFAER] I
Rino T,

Ny anRyg—. o ) BREB X OEWERHRICERE L 5 2 5 BEERRF 25T 5720128
OYSEAMRNT 2 Sl U725, ~ Y a Xy Z— - v'u U RE - BITEARILE bICHERICEEZ
5 ZDHRFITRRO bR ol (@)

FERFAA (R RGRR A )

OB R I DA
WM 2 (GERD) 123 2 AK10mg,/ H £ 5O 8 & AAEMEORG A2 B & L7 FBlFH
% i L7-, GERDEEGIFIIAAI10mg, H 28 G L, BhHai#% 0RO b & NHHEE
AT L CARWEZ I Uz, ARME & BAEMET, INEE LIEFI6LHID 5 HATHITFHMEIL, £D 55
WARBEIR AT 12 DV TIRATHI P 32061 & fEHT xR & UTo, BB Z I OV Tk, AFIE G BH D32
B 412061 (62.5%) WIREE LTz, & D 5 HEE T o > 72244514 1741 (70.8%) IZ DWW Cix5Eix Lz,
Fo, JERICHHT D U8GERIT, DEHRET6%, C1T76.7% ., BiEOHIES6. 7%, - .572.2%
Thotlz, £lo. AHE TR SNTZRWERIZ2FI T, ALP EFHN 16, p-GTP EA 14| TH -
Too TAUDIIARAKIER G 2k PICE R Lc, RATIL, AFI10mg, H &5 08 EIERDIGEK
OERDBE BN THRIME, ZetEe b RIFRMERE T LI, (@)

@ EilmE Tk oA

Hig%., + RS, WATIEE. WttERIER, Zollinger-EllisonJEMERE & 22 W1 S AU7- B
F (65m% LA 1) DHE 2 R RITAFI O A2 FICB T 52N & AT OV TIAE L, Bk
JEGI1X 12451, 22 MG RANTIE G X 10261, A MG SRIAEBNLI8H| TH - 7=,
BIVERNISBITHICER® DTS, W N ORIER bEBMOUTHEETH Y . HEREIEMNILEED
IR DN T, PRREERT RAC K D 1581 B IE5588.4% . + HEMB 15 75.0% . WA E55100%.
WFEPERTES40.0% T - 7=, A RIERICE T 2 0 ERIE & OWI<0 1 O KRR TN E94.4%.
95.0% T > 7-, SRUEEIZH T 5k #ER1187.8% (Hi&%89.2%. + FRlGIEET5.0%. W&
S 100%, Wik I %K 87.5%) Th -7, (63)
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V. JBEICEAT HIEH

B E
W R E I BEik HEARRE it
. 5814 54 245
R (89.2) 7.7 01 o1 (3.1) 6501
b g 64l 145 1451
+ FR (75.0) (12.5) (12.5) 0l 0l 84l
e R &fg) ol 0 o 0 151
st 214 2431 145
WA E (37.5) (8.3) 0l 0l (4.9) 2445
. 86451 8431 145 345
: (87.8) (8.2) (1.0) 0l (38.1) 980
()%

OB REREZ2 AT 2 BEFEE R E LA

B Z B0 2 MR O B T 2 ARFN O F 20 & BEMEIZOWTHA Lz, 156/Ea% A3
ZhNL, 18 LA EONFHEEEA L, EHELE NHESIIC L 0 LR D iR ST 5 2o 6k
L7, BFITEESICAF10mgd 5N E20mgZ 1 H1F], SEMFARERZICE G I, ARl
B EAR OB G 2% - BERE LS L L, M2 LMAE TAERREZMAELAE LT, A
M G-RiT% T ONBRERT R o2k & B FREIR (EREERE RS0 ) O8I K0 i L7z,
11451 D 5 © BEMEOFEHTIZ 10861, A MO MEATIZIZ98FI A4 H L 7=, BIVEHIZ1141(10.8%)
T, HEZRLOIEEE UL E UIE & FFERIEN &S 10 TH > 7=, SRCGGERE CIINIRSI 7k
EH1390.9% ., LIEEES5.5%., MIKEIT83.9% ChH -7, 7. MIRANITIE, HFEZT9.0%.

BHERTF268.8% ., € DM DAFERE T100% DRERTH -7, AFIL, WEREZEGOFH 2 LEE
LEREBOIRFICHT L, LWARM, Aotz R LT, (@)

ERYERE (AFI10mgd 5\ i320meg % 1 H 10183 H % 5-)
B> Ui O %E AL b CHIERRE

TICHER ]
HR 450 ég{?) o 7@;) 0f 0f é@)
o o0 P o ofs ofs
wamis o 1%?0) ofs ofsl ofs ofs
witte s sap o0 N o om o

T E
PR 6211 (‘ég"fg) (129@) ofs ofs &?g)
AT 66 e ol ow
Z o o 2 op ofs ofs ofs
ot 96 qw  aew W om0

C )%

@Zollinger-EllisonJEERE D B & x5 & LI-FiE
Zollinger-EllisonJEEAE 10 N 2 X512, AAI1H1E10~20mgZ 1420 R OG- L, Aok, &
AP OWTEMIT L7z, AFloREE AEIT, REORME E ABRBE A2V K UIKIEWIRI 2N & 2
BENE L HARGEPHER TEZBEILFTH o2, AAIORES AT VERM 226, 1
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V. JafICEA9 SRR

FELL2MERT N A, 24ELL s, SEELL B2 T, B EHE HEIX1225H ThHo7m, AH
DOFG-BARARTIC B LR A Z MR L7296 0 5 b, WIEI LA NIREEAS & ffT L 7= 741
TR 2 HEsB L= D5 HI T d - 7=, 1B 2 fei® L7561, W b AAI20mg, H&% 5 Th- 72,

B LR IER IS T D AFI O E & LT, #G-RNH S -M<00), ki « F I3 & OWE S0 L
IFERICHER LTz, £z, DETRE6HID 5 HAGITERITHER Uiz, AEEFSIIMTIHITRILL
7oy, ARAE ORREBMRIIEE SN, ULEORERI Y . KFNIOHRET 5 BRIEROSEE &
EEEERE IR D EES R SN, S OICARFICERT 2RERITRS bhsnoTz
ZL Ry, EMEREICRBIT D REME LR SN, AEGERERE ISR L CEREIC L0 M LE
RAEDBEEZ R LoD, MIEHTA M) AMEEBZTRARREZ EHRICE/mL, WA /) —~
DR Z R L COLSIRIEOMEFFEENEE CThH D Z LR I, (@)

O « FRRZ R0 IR AR R OHERFRIEICBE T 2R

XY oy ME10mg D REEIR TR O [ T2 R 5 BT, 5 - B A0 k3
RIER OMERFREICRT U, BLERGER O FEE FIck T 2Lt - AOMEoRG2 B & L-fF
TEAH FH A A 2 it U7, A2 oo MBI 41 Thitia% C1538%B1 A3 5k XA, 394fitax L ¥ 146841 D
BRIR RS 2 AT L=, BIVERNZ. 1468619261071 FH L. Z DM I16.38% ThH~7-, T/
BIERIZE A A N U UAE, A A~ U HEIN, i 7 L v 7 4 AT 7 H—B N, R IE
R, AL, SRBIAE, TR . v -GTPHINTh -7, BIVERISSBIEGIRICE BN RO
SA-HEE L, WRMEATEROAOHE, 1RRBMATIO NS AL, Wit AE R OIREE, 711
X—JE, PHHAEAIO6HER Th - 7=, PRREEHT RIC K Dt Bl 2 O IEFIERIT 5B AE5210 1%
T89.9%. 10411 TT4.7% CTh o7z, AMAIER & L CLEERE,. M, W00, &l - Wi
R WETAEE, O - R, BEBHIEE L SEERA B, 95%LL EOEERIES A~ LTz, B
FORERIY . NU =y FMEIOMmgD M E GIMERH BN E 72T, (@)

ONSAIDIBFZ BT 5 A
HARIZEB W TNSAIDIESIZ H D 6 T NSAIDE 5 % Fi i) S5 2572 WBEICHT 57 X7 T
' —) (RPZ) BFHOEDN &2t ad{iE Lz, #HEid, WHREMREICE > T3mmll Eo
NSAIDIEBE SR S 7212 B B0 5 T NSAIDE 5 i 72 1T iuid e 22 WEE 1034 TH 5. N
SRR T, TRREBRAGARE, TR . 1EMEHE TR (E 721X, Hlrie) (2330 L7z, 15T AT,
WAREE CHERE L 72 e REE DRI & WiF FH — =i /0 B A N — A UCEHI L7z, B3I, NESIRICH &
Wi Ipofc b TATIRH & 72 LT, ZaMFHMEIL, RPZEGBRMHITE Z o723 X To T
L7pv itk EITEH. ERIRIRAEER T MR E A EFEL LA Lo, AOMEHEZ1T78 72
384 DN Z2IRIEFIXT1.1% (2761,738%1) T, BIEEEE OIREHRILT1.4% (2561,735
B . -+ IR OB E1X66.7% (261, 36]) Thol-, BRWERIXLZ MM AIT/2 > 7264
A3 Sh, BUEMEGRL, REREEL, A1 Th -7, (@)

(il AR R (& Ao £2 B AR AR )

OBEBEFICBIT L3 =y FME1IOmgHK 51T £ 5 SoHIBATROME!
205 LA TSR A X 0 IEEI] (A1, A2) D BB & 2 SN2 B 2 xR ICAAI10mg, A
% S B LT BR D So AT RIZ O W THe AR PUAI &2 1 IREE & U CTHlk 5 720 DS ik
HLEBEMEZR L, B, WATHER FRGABR & 320 L 72, B8k SAVIIERIX19361 T, KAl 5-H
8301, HoSz BARAE LA G- FE88HI 3T E D8I MR 54 56 T LTz, WHEIT & 2 SoBATRITAH
FEAETI340.3% . Ho BRFEEHAIR 51 TlE27.6% & AR GHETEERTh > 722, AEEIT
R DRI o Tz, ERUGERE TS T D B RIIAHIR G T1394.8% ., Hoz A IEHIAIR 51
TIE82.9% TH v MRt & b RFRUGEE 2R L, AFIFREGREL, Ho BIRIETAIR G LA
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V. JBEICEAT HIEH

2)

B (P=0.022) ITENLFERTH - T, (@)

RO TROS AT (LEFHIEE)

e B o R N
BEOAT— A ™ e 0 S S Sl 1T3R (%) Fisher exact test

AR G-HE 0 0 1 4 41 31 7751 40.3 0.195

HoZ kA5 0 1 3 7 44 21 760 27.6 7=

WS AT HLER FHE Bl

SRYCER (BIRAFHEIEE)

D ot R ~E Eib %E i 2MTE# (%) Fisher exact test

E&% 71: He
AR G-HE 73 4 0 0 0 775 94.8 0.029
HoZ kA 5 63 12 1 0 0 76 82.9 7=

PIHREERT R Bk FAE ]

@F - +FHBEEEE BT 53 =y FMELIOmE, 20mgi 512 £ 2 B TARR PRI ATt

L7 BRI (LR, o)) 248 L, WHRSTRAIC TIEEN (R H, =5 CAB LV
Aotl]) L2 ST E - + TIRMAESEE A P RICAKILH 1E110mg, 1 H 1[E20mg % #% 5 L 72 B
DIERBIITER BB OW TR Lo, A2MEIE. B RIER (OEEm. Moo, o - w8
TR DTS B L Mﬁfﬁ%aﬁ%‘sfvﬂﬁbfco BfE SN EBNE21260C, AKI10mgf 57
(10961) . 20mg#t 5-8F (10361 IZHEAEAIZEIV (1T HivTe, RAEG%O A RIERIER B om
JAE1E2.0~9.0 H BI04 L Eﬂﬁ@ﬁﬂfﬁi{%%ﬁ)ﬁ%hﬁo FERBNC X, Bl « R R b
HIEA L7 (10meg#& 582,50, 20meg# 5-8£2.00), BHIEHEONHREIAHRIX. 10mgfk 58
94.4%., 20mgH 5-8£97.3%. + _FRBIEE ONESTIAERIX, 10mght 5-8£96.7%. 20mg#t 5-
#100% CTh o7, H - +ZIHEBEEICH LT, AAI10mg, 20mg%%%wib\a“‘m:m\f%$ﬂ;ﬁ
DORERICARERZHERI ST, NEBERERICBWTHEEWABELZ R T 2 BRI N,

(®)
IRREIAIER
g
B IEE) THiE HHE 1Y) L _PIBBIAHEE(%)  Fisher
A7—=Y AL A HI H S 8 95%{FHHIX ] exact test
10mgh 0 0 1 1 26 8 36f 94.4  81.3~99.3
. p=0.615
20mg#ht 0 0 0 1 28 8 371 97.3  85.8~99.9
+ AR
B GBI TR B o _PIBBIRHEE (%) Fisher
27— Ay A Hi H:  S1 S " 95% = HHX [ exact test
10mgh 0 0 0 1 17 12 30f 96.7 82.8~99.9
. p=1.000
20mg#ht 0 0 0 0 19 10 29% 100.0 88.1~

3

REHELTERTFENDABRITRER L -HBROME

AR
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VI. EREICEHI HIER

1. REFMICEEH L IEEMRITILEHET
Fa kR 7L e —

2. EBEA
(1) EREGL - fERKF
1) B ERIWIIHIE O
ARFNE . BEM O FVE SR TRV (AL 7 = 7 X MK 22 e bR 7 (HY
K+-ATPase) DSHA & E45 L TRESRIGIEZIRE L. MW EMEl+ 5, S bICHE SR
PEDOEHEIZIE, EITIERENALY B DM DR D 5 VNET IV Z F A AT K DIEHER O R B 5

LTS HDEBERDBND, DM, FIVEF AN L > TEERTEMEREIE T 5 ATREME & HER S
o,

HEEIE AR
(tetracyclic sulfenamide)

N —
N* OCH:CH:CH:0CH:
gvaps

R=

\
CH: CHs

H
N —
}N\* )~ OCH:CH.CH:0CH,
N

il REXH N,

RPZ RPZ

SARTSY—ILF bYHLIZEBH, K-ATPasefE EH# il 1<
HEINEBRIEOODEOHKS

RPZ : 777V —F v v A H/K:H* K+ATPase,
GSH : &7V 4 F 4

2) NV anyZ— . vaREOHBER T
TEXTVI KM, 77V AL U ROTEXF TV UKFIMEOA ha =g — b
DO3FFHIFIEICB T HTIXT T = F M U LAOEENIENpHE LR SELZ LIk, 7
EXFTVVUKFMIKR O T Au~vA L OHEEEEED L LIChHDHEEZLND,
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VI. E3EFEE(ICEAT HIEH

(2) EMEE T EHRERBE
1) H+. K+ATPaseflEEH (in vitro)

72 BRI L 0 PR L= HY, K+—-ATPaselZxt L, TRV FEIER 2R3, (G6D)
(%)
100
80 @ SRTTU—LFRUTA
O :ARXTFI—)
% 60 L Mean = S.E. (n=3)
[
?§
40 L
‘& 0
20 F
0 . ° (¢mol/L)
0.01 0.1 1 10 100
KR

SRTSY—=ILF ) DLRUT A TS V—ILOEREKREFH
H*. KT-ATPasefAE €A

2) BB WANHIE
OUHFHHEBRERZBN T T F I ALY A 7 U v 7 AMPRIRIZ X 2 HER5W % I3 5
(in vitro) . (@)

120

®:SRTIJ—)F UL

7 i
2 8 O :FATT—)
é Mean + S.E. (n=3)
U
>
E
i
e 40 |
oL L : L (mol/L)
0.03 0.1 1
HYRE

Y EERERICETS [MCl 73/ Y VRYRAHIZHT S
SRTSY—LF MO LRUF A TS I—ILOBEER
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VI. BEHEEICEHI HEE

QEMEHBEEERICBITA e AZ I XU AN VRIS EERSW, N T v BT

L EMER WM OV e 2 & X IS W53 WA Lag o Ze BliE R 2 =7, (62636d)
(mEq/20min) phR
12— o xR
¢ :0.031mg/kg
s 9— a1 0.063mg/kg
;ﬁ e : 0.125mg/kg
= 6 = : 0.25mg/kg
3| o : 0.5mg/kg
Mean+S.E.(n=3-4)
0 % (min)
-40 0 40 80 120
Y58 DR
BUYEBEERBERICBIZ2ERSY I HIHBBESHICKHT S
SIRNTZV=IF MUY ADOHFIER
TIRTZV=)bF MU T LR 0 M IRBRICIR G Lz,
L2 2 2 ORGEEEIL TN T T =)V MU U A0S 1 REREIRTICBE L 2.
(mEq/20min) .
12— o MRREE
¢ :0.063mg/kg
w97 a1 0.125mg/kg
?)Z e : 0.25mg/kg
& 67 » : 0.5mg/kg
3| o : 1.0mg/kg
Mean=+S.E.(n=3-4)
0 (min)
-40 0 40 80 120
R GH O

BHEEERBERICETHERS I VRIHESWICHT S
A AT =IO IHIER

F AT T =T+ RN RS LT,
b R H I U OEEEEIEIA A T T — O 51IR RN B A Lz,

30



VI. E3EFEE(ICEAT HIEH

@A XHDHVNLT v MTBIT D HEBWIHEER OBIEIX, tho7 v bRy FRHESNC L L

W, P A Y o ERIFD RN, (26)
(mEq/2hr)
20 @®:IRTI—=)F UTL
O :FATFI—=)
Mean + S.E. (n=6)
*p<0.05
% **p<0.01
w10 —
=
0 | | | (hr)
0 24 48 72
R
BUEEEEBRICSATSY—ILF NIDLRUFATSY—ILE
BELEBEORVA AR M URIBEES D RS
HH1Xdmg, kg T THEIBPICE S L=,
B 5 RME DO W 1156+ 1.2mEq, 2hr Cdh - 7=, (n=35)
(LEq/h
#Eashn O : xRt
@ : 77 EFT20mg/kg
A A AT T —)L30me/ke
A 52V 75 —)l30mg/kg
100 |- O : SRT 5V —)LF b U™ A30mg/keg
Mean + S.D. (n=5)
" *p<0.05 X R HREE
v
W
it
l‘ L L 1 F | ’j_‘ / 1
O@rADO O@rAD O@ALAAD
AR 1217 24 K]
SYMISRISY—=ILFRIDL FATSV=L, SVVYTSY—L
RUZ7EFOUEERELEZZOBBWORENE
WANTIE (7 7 B F Vv ORI 20 %I H&EG) B THEE Lz,
(pg/mL)
700 -
600 | . . O : xfHEz
*x % ® : 77 EFT>20mg/kg
% 500 - _T T— . A A ATV —)L30mg/kg
H 400 | % A : 5275 —)130mg/kg
Z T O : 5XT 5V —=)VF b YU A30mg/kg
]F 300 - * Mean + S.D. (n=5)
J 900 T p<0.05 Kt HEEE
it T **p<0.05 T 7EFI
100 ~ 0
o L2

O [ A A O

ZYMISGRTISY—=IFNIDL FATSI—=L, VTSV
RUZ7EFOUOEZAARBRERS LE-ZOMBEAR M) VEOEIL
77 F VLI H2ME, OIRANT1IE 1EZ FERE L=
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VI.

—H—, - .
ZE3h

I (ZRH9 H1EH

A

3) PUEHIEH
Z v MW AHEERIELGH 5 WITEBRE R A EHHEA N LA, KRWEA R LA, ¥
FfERL . VAT T I v, W2 ) — L EONT AU )kt L, W FITEIEEN & 5 VI kS

RSl = (RN R N (B66)
(mm)
20
15— T L] st
2 ST = F I
A T FAT =)
& 10 T Mean=+S.E.(n=6)
-4 ** <001 st HEHE
57

0 5 .
MHEEE 1 3 10 1 3 10 mg/kg

Sy MIBTEIEABMER FLREBIIHT S
SRTSY—=ILF )Y LRUL A TS5 V= ILOMGIER
HHNT A b L AATTFLIONBNCR DG LT,

(mm?)
40~
| a0 1 xtpene
20 T # FNTZ =)V L
FATS—)
- | (10) (11) Mean=+S.E. (n=9:12)
’é T (10)  * p<0.05 %I HE#E
2 204 T o **p<0.01 kR
% T #p<0.05 FAROREBEE
n D L
10

b |
R 1 3 10 3 10 mg/kg

Sy MIBIFRVRTT7IVERTEBESEIINTS
SRTSY—=)LF ) DLRUVF A TS V—ILOMFIERA
HENI AT T I v 2 BET 510580 TG Lz,

32



VI.

RMEHECEY SHEE

(mm)
35—
30 C I xR
T FSRT =)V FRIT L
o5 - TrEFT
Mean +S.E. (n=5-6)
20 - * p<0.05 xf %t FREE

15

10 -

xHEEE 3 10 30
Sy MMIBFEKEMERRA FLRABBIZHTESATSY—IL
FTRUDLRUI7EFOUDOHMER

AT A B L ZBHB0SRNIR OIS LT,

0

<[

=W
s
M

30 mg/kg

(mm)
90
or ) AR
SRT SR L
or = TPEFY
\
§ Mean = S.E. (n=5)
or = = * p<0.05 Kt R RE
\ \
\ \
N —
SIS
- = = =
" — =
- — =
? —
- — =
N — =
- — = =
B = = =
0 *tIREE 10 30 100 10 30 100 mg/kg

Sy MIBITRER-I8/ —LERBREETIINT D
IRTSV—LF FUDLRV T 7EF D OIGIER
SH - % ) — AR 5305 RNC R N5 Lz,
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VI. EMER(ICEH T HIEE

4) WM EE R D ER
Z v FOWFMERERET IV FHIE WML T v DI L, XTI = MU U ATHE

AT BN A 24 L7z, (@)
(%)
100 7 A7 KEERIOTT 5 RBHRERONE
[]o:0%

§ 80 1: 1%L E25%ELF

; 2:26%LL50% LT

* 60 B8 3:51%LLET5%LLTF

'E B 4:76%M L izl

5 o

L

D

2! 20 -

Bk 3 10 30 10 30 (mgke)
GRFGSNFNSL TTERFTY

Sy MIBHI2FRUERBERICHTEISRTSY—IL

FTRIDLBRU I 7EF O UDER-SEREETIL—

7 v hORITE & RE OB K OMIFPIES &+ AR ORI A R L2, RIRH D WD TR A
+ ZHRBNIC G- U, BREIRICE & BiE A Uis, BiE O 2w & OIS O w2 JE L.,
RO T A HEEHA O OEA %255 L, Inatomi s ™ O FAEIZ LSV -CHEEREIZ />
ML, 00 B4 AT wfti)iz, FEOFEIZT T Z > —F v U v A30mg, kght D 114,
ORI 1201,

* 1 p<0.05 GRR & D tkifgs, Dunnett o £ 5 i &)

(%)
100 7 Aa7  EER I 2 BERERO# &
[]o:0%
1:1%BLE2S%ELT
2 126%LL E50%LLT

151%LL E75% LT

B3
B 4:76%LL EX gzl

-]
[=]
|

60 |

B S FE SR U NIR

A& 10 30 100 30 100 (mgkg)
FRTTI—-NFNTL  TTEFIY
Sy MIBHFIERERERIIHTE2IATS Y-
FRIDLBRU I 7EFOUDER—10BREETIL—

7w NORTE & IRE OB R OIS &+ IR ORI A R L, iR d D VIR A
T+ FRBANICE G L, 10RZICE L Rl a2 Lo, 8 O & O EHAL O s 2 1 E
L. BEOEHEICHT HHEEMBM OB OEIA %255 L, Inatomi s ™ 0 FEHEIZ IS THERHE
L, O BAD A a7 ZAF1F 72, KREOBIEIL1241,
% p<0.05 Gt & o b, Dunnett 0 2 B LG E)
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VI. EREICEII HIER

5) ~U m Ny xZ— . vr Y BREORBEM

AFRAI AW~ any g — - vr Y ERET VBT, FXT T — L ) yak
PLEIAK] (TEXT IV AT+ 7 5 2a~v A y) OFHSKIEZNRAEE LT RESh S
., BNEREBEREL LT, 977 Y =) F U o AEAREONCH R SR2F% 5RO B 4 b
WRE Lz 2 A, 777 —LF b oA (6mg kg EHIEIE2K] (TEFT U K9
+7 7 2a~vA ) O3FIPHAFEGEEOENAERBIL, SHREEE NCPUE /] (TEF v
oK+ 2770 2An~Ar) BGREEHEBEL THE (p<0.05) I[ZEELZRLT-, /o, 7
RT T —F U UL EHEEF (TEXT VY LK+ T 2u~A V) OfFRES
ICEDHEDENBD SN (p<0.05), T_XTF TV —)LF b U o A FHEEF (FEF T v
KF+ 27 7V Aua<A30) (2D HNERBRDIER 2 A RIS ET,

7

6

%I HEHE & AMPC+ CAM (3+0.80mg/kg) % 5-#% : n=11
RPZIE5#E KL ORPZ & HLE 3O OF 5.8 - n=12

©

§ 5 *@ RPZ: 5_75/—LF hU DL
= AMPC : 7EFXT 2V kT
5c'»4 CAM: /Z U R~ A Ty

[T

% 3 *x@# Mean=*=S.E.

&

1

H

xPHEEE RPZ6mg/kg  AMPC+ RPZ+
CAM : 3+ (AMPC+
0.80mg/kg CAM)

* : p<0.05vs XMFE (Tukey®lZ b k)
@ : p<0.05 vs RPZHMZ 51 (Tukey™ £ i LLIIE)
# : p<0.05 vs AMPC+CAM# 58 (Tukey™ % i)

RAFRRZETEIRNTSY—ILF DL EREE2H

(FPEXLVY KA+ SVRAORA DY) CEBBER
UHRARES LI-5BEDBRNERER
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VI.

EMEEICHYSHIEER

6) bt b TR

1. 24FFfEHH NpHE=4# VU > 7
BIESEAE 136N = MELH 1EI10mg (741) X1E20mg (661) Z £ 5- L, 24K E N
pHE=% VU 72 XV B ApH3 X ITpH4AT 2/~ T I DO #aF1 (pH<3 holding time X iXpH
<4 holding time) Z 5 L, SpH TOHHIZHE &R,
2415 T?DpH < 3 holding time, pH <4 holding timelI W& 58 & H 12XV = v M REIZLD

AEICHA LTz,

F7-. FpHTO24KEH O PNl = CEAE) 1L, pH<3T10mg 5-#£2394.8% ., 20mgf 5-#E°
98.8%. pH<4T10mgi5-H£2390.8%. 20mgfk 5REN9T.1% Th o712, 7B, ARBRICBW
TRWERIZR O biie otz

(43)

pH<3 holding time (24 B D # T pH3 R & R I BRI D#F)

L * * *p=0.05(tFE)
1440 Mean=+S.D.
1000 [~ o

500 |
—— o
0 et 1506 S B LR
10mg %58 (n=7) 20mg # 58 (n=6)
pH<4 holding time (24 B¥E D H T pH4 Kz R 3 BRI D)
(Cap)

L * * *D=0.05(tHE)
1440 Mean=+S.D.
1000 [ —’7

500 [
[
0 e G £t s e Gl Eirdea i

10mg # 58 (n=7) 20mg # 58 (n=6)

_ BKAIF 5 Dholding time
AN IR HBFDholding time

) #ifi =% (%) = (1
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VI.

RMEHECEY SHEE

2. HEESWHIEH
D 8Y =y MEE1Omg 512 K 5 F B o Wl AE
TR A B ML 2 5 1 B it &2 i L C, 23U = v FMELIOmg 1 H 1A &7 B k5
\ZKDT T HA RN R W EOEC ARG LT, EORER. RN T Dl
DIRFFMEL OR2FFEMEIX & 12, NV =y MEGE1IH B, #5THHOWTUZB W T H & GRTH
LU CTHBIIET Lz, 2k, ARBRICBWCRITERIZERD b ivie o7z, (63)

R BIZE T HEDDE

113 S (1 =l 1|3 (2 B &
(mEq/hr) g (1 BEREE) (mEq/2h0) Flgh i ( 2 ByfE E)
XIRD B D t BRTE p=0.0002 KD B D t RTE
50 - _ Mean+S.D., n=8 50 - Mean+S.D., n=8
p=0.0001 [ p=0.0017
40 40
| p=0.0002 _‘,
30+ 30+
20 L L
0 T 20 _
10 + 10 -
0 —L 0 r—‘
fehRH 5 1HE #E5THE #5&718% BhRH  #51HE #57THE #5&718%

FBS I T BB MHEDFLED (%)
#5108 ®ETH B BehHET1E#%
%ﬂ FAS LRI | 75.5+26.9 95.847.7 83.217.3

B | W2 e 71.6+31.9 90.4+17.4 76.5+t17.4

) B 5ATH &2 JEE & L7 =R (Mean=S.D., n=8)
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VI.

EMEEICHYSHIEER

2) U =y ME20mgHR 51T & B B B WA E

R RSN 51 22 et G B i A 4 F2h L C. 23U — v FEE20mg 1 H 1[EIs1 &% 7 B [
BEIZL DT EHA MY R W E OB RE Lz, Z O RIS
o=y MREGIHA, BETHHE, SR TIHE
DNTIUTIEBNTHHEGATH & L THRICIRT Lz, 2k, AlBUZIB W TRIPERILR

WA D 1RFFRE L D2 MBI & H I

bR T,

RIBTWIZE T DB

Aoy (1 BERAME)

(mEq/hr)
50 1 % % kp=0.001(vs#& 57l H)
RHED ® HHRE)
ma Mean=+S.D., n=5
30 + T
20
10 b sokk
sk sk

BEAIH &5 1HE &5 7HE K5 71K

%
(mEq/2hr) T

50
40
30
20
10

FBa5 e ( 2 Byl fE)

% 3k %k p=0.001(vs%5-Ri1H)
GHED & Bt E)
Mean=*S.D., n=5

sk

ok
otk %
— T

&GETH  B51HE &5 THE #5&T1RR

ﬂ/%ﬂ lM‘l }3(_’-6% /Z\EGDH’J‘$’?‘) (%)

510 H 570 H BHEH/T1IE%
%ﬁ BSOS TREIE | 88.7+14.5 99.0+1.6 88.6+3.1
% I 5 WA 2 R ) i 88.1+13.8 98.6+1.3 89.1+3.3

) 501 H &2 LML L=

3. 24FFMHENpHE=X 1V 7

~NYany g—-vn U RIEORERANE 7240612 %5 L LT,
5mg. 10mg. 20mgz 1H 1[5]5 H [ SRR A& G- L 7ZBROFET 2B R A 7 1 A 4 — /3 —ikIC

THA LT

BHAIR OB E%5H HIZKT 5 24R M i NWpH4 L, L& x93 Rl 0EIS (pH4 Holding
time) (X, EM*, PM*W\WFHicBW\WTHHEEGRIC EANEO L, £O EFAOFREIIHEK

T TH-T- IREDE),

(Mean=*S.D., n=5)

MIFHIEEE T b7 2 —24P450 2C19 (CYP2C19) RHANL, Tz Bl L v nEIN D,
EM (extensive metabolizer) : CYP2C19%1/%1, CYP2C19*1/¥2 X ZCYP2C19*1/*3
PM (poor metabolizer) : CYP2C19*%2/*2, CYP2C19*2/*3X1ZCYP2C19*3/*3
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VI. E3EFEE(ICEAT HIEH

<EM>
= 5mg 10mg 20mg
Bk (n=16) (n=16) (n=16)
. 12.57 + 7.55
Be 3 (2.3 - 30.2)
45.63+19.1 81+12. 1.36+9.72
sy 540 5.63+19.17 57.8 93 61.36+9.7
(16.9—81.3) (31.9—85.4) (46.0—178.9)
o 33.06+16.69 45.24+10.73 48.79+10.50
AL ED
(4.5—63.3) (28.6—63.9) (16.8—59.4)
<PM>
. 5mg 10mg 20mg
i (n=8) (n=8) (n=8)
L 9.91 + 8.50
Be 3l (2.7 - 26.7)
B 62.51+14.79 71.83+14.64 75.74=+20.62
B H4%0
(45.5—86.4) (53.5—97.6) (30.3—97.9)
- 52.60+10.74 61.91+11.36 65.83+17.55
A ED
(41.7—173.6) (48.4—81.3) (27.6—81.3)
Y+ R RE (s IME — SR E)
A& 550 H
)45 AT K7 0D 31 7 I — T VA B e % - BT O A i
(3) YEFAXLRER - H5REER
VI.-2.-(2)-6)-1. 24FFfEHRENpHE=XV > 7 | Z M

39



VI. EYEREICEET SIER

1. MPEEDHER - BIEE

(1) ABRELEDGOFEE
FRF ) — )L U T AOFEESWIIHEIERIZ M EE IR L=, ZOEBIZIEES L
fctl/\o

(2) e IMHREEDERRN
tmax : 3.8+0.5FF[H (10mgha R 4% 5. Mean+S.E., n=6) (®)

(3) ERARHBR CHERIN-OFRE
1) IRT TV =)~ U o LHARS
RN B 255 L Lo B 5, S Rl k OREHR GRS 2 MR E 2 L
TR,
B, WTHOBREHIIBW T HRIUEIARZE N RO H il

OGS S84y

TR A S 64127 X7 F ) —LF b U oAb LTC1E10mglk 20mg 4 #a i it 5 L=
AOMmEFREOHBMHERII TROEBY THh D, MIEFHT XTI —F N o ARET,
FTNENK 514385 M OB AFFH] T — 27 12 L, CmaxX CAUCIT B G- &AL THIN L 7=,

(®)
(ng/mL)
800
% —.— 20mg
o —o— 10mg
2
’7\, Mean+S.E. (n=6)
?}‘
1 400
)%
.j_
~
U
7
I
=3
E  ole

e
HEAKRE LEBOMER SR TSV —ILF YD LBE

BEMABFICHETLEEEORSFHOMIEH
IRTZV—=IF b LDOEYENRE/NNT A —5

5B Cmax tmax AUC tue

- (ng/mL) (hr) (ng * hr/mL) (hr)
10mg 247+24 3.8+0.5 440+24 0.85+0.04
20mg 406+64 3.1£0.2 809+186 1.02£0.16

(Mean+S.E., n=6)

O e bkl

fEFERAB 16412 T7 X7 T —/F Y 7 ad LC20mga1H1ETHMMERODES i T &
H) LTeiBRICks W T Wl 5% & kBl 5% o MmEm o X7 7 — v b o AREHR %
g L7z 2 A, KIERGICE 2ERBEITRD Lo Tz, (®)
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VI. EYHREICEET HIER

REZORE (20mg) BOMBHRSNTSV—ILF I LOEYBHE/NZ A —4

&’Q—-E Cmax tmax AUC t1/2

- (ng/mL) (hr) (ng * hr/mL) (hr)
HE$ 514 478+51 4.6+0.5 863+201 1.03+0.23
5 EIE SR 407+56 4.0*0.6 897+137 1.34+0.28

(Mean=+S.E., n=6)

@ HARNBERER N B (Helicobacter pylori [H. pylori] (&) #xt% L LT, 777 —/LF |
U 7 45, 10, 20, 40™ mg# 1 H 11015 H AR Q% 5 L 7B O M BIHE 2 45143 7 0 A4 — /3 —
BTG LT, FRGEIEERE T 7 12— 2AP450 2C19iE15 7 (EM : extensive metabolizer,
PM : poor metabolizer) BIO#5-51H H X OHESH H OEYEHE/ T A —H (FRO LBV Tho

77 (&)
=1 BREFIBEDIANTSV—ILF M) D LOENFHE/S A —4
<EM>
e e o 5mg 10mg 20mg 40mg™
O <7 =7 (n=16) (n=16) (n=16) (n=16)
Cmax (ng/mL) 137.7+55.7 953.6+120.2 520.0+=267.7 1007.6+513.1
AUC@+v (ng-hr/mL) 215.5+88.4 429.7+209.4 866.9+2385.6 1807.2+949.2
tmax (hr) 4.0 (2.0—8.0) 4.0 (1.5—8.0) 4.0 (3.0—8.0) 4.5 (2.5—6.0)
tiz (hr) 1.5+0.59 1.7+0.8 @ 2.1+1.29 2.1*+1.1
CL/F (L/hr) 28.2+13.2%9 26.7+11.9 2 26.8+13.72 27.2+12.7
Vz/F (L) 54.9+15.32 60.0+34.82 72.8+51.62 70.5£26.1
<PM>
- e oS g 5mg 10mg 20mg 40mg™
SRIENRE R T A —H (n=8) (n=8) (n=8) (n—8)
Cmax (ng/mL) 185.1+79.0 434.7+98.5 891.9+210.8 1574.2+596.6
AUC@+ (ng-hr/mL) 455.0+137.7 1029.6+293.9 2112.9+628.8 4002.3+1216.0
tmax (hr) 2.3 (2.0—5.5) 3.3 (1.5—4.5) 3.0 (2.0—5.0) 3.0 (2.5—5.5)
tiz (hr) 3.8+1.8 3.6+0.3 3.5+0.4 3.6+0.4
CL/F (L/hr) 11.7+3.7 10.4+3.0 10.2+3.0 10.8+3.3
Vz/F (L) 60.6+30.6 54.2+16.8 51.0+13.0 54.4+13.9

T AR RE L RS, 72720, tmaxl PR (B/IME— R KfE) 2787,
a) n=15 : WM EZFMT D72 DIF 22BN A o MR IR Do T BRF IOV, 2Bl T A =2 2B LTz,

%2 BEESABNDSATSY—ILF MUY LOEYEEE/NS A—4

<EM>
s oo 5mg 10mg 20mg 40mg™
RUBIMR/ <7 A — 5 (n=16) (n=16) (n=16) (n=16)
Cmax (ng/mL) 146.0+56.4 382.8+82.9 654.1+348.4 1018.5+516.9
AUC@v (ng-hr/mL) 235.7+97.1 539.1+199.6 993.7+476.9 1929.6+884.1
tmax (hr) 3.0 (2.0—4.5) 3.3 (2.0—5.0) 4.0 (2.5—8.0) 4.3 (2.0—6.0)
tiz (hr) 1.8+0.9 1.5+0.4 2.3+1.4 2.7+1.02
<PM>
S G oS 5mg 10mg 20mg 40mg™
OB S S A5 (n=8) (n=8) (n=8) (n=8)
Cmax (ng/mL) 251.9+55.1 508.5+63.8 821.9+231.7 1986.5+439.1
AUCwo+ (ng-hr/mL) 584.6+137.1 1230.4+200.0 2330.6+662.9 4627.9+1296.0
tmax (hr) 2.5 (1.5—5.5) 2.8 (2.0—4.5) 3.3 (3.0—6.0) 4.3 (2.5—6.0)
tyz (hr) 4.2+0.5 3.8+0.3 3.7+0.3 3.6+0.4

MM R AEEZ RS, 72720 tmaxl TPRAE (Bo/IME— R OKE) %2087,
a:n=15: FEHEMEZ T 272 DI+ ARA o PR R L REIZ OV TR, LzBIENRT A—F 2R Ligmnoiz,

41



VI

EYEREI

B9 SHIEB

SATHRGHEESE T 7 1 —LP450 2C19 (CYP2C19) #EMIL, TRELG TR LIV SHEINS,
EM (extensive metabolizer) : CYP2C19%1,*1, CYP2C19*1,/*2X(ZCYP2C19*1,*3

PM (poor metabolizer) : CYP2C19*2,7*2, CYP2C19*2,*3X|ZCYP2C19*3,*3

1) 40mg 1H 1E#F 51344 HBETH D

2) IXRTZ—)LF NIUA TEXVVY KW, 7TV AavA T3R0S
ERERRA B 12T X7 T Y — ) b U 7 A20mg™ | TEXF Y LAKRT50mg () . Y
77 An~A T 400mg () Z1H2ME7HRE GF12E) KEROERS LEER, 977
Y=V F NI DA 7TV AR VU KROM5 (7T ) Ar~A 2 OIEEREY) O Cmaxk

QRAUCo120 AR B LTz, R

WEEEF b7 o —24P450 2C19iE 5+ (EM : extensive

metabolizer., PM : poor metabolizer) BIDIYENHE X T XA —H IR D LB THo T,
) ARRHE - AREEARD (V-2 HELUHE] OESH),

OIRFZV—=F DL
BEBRABFICETAIFGAREREROMBHIIANATSY—ILF M) I LOERHE/NS

A=A
CYP2019 3 Cmax tmax AUCO*IZ t1/2
genotype Bl ik (ng/mL) (hr) (ng-hr/mL) (hr)
B 401.027 3.0 727.346 0.835
EM +165.980 (2.0-6.0) +369.145 +0.274
(n=15) . 578.020 3.0 933.743 0.720
3AIGFH
+292.684 (2.0-4.0) +437.985 +0.187
WA 814.125 4.0 1913.795 1.682
PM +272.602 (3.0-4.0) +272.107 +0.510
(n=4) S0 948.050 3.0 2600.398 1.799
+138.071 (2.0-3.0) +474.118 +0.324
Mean=S.D.
tmax T HSAE (B M — B K AE)
(ng/mL) (ng/mL)
1000+ o 20mgHAE T 10004 —o-20mg A B G-
900] it 500] I
B W]
8% 8007 8K 800
g 1 g 1
T 7004 £ 7001
v ] v ]
1 6007 1 6007
A, 5004 . 500%
N q N ]
™ 400 ™ 4004
ke bl ke 1
N 300] N 3007
g .
2 200E g 200E
100 1001
1 ] [}
0E - E - ! . . 13 : : 0E - 1 i
0 48 96 144 148 152 156 160 164 168 (hr) 0 48 96 144 148 152 156 160 164 168 (hr)

EHE S HSDrEE
(Mean+S.E., n=15)

AR5 H5DREE
(MeaniS.E., n=4)

BEBRABFIZINTSV—ILF MY LEERIRSXIIIFIGAZES LB
SANTSV—=IF I ILOFHMBRRERESE (£ M & : PN
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VI. EYHREICEET HIER

Q7 EX TV KW

BEBABFISE T HFNIFARERSHOMBRTEF LV VKNPOENHE/NS A —4

% :n=13 (tikOBEENTE R 2260 % B iz)

CYPZClg N Cmax tmax AUCO-IZ t1/2
genotype B3k (ug/mL) (hr) (ug*hr/mL) (hr)
Wi 9.489 1.5 26.409 1.192
EM +3.138 (1.0-2.0) +5.065* +0.389*%
(n=15) . 10.355 1.5 26.055 1.087
|
SHIGE +2.786 (1.0-2.0) +5.514% +0.207*
B 9.700 1.0 27.716 1.227
PM +2.760 (1.0-1.5) +3.353%* +0.309*%*
(n=4) 8.005 2.0 24.805 1.114
| ) ) ) )
SIPE +2.145 (1.5-2.0) +5.962%* +0.145%*
Mean=+S.D.

tmaxl 3 SRAR (/I MIE — Fe KB

¥k :n=3 (t1eDBEHNTEX AR 21612V T)

(ug/mL)
123 o T50mg i
—o— 3FIGEHHRS

MR T EF ) SRR
(=}

01 -« & ) ; —
0

WEE G- SO
(Mean+S.E., n=15)

48 96 144 148 152 156 160 164 168 (hr)

(ng/mL)

)
|

=1

i3

=3

il

MR TEFT I
> = oo

[

=}

-
0

—o— 750mg i FIP% G-
—e— 3FIEHES:

$ =
48 96 144 148 152 156 160 164
WEH G- HOIKE[H]
(MeaniSAEA, n=4)

168 (hr)

BEBRABFIZTEF DV VKM EEFIRES XIIFKIGRAKRE LK
TEXVDY VKMYOFHMmMBERIRERR (X EM & P

QrIU RO~ A T

43

CYPZC].Q N Cmax tmax AUCO-IZ t1/2
genotype RS 7k (ug/mL) (hr) (ug-hr/mL) (hr)
i 1.960 2.5 14.771 5.546
EM +0.440 (1.0-6.0) +3.001 +1.748
(n=15) 2.327 2.0 17.502 6.431
| . . ) )
IO +0.939 (2.0-3.0) +6.994 +4.091
B 1.645 2.3 11.669 4.428
PM +0.473 (2.0-2.5) +4.128 +0.867
(n=4) . 1.990 2.5 14.025 4.490
|
SO +0.267 (2.0-3.0) +2.683 +1.501
Mean=*S.D.

tmaxl 3 ARAR (/M — Fe K AIED




VI. EYMBREICEY HIEE

(ng/mL)
3 -

N
W

[

7S AT~ A3 il
—_ 93

o
n

(=]

- - -
0 8 6

—o— 400mgHLF %5
—o— 3FIfE RS-

144 148 152

156 160 164 168 (hr)

G- HDEH]

(MeantS.E., n=15)

(ng/mL)

N
wn w

(]

MErp 7 ) AT~ A i
S &

(=]

-
0

i

—_

48

!

—_

—o— 400mg HH#%5-
—o— 3FIBEH S

96 144 148 152 156 160 164 168 (hr)

Al 57 5 O]

(Mean+S.E., n=4)

@OM-5 (7 7V AxAa~<A 2 OERAHY)
BEBRABFICEITA3FIHRARERSHFOMEFND (V53R TA D UDEEKEY) DX

MIEEEINS A —4

BERABFICVS)AOTA L U EBEIRE RIIFIGHAKRSES LI=FD
302034 L UOFHMBHREHRE (£ EM F : PW)

CYP2C19 3 Cmax tmax AUCO-IZ tie
genotype B3Ik (ng/mL) (hr) (ng-hr/mL) (hr)
B 0.547 2.0 5.100 9.881
EM +0.124 (1.0-6.0) +1.155 +3.668
(n=15) . 0.815 2.5 7.652 9.708
I . . .
IO +0.255 (2.0-4.0) +2.429 +3.322
B 0.570 2.3 4.884 7.339
PM +0.084 (2.0-2.5) +0.649 +0.677
(n=4) . 0.948 2.5 8.460 7.510
I . . .
IO +0.115 (2.0-2.5) +1.148 +1.451
Mean=+S.D.
tmaxl T A URAE (/)M — e K AE)
(ug/mL) (ug/mL)
w127 ‘ g 12 .
. —o— 400mg HAH 5 NS —o— 400mg HiAIH -
=~ ] —o— 3HIPEMES: = ] —o— 3FIfEA S
= 1] = 1
£ = 4
o] oo
o8] Zos]
N 4 AN 4
N b N ]
T 067 T 0.6 _
jm] B jm] 4
X $ X % %
™ 0.4 [ i~ 0.4 5
S 5 3 S :
=02 = 02]
F ] 2547
® ® ]
k=] = B
0 - - - T T T T T T 1 0- = - - T T T T T T 1
0 48 96 144 148 152 156 160 164 168 (hr) 0 48 96 144 148 152 156 160 164 168 (hr)
B 550k H] W57 & ORER]
(MeantS.E., n=15) (Mean+S.E., n=4)

BEMABFICVS)ROTA L U EBFRSXILFIFARE LEKOI 5) 2031
EMERBYN-SOTYMmTRREHE (£ EN & : PN




VI. EYHREICEET HIER

3) mlnEICRT 2 KERE GEAT —%)
Ll U7c, Ml I EH IS OB TR EHERE 2R L. Coaxd I8 OKI 1565, AUCITHY

UEThHhoT, (@)
SBEHEICB T IEMBENSA—4
1 S Cmax AUC t1/2
A5 bz (ng/mL) (ng-hr/mL) (hr)
EE (655 LI E) 20 669+216 1211404 1.21+0.32
A (19~305%) 20 427+144 645+277 0.93+0.41

4) FFfEEEE ISR 2 EpE GHEAT—4)
HTFEE EE CERDOZE L TODREMERTEZ, Child-Pugh3HA) (2T X7 T Y — T F U UL
20mg % BRI G U7z BR oo mAE PR BEHER 2 RN & PEi L 7o, £ DR ITEE B TldCmax
(TEEERRA DOKILERE, AUCIHRI2ME L W IFNbEiEzm L, Hiltebf2fficiEk L, (@)

FEEREICEITLIENBE/NF A -4

" e Cmax AUC tie

ks s (ng/mL) (ng-hr/mL) (hr)
frpEE B 10 6351199 17761496 3.7+2.2
R R 13 401+246 809+ 544 1.7+1.7

5) BEFLE IR 2y GHEAT—5)
MEEN 2B e T HEECEEERE (VL7 F=027 0772 5mL/minll F) %4
EL, INT TV =T U U L20mgZ BT HICH B LZER WO, 2BE OREDRE
AT LR R B U 7B o M i FEHERS 2 R (7 LT F =27 U7 T R
90mL, minkl |) &R L7z, BEIEEBRE OFEWENTE T A — 2 (TITIEFITR E 2R AL E) 2358
HOENTZb OO, FHTRE, M OEBEITRFILIC, EFRADOEKDENE AT X —2 L ORICHERE

RO 2o, (©)
BEEEERFICET2EMFE/NTA—4
I ¥ Cmax AUC tie
AR s (ng/mL) (ng-hr/mL) (hr)
B B 10
BT - 236+204 4924293 0.95+0.88
BT 5 224+191 370+287 3.6=8.0
[F3295 9N 10 347+238 613+483 0.82+0.52
(4) it
LR L

45




VI. EYEREICEET SIER

(5) BE - HHEFEODEE
R R
ERERR AN B 71244127 X7 T — ) F Y o AL LT1E20mg a2t N D WITREZICHER S L=
A O MAE PR E ORREIHERS 2 TR RS, B%EG T, R FEGIZH Utmaxi 1. TRERTERIE L 7=

. CmaxK PAUCIZEBWTEITZB D Lo 77, (@)
(ng/mL)
m 600 ——— BT
4% R - J
g 5001
/z Mean+S.D. (n=12)
7 400|-
A
Vi
1 300f-
y)%
T 200k
Y
7 100]-
B
-4

ek (hr)
0 12
B[
FRTSY—=ILF R L20mgDEBTREUVRB TREBOMBDRE

BENRABKOEYBE/ S A -4

Cmax tmax AUC t1/2
s
Beli ot (ng/mL) (hr) (ng * hr/mL) (hr)
HET 437+237 3.60.9 937+617 1.49+0.68
B’ % 453+138 5.3+1.4 901 +544 1.07+0.47

(Mean+S.D., n=12)

idiEE ) A"
VIL-7. FHAEAEH] OESMH

(6) BEH (KE2L—3>) @IS YHE L EDENBELHER
AR L

2. FUERERIST A — 4
OF:Livp
B L

(2) BIEEEH
R L

QB) WAATFRALASEY T«
(%) NMEANDOT—4
51.8% (@)

(4) HEEETEH
0.814hr 1 (10mgHi[Al#% 1 & 5-HF)

5) PYF7TI R
6.46mL,min, kg (10mgH[al#% O £ 5-F) (@)
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VI

b
iy

EMENRE(ZRE I B IEH

G

(6)

(N

DTER
Y E R L

mFEAKEE
94.8%~97.5% (F-¥J{E96.3%) (@)

3. BRI
WIEAL « + felh e @ eiE R (T v )

4.

kil
(1) %k — A B P9 @@ 1%

VI.-4.-(5) ZOMOFME~DOBITI] OEZH

(2) mi%—RREERIFTEEME

(%)

FIR1I2E AR OI9R B DT v MIUC-TF_XF T — L) b U 7 L&A TRAKS (20mg, kg) L7-
& X DOEREDIRERBITICOWTHRET Lz, iHE12H B X ON9H BIZH 1T 2 R PR 1L, &
11557 KO THLE RV T, B Tm <, TG % 240 TIEHRIRORE R & o 72,
EHR12H B ORRIRAICERD BT BURREIX, 5% 1550 TR EED0.01% ThH v | 2MR5fH], 24K/ T
150.01%LL FThH - 72, 4EHR19 0 B ORI Tldsk 54215757, 25, 24FF[H TIXZ N £411.16%.0.44% .,
0.13% T -7z, LDzt BIET~OBEEOBITHXENLD EEZ BN,

(3) HA~DBITH

(B%E)

WYL T v MZUC-T_XTF T —)1F b U 7 A (20mg, kg) ZHR FREAOHKYE Lz & & O3 P ddse
WX, MRPHSREREDO Y — 7 (B 5%1547) L 0 B T 5% 6 5 = fE (6.059ug eq.”
mL) 122 L, DIBEERICHED Uic, 7o, AT aeiRE L, &5 %4AEHELIE, B8 T7 v N o
ML S BE TR FE D2~ TH% i WO R CHERS L 7=,

HatrEEE (ug eq./mL)

0.01 T T T T T T T I T I
0 10 20 30 40 50

e (hr)

WELPS v FMIUC-SARTSY—ILF MY I LAZEREZEORS (20mg/ke)
Lz Z20EAFRUMBRHRATEEREHR
K DORA > ME3FI O = EREEE A RS,
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VI. EYMBREICEY HIEE

(4) BErRA~DIBITHE
VI.-4.-(5) ZOMOEE~DOBAITH:] OIS

(5) ZDMDIBEBE~DIEITHE

(B%&)

T MTUC-TF X7 TV —F MY U Lz HiE+ ZRHENE S L E E RO XIZHERROEE L
7z & & OB REREIXE . B, IF. B TR oo, Eio. MR RN E <. BRI P
DENZ L ETRE LT, 7 v MIUC-T T T — ) kU o AR 5% ORNDAHIZBV TR
Zhes'B T D BRI HEGREN MR IZBAIT L QW e, Mk D ORREDERIX, T » b TidifmEk
KOHRIRZBRE . A XTI ER, R & OHRARRR CEERIR, ATR) Z VW CTHESCTh o 72, £72,
7y MZBWTUC-FXT TV — T M) U LAORKEFRARGIZEY | mEKE OHRIR IS TE DR
D OHNT (T _XNUNLEEZE 2 7-1bEY ([alpha methylene-14C]1 T X7 7 V' —)LF s U 7 &) & -
BaHZ L0, BEREDFRREIZIZ R A LV — VERE DG LT D b o L s ),

ARIZC-5RTSY—LF b Y LEEEROHS (10mgkg) L1 & & DB KERERE

48

pug7 77—} kU v Leq./g or mL
HHEAR 304y 24 7H 28 H
PN 1.63+0.21 0.329+0.070 0.299+0.017 0.068+0.035
7N 1.77+0.23 0.326+0.079 0.264+0.030 n.d.
iR 5.98+0.68 0.430+0.219 n.d. n.d.
i 1.42+0.23 0.229+0.029 0.122+0.061 0.057+0.029
HFHR 0.518+0.062 n.d. n.d. n.d.
iR
RiTAR K n.d. n.d. n.d. n.d.
PR 6/ B 9.27+1.68 3.40+0.80 4.52+1.02 2.15+1.26
FERRIE 62.7£5.3 27.3+17.0 23.9+2.1 15.0£8.0
£ 0.830+0.126 0.170+0.086 n.d. n.d.
AR 29.5+3.2 23.7+5.1 12.6+1.2 7.10+3.68
P 0.081+0.020 0.649+0.491 0.052+0.026 n.d.
FRARRE 3.13+0.40 n.d. n.d. n.d.
H T AMKIR n.d. n.d. n.d. n.d.
H TR 6.52+0.64 0.538+0.159 n.d. n.d.
I 4.95+0.73 0.373£0.090 0.088+0.044 n.d
IR R 7.02+0.51 30.0t1.9 5.58+0.44 1.25+0.12
fifa Ji 3.88+0.36 0.314+0.086 n.d. n.d.
fii 5.57+0.55 0.464+0.096 0.191+0.012 n.d.
Y- 4.96+0.48 0.314+0.056 0.263+0.014 0.054+0.027
TG (BEtaar) 2.85+0.24 0.330+0.022 0.445+0.074 0.178+0.021
T & (7 (a3 2.98+0.40 0.412+0.042 0.396+0.099 0.128+0.032
B ORIRER) 4.12+0.55 0.298+0.076 0.253+0.014 0.096£0.005
AR 3.40%+0.23 0.211+0.046 0.090+0.050 n.d.
i ik 6.65+0.70 0.385+0.085 0.230+0.042 n.d.
i3 3.95+0.63 0.325+0.074 0.182+0.015 n.d.
B 2.51+0.30 n.d. n.d. n.d.
JiF ik 50.3+2.1 2.26+0.50 1.03+0.05 0.156+0.003
Bl (BB 25.7+3.3 0.978+0.209 0.461+0.035 n.d.
S Mk (BB D) 33.2+2.9 0.612+0.112 0.250+0.021 n.d.
il 5.89+0.52 0.519+0.096 0.255+0.031 n.d.
BT S7 6.25+0.83 0.684+0.193 0.363+0.065 n.d.
[ ot 25.1+16.1 0.719£0.075 0.182+0.092 n.d.
fEgE 33096 8.42+5.13 0.538+0.271 0.094+0.052
JEFERE T 2420+421 38.1+8.6 1.15+0.27 n.d.
G
ERLy 7.41+2.53 1.56+0.85 n.d. n.d
A G B 11.7+5.3 1.91+0.92 n.d. n.d.




VI. EYEEICET HEE

BT A 9.33+4.35 0.542+0.145 0.178+0.004 n.d.
14 FH 350 757 Y 10.8+4.7 0.565+0.162 0.225+0.021 n.d.
ERLE SR 27.2+17.7 4.28+0.57 0.181+0.029 n.d.
N 15.4+1.0 1.05+0.29 0.187+0.009 n.d.
FEH 4.11+0.39 0.388+0.071 0.171%+0.016 n.d.
AE I (D) 2.58+0.20 0.097+0.012 n.d. n.d.
Bk 5.17+0.25 0.318+0.062 0.145+0.016 n.d.
Mg 6.09+0.54 0.190+0.038 n.d. n.d.
A 8.86+1.03 0.162+0.034 n.d. n.d
X3 OMean+S.E. 2" L. ndIBHBRALL T 2777,
5.
(1) A BIERGL B U SRR
(B#)

T MTUC-F X7 7 — ) MY U L& HE+ BN ES Lz & S RO XIZHBERROBEE L
7o & Z O H5% 2405 £ TORF L OFEAFIZITRE LRI Th 7 <, %wﬁ7/—wM@AW&
O VIR BRIKDRRIEARE N o T2, £T-, W51%1555 0D T v b i 1$£m¢@m_x»w
T — VR EIR, VIR CRIE K ONTF A — T VRIS BT, BT RIS AN Y — VRS
NS A0 A N - 20N ANt - RONL = F i E {1 kwfi%ﬁi—Tw%ﬁgﬂotoit\?yFK
TRT T = F b U AEIRNEG%, BiRP CF A —T VKOG EEER LTz, TXT T —
Nt R U T AOREHHTS-oxide DiETE K ORAL & D WIZMISHR G O, 7 V& T4 i AR % ik i
LT AN T — VB DN BRI TH D Z LR HEE I N,

CH,0CH,CH,CH,0
a0
CH3OCH,CH,CH,0
willes
GSH %
B \\\1\*‘ \_¢ C”§<H
%z - A
w “a

ol g

it
H3CCNH
HOOCCHCH,S 4</

AWNATY— )b&?ﬂ‘éﬁi
HOCH,CH,CH,0  CH,

Y O o </ j@

CHOCH,CH,CH,0  CHy B A F LK
eiee
FAI—-FI&E

T

Bt A F I I:\‘
HOCH,CH,CH,O CHg N
G L)
N N

FAFNFAT—FTIVE

l

23]
Y

HOOCCH,CH,0 ~ CHy
— N
Gl 1)
N N
H

HIVR Bk
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VI. EYEREICEET SIER

(2)

KBIBEI5 I B3R (CYPAS0FH) D57 F1E

O AAEH]

FMFENBELKINC LD TF A= =T VEOERD ERFBEETH , A FIZEET D
CYP2C19K XA /L 7k Ak ’E@%@ﬁ“éCYP?)AzL@#% TN EW, LER-S T 8K (FATFF Y —))
TCYP2C19~DRBHAIC L VM AEERARRD LN TWHE Y TENRL, ULT77 Uy (RRINVT 7
). Zx== b A LTEANT Z NS OFEA O ML FIREIZEEZ 52 V2 LRl ST
%, E5IZ, CYPIA2 B EIZ L W MEMERBRDO LN TNDET A7 4 U Ak LT HARAN LI i
r“:%éé%ﬁxteu\:kwﬁiémm\ (DOO®)

@ H oy ERIZ 5 2 5 CYP2C19 genotype@%%0)1‘9%??]L

(3)

(4)

(9)

AR EREOFHANpH & MG T A Y AMEARE L, CYP2C198E {5 12 D 3B RE 5B 4 F -~
7oo RGUTFERIIC CYP2019§(£%%§£ 72184 OREFERR N, 184 % 644 3 ->homo-EM

hetero-EM, PM® 3501 72, H Pylori® RREITIMIEFRIMRAEIZ L 0 A7, AKI10mg, 20mg
OHEI G F 721 3KOHRE G L, 24RHOFENpHEZRIE L7z, M7 X7 — Ul & g T A
U BT 5% 24 IE L7z, 54 ®homo-EM, 6 A MDhetero-EM. 4 A\ DPM#H H. Pylorfiatt: ¢
Holz, TRXTT—NFEHOENpH, fiEHT A MU iR L CAUC, Mo X757 — L
IXCYP2C19D ISR D B A% T 5 Z LIV R ST, (®)

DEBEHROERRUZOHE
R L

REMOEEDEER LR

1) in vitrolZ¥\F 2 H+, K+-ATPaselflE{EH
R#YTH DT AT —T R, A FNTF AT —TIVIR, BVRUERIR, AN TV — VRS
R ORA LR ARIZ30umol /LEL F DR FE T [EEH 2R S 72> 7223, 100pumol /L ClE A
VAR AR EBR S R T17T~83% DIEERHZ R LTc, —F ., BA F/URIZREERAERIZ R EE
%7~ L7= (IC50f1£0.29umol /L),

2) in vivolZ}TF 2 HEE i E A
Bk B G RICEIT D b A I R I LT, FAT—7 L fk2mg, kgD + 15
NG 1% ClX, BEERIMED41% OER WO HiL, A FAARD0.5mg,kghfit 1IRF[H %

T, BERMED4T% D EBIWBRD b, WITNOIERE S IXT TV —F ) UL

HeAREG Do T,

EHERBIOEER/ S A—5
AR L

6. et

(1)

(2)

Bt BR AL B MR B
TR T IR T R O TH 5.

Prift e
PERERR NS HERE Qe G- L7256, BREZ T2 H £ TICRPICIIRA BRIt s, @ s L
RUBEROZED T V7 n /ﬁ&?@é%b\*&%&g@nﬁiﬂo%i‘##ﬁ Sz, (@)
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VI. EYHREICEET HIER

(%)

50
— 00— VR R+ VR S EBRD 7V o 0 D EER AR
——o—— SV U EK

w0k —mmtem—= VIR A Z)V 7 1 B ISR

30 - )%/%V%L I 4% e %
I /%(v

HESE TN

20 1 1
)s
10 S S fooee- e 4
oL & i (hr)
0 72

FRE ]

BEREABFIZSATIVILF D LZEEROKRE LIz TOREERT2BMETO
ALKRUBERVZOY LY O VBEAESAORKR G RIEHEM R (Mean=*S.E., n=6)

(%)

T MTUC-FXT TV —F N U L&A+ iGN EE Lo & & 5% 24K5H £ TITE 5K
FHED 36.4% M IRHIT, 43.2% BN FHUZHEM S Hv7z, E A P HEEI1360.9% Th 7=, $5#48
HE TIZRFI1239.8%., FEHIT56.3% 0 PR X7z, EHEREIIIRBEN & IHH- Pt CH 5 = L AVUR
iz, TIMNLE EE 2 724t &Y ([alpha methylene-14C] 7 X7 Z V' —)LF ~ U 7 A) OH[A[+ —
BN 5%, MERF~OPEIIRD SN hoTz, 4 XIIHUC-TFXT T —)F h U o LHERR O
BehLI-E &, BHE®ZTHE TIREOEFIZZNETINS3.5% K N64.5% M3k S iz, 7 v MMIE
WTUHUC-FRXT TV —F M) T LADOREERGIZ L LPE~D BT D 2o 7z,

(3) it
LR L

1. b URR—E—ICEHT B1EHR
B L

8. BHEIL DREE
(1) BEEGEH
AR L

(2) mi&EN
[VI.-1.-(3)-5) ] DIEZHA

(3) EEMmMRZRER
Y E R L
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VI 224 (FERLOEESF) CEI SHIEB

1. B
- 5 A

Y LR

2. ERRARELTOEA (REA
(NNY =y MESmg, /XU v FELOmg.

BEZTDER

=]

T<IT

Zad)

Ny FEE20mg)

(1) AHID

et

Zxf LIBBUE OBEEIRE D & 5 B

(2) THFFEERSE, Ve e ) SRR 2R G oBE (VIL-7. FAEH] OHESHR)

()
(1) AH

XL, vavo.,

(2) AFNOF BRI UWHITEHIC
ﬁ‘ﬂ‘t/DODE&EP/EE#{E&Tﬁ‘éio%%Li)W)ZQ

F7.

W% SRS OWBUE DBEFERED & 5 BB ICAF 25 L=
%ﬁﬁﬂf@%ﬁpoﬁﬁé%%ﬂﬁ%éo

NN}

. HANpHM EH- L, 7 ¥ P F U OEMRIENME T L, 74

AFE V) ERRE AR L2
W OMHIRENMIET T 28ENMNH D,

MRER IR ICEET SERALDITE LT DER

'v.

BEICET 2B 223752k

RERUVRAEICEET 2ERALOIE L TDER

'v.

5. EEREANRLEZTNDER
(NY =y MEbmg, NV =y MNELOmg, NV = ME20mg)

BEICET 2B 223752k

. AAIOH

WP WP RIS X0

NIV %0 =i i) BV

[ () EwBEIE OO 5 5 B

(fiF35)
EEBBEIE DB TR D & 2 B ICAFNEZ &G L2%GE. L0 BEERBBUEDORBIC SR HBEN
BB,
ARAN O AR O FRIKERI B W THE SNIEFNILL TO LB THh D,
j e o B N RO |
mEmomE | e AURE | ey 35 A st | N | wi
we s | mm W 10mg L 20HE | L |mx
L8 457
W (TR | 368 s 20mg 20
S 0 E L 5 + RS 2L 128 L THE L |k
K% 417% - 10mg .
) 7 7 7 .
TR . + IRIGTEE 2L 93H 2L 130 H 2L | R
SIS 52.? wreim | Cmr | 2o 2L SHE | ik |k
. 14% | | e S— 40mg TAEY o o
s Pl R L I T e IR/ SN I G LI ISP T
w00 | 7L 20me mL 2HE | AL |k
56 H
s | OO | wi L 20mg L 4sHA | L Wk
5 62H
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VI.L &M (ERALOFES) ICBHI HIEHE

(NNY =y Ebmg, NU = FEEIOmg, /U = > hEE20mg)

| (@)

TR D & % B IR B THHMERE O WG 23 5., )

(i)

JTEE D& 5 BE TIE. MmO TREZ R L CRHEAZS R T 2w Re2AH 0 | IMEAREICE
WTHFERE A S STV D,

AENZ I TENE L7 TR (FFEA) A 12381 2 BN RER) 72 BT ORER EHER A S T2k L
TCmaxPHIL.5f5, AUCHHKI2EHTIIM L, t1e32~3fFTIER T 5 Z L A HE STV D, (©)

BERANBFEFELEEDEYFE/NS A —F D LK

Cmax tmax ti2 AUC Cl
(ng/mL) (hr) (hr) (ng-hr/mL) (mL/min)
fERER N F 401+246 | 3.7+x1.0 | 1.7£1.7 809+ 544 550260 |(Mean*S.D.,n=13)
e B 635+199 | 4.6+2.8 | 3.7+2.2 1776+496 20157 |(Mean+S.D., n=10)

(XU v FEEBmMg, /XU v FEEIOmMg, /NY = v FE20mg)

| 3

riling (IVIL-9. @&ilind ~0fkh | OESM]

(fi#)
VIL-9. &l ~D&KE ] OHESHR

6. EELGERNIE L ZTOEBHRUVNESE
(XY= MEESmMg, XU = v FE1IOmg)

(1)
(2)

(3)

(4)

(5)

(6)

(7)

RIRIZ BTz > TR & +01c@8lg2 U, ki CIEE L ER/NRBOFERICE EH b 2 &,
AR OFEEHIZIE, RGO ISR L, EF0IC iR Frfd - ik (b PimE L2179 2
EREFE LV, T2, BESRDONEGAICIIRGE2RIET 50 U EEITH Z L,
BIEE, + RS, WETEE. E0O AMEEBEYEICOWTIE, BHOEHRBRN 455
TRVWOT, HERFRIEIZIZAW 2N ERZEE LV,

WO ER OMEFFRIEIC OV T, 3% - BREZEBV ETEEST s Ry R 7 M e EX—IC
L DWBIFECTHRAFTDREFITH LTI & & L, AK, HERFRIEOMLEDRWEEIITHI ZED
BRNESEETA L, E-. BEHIR. 7L o — VBRI RE O ATEEIE O SR ENK S, EiE
WRRENEINC O 0k T 25 A IIIRE TR E A B R T 5 2 &, 2k, MERPRERITERNIC
WNIRSHR A Z T 272 EBIRZ 0TI ZENEE LY,

IS AMEERELFIEIZ OV T, MZIC L o, RSO FERI RV IE LA LD
Z& (VAEM&SZV2ALLE) ZHEGRD D 2B ETHZ L, vk, REIOBRG DN HE, SiEREORE
PR M Ot OTH L SR BRI X DIEIRZ Ef T2 2 &3 5 DT, WHRERESICL Y Zh bk
TRV L 2ERTH &,

QD AMEE BE W IEDOIRBIC OV TIL, HGBMG2A%E B L & L THREKR L, EROK
B 35880 IRV AR, BRRLS DRI 23 E 2 500 5 T2 DAt D@ Y 2 1R~ D28 B %
Mok,

AR~ any Z— - v'r ) OREOMBICHWZBRZIE, BRETERIZH OV LD o KA O
MxrFEICHHEN TV A5, HERE, ERRAERSEOHEH LOFELZLTHERTH I &,

(%) =y E20mg)

(1)
(2)

(3)

RIRICH T > IR EZ I BEZ L, WRICE TR EXLESE/NMEOFERICE Ed b 2 &,
AR OB E T, MRGOTHERRICTEE U, @RISR AR - g A b aE 2179 2
ENEFE LY, T2, BENROONEEAICITRGE P IET 572 PR AEEITH) 2 &,
BIRG. + 46BEE. WEEIRGIC O W T, RO 72 TRW\oO T, MERHREIZT
A0 ZenZ EREE Ly,
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VI 224 (FERLOEESF) CEI SHIEB

1. ¥HEEA
(XU v MEBmMg, XU v MEIOmg, /NY = v FE20mg)

AHFNORFHATIFRFEESEF ~ 7 2 — LP450 2C19(CYP2C19) & 13A4 (CYP3A4) DR ERFED b
TW5, (VI EYERelcfEd 2TEE ] DIESR)
Fio, ARFNOEEBESWAHEHWERIC LY . OFHZEAI ORI 2 EE T IHE 35 Z 35 5,

(1) HEZEZELEZFDER
(XU FEBMg, /XU v FEIOmMg, /NY = v FE20mg)

PFRHZR (BFH L2V &)
EHN 4 BRI - HE 7k HEFy -« fEkRN 1
7 Z Y EVERERE TEYFFELOERBRET 2% | AFOEBEWMHETERIZEY . BA
(LATH oY) nnds, pHS EH- L. 7% ¥ e oiEfiit
MET L, 7 #HFF e o n
KFT28EN1HD,
IR el ) IV Y 3 VAR ) UEBEOERZETET | AFOFBWmEIERICL Y, BN
(=272 h) HEBRENNH D, pHBN EH L, VALY UHBEO
WIRAE T L, UAEE Y 2o
ENETT5Z 0855,

(figan)

O7 # ¥ F EFRE & OFAERIZ SN T
T A VAR ORI E NpHIZIK T T2 & ST 0, Rt 5 owmndlic K5 8
WpH EFHZ L0 7 # - EARRERE O WA INH S VA FER. 7 2 ) EVERERE O il HR R 23
KFL, 7T ELOIERNEHT 2EB8E01H 5,

@U AR R & OME/EHIZOWT
AHFNE Ve ) ARRE AR L2546 AF O B R WEnEIER I . ULE R iR
DOILHFRENMET L, VA E Y SEEEREOER %%ﬂzﬂ%?é%%hﬂ&éo

(2) BB L FNDER
(XU =y MESBmMg, VU = hE1Omg, /U = FEE20mg)

FHEE DFHICERETZ L)

A 4 5 BEERAEAR - HE (& 71k KRy - fERRIA T
A= MFEANOMAPREN EFH32 2 L28 | AAOBBSWIHEERICLY, BN
AFATITXT H 5, pHA E&H U #8F A O WX 2 et 5

B
A +Fary—iu FAFHA O M IREIMET 3281 | ARAI O HBE 5 WBNHIEHIZ . BN
BT 4 F =T N5, pH? E&H L A FIEH| D Wi%?ﬁnﬁﬁw
LRENDRDH D,

REALT VX =7 DL - | ASFIN R B 51T L~ 1R 71 [T PR P 1 7 458 5 100 0 IR PR 12 A o e
KEEb~ 7 %> 7 MEH | EHR TR ZNEN8%. 6%IE T L& DWERH 5,

DAl

AR R LEH—F A bR LSd— bomPEES ERY | BIFIERETH D,
BILRDD, FHEDOA R b LEy—
N BT DAL, W AH OB
LEPIET 22 LEEETH L,

(figgit)

DOvaxyy, AFADITXFT U EOMEEAERICONT
(%) GFEANDT—%)
EFRERAS 164412 X 2 f)H0.376mg, LARR0.25mg, H Z#24HM#ES L., 11H B
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VI.L &M (ERALOFES) ICBHI HIEHE

VEZI\Z T X7 T =) v U U A20mg,/ HERIZT T2 R 20 LIZERED ¥ 23 o o B 5.5
(35100), X7 7Y = F NI U LEITT 7 ROFARE (55240) OY 3% ORNEIRE
FTA—R W LT, TOREE, I_XTT7 = N o AFRARHI T 7B ROEHRICEREL, U2
XU DAUC, FEHRENGEICHE ., FRENIAEICE T, (@)

TR A B 794 &G 7 b A4 — R —{EZ TV IF v (0.25mg) MG K N T _T T ' —
AT RU T A(R20mE) &¥aAFx Ty EOHEG TOMEFR Y Ix T REZNIE LT,
SRTISY—LF YO LEOHEEERRRICEFTRIMER ST VBEOEYBIE

NG A=A
AUC Cmax tmax t1/2
(ug * hr/mL) (ug/mL) (hr) (hr)
DAk 15.6+4.8 1.46+0.34 1.11+0.74 35.7+19.4
TGRS Z ) — )b
FRU DA 18.6+4.5 1.88+0.53 0.89+0.22 35.5+£12.9
D= |

(Mean+S.E., n=9)
AFNTIXATBNTH I VU, AR EOH LGS, ATy asy o oftiRE
N EFT D REERS 5,

QA NTaFy—n, FI4F=T LEOMAEERIZONT
IND DEFN KA L O L1256 ARIOBERWMHEIERIZ LY 26 OFHA ORI 2 ]
S, MHPREMETT 28001 H D,

QKRBT VI = AT« KER L~ 7 32 7 NEA O HIERA|
TERER A B 11244 2 X RIZT 0 AL — =B TTIRT T —)bF b U 7 A (20mg) HmEE 5, il
e 79 [R) R Al PR S OVl B A i - LIRS PR 2% IR L 30 1) 2 IS r i S & T L 72, (@)

KEEAET IV ZO LTIV - KBEIER T2 LEBFDOHEF & DRBEERRRICE TS
MPHRSRTS V=T I LREOENBE/NF A —4

AUC Cmax tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
TS Z S — )L
1020.8+205.8 | 516.8+77.8 3.58+0.31 1.174+0.189
F R U T AER
HIEEAIEREARAE | 942.9+174.6 630.5+92.9 3.38+0.31 1.140+0.181
il i 751 ¢ -
hy 960.1+£180.2 601.3£91.1 3.96+0.38 1.120+0.165
1IRF[AI % AR

(Mean=*S.E., n=12)
@A N hLFH— K EDHAEEHIZOWNT

T bR T A e X =LA LSS, A B RLEY— N RO O P EEN EE
TAHILEDRD D,
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VI 224 (FERLOEESF) CEI SHIEB

8. EEA
(1) BEMEROHE
(N v MEBmg, NV v FE1IOmg)

BiEB. T Zi6EES. WEIER. SRMEER. Zolinger-EllisonfEIZE. FULAMEREFTR
fiE

KRR E CORBRTIL, RIEFI2,509619, 27761 (11.0%) ORWEH EERREMRT 25T »
WEEINTWD, TDOER S OFALT (GPT) @ _EH-291 (1.2%) . AST (GOT) @ _EFH-211F (0.8%)
Tho7T,

RLEIR e OFA - BBRTIL, FIAEF]7,02061 9, 29961 (4.3%) ORIWEH (BRMRAEERT 25
o) DWE SN TND, EDOER S OIX FHI19: (0.83%)  Al-PD _EF- 1914 (0.3%) , HH4 1644 (0.2%)
Tholz (FFHEEKTK,
BRAE7RAEY URERICEIT4BEBXIE+216EESOBEHIIH

AR E CTORBRTIL, MRIEFIH40561H, 4461 (10.9%) OEWEH (EERMEMEEE 2 5T) 2
WEINTWD, TOERLOIXTFR6MH (1.5%) ., EHsH (1.2%) Tholz,

BEBEXIET BB ERICE T A AN 42— EO0 OREDOHE

HRIFECORER (F_XT TV — L F R TA TEFXFVVI KFIPE NI TV Aa~vf D
3FIFeE) TiE, HIEFIS08%IH, 2051 (40.35%) DOEIEHNHME SN TWD, £DOERE DX
THI93M: (18.3%) . #kfEB2(F: (10.2%) . MR 25M: (4.9%) ThHholz,

FEERGERORE (TRT TV =T R UL TEXFVVY VKPR F) Aa~A D
3FNF L) Tld, #IEFI3,789%11, 166%1 (4.38%) DEIEHNHEINTWD, £DOEREDIL,
THIe6ME (1.7%) . #922214(0.6%) . WRREEF201: (0.5%) ThoTo (FFAK T,

T hRCTA e B — TEXFTVY VKPR OA b a=F Y — L D3FNFE IO T,
[E NI 38\ C I PR 5B 2 o0 BV FH S8 BB 28 e & 70 DR & 920 L Cuv7a vy URGRIE)
BMALTY U/, BFREM/NMURDEER. BHBRICHT HIARKRHEERERE. NJany
A— - EQYBREEFRIZBTEANYINIE— - EODREDFHE

Ta bR FA e X — TEXVI KPR NI TV 2a~v, o XA ba=F Y —
N D3FNFEEIZ DN T, ENICIBW CRERBRE ORIE RSB S & 72 23R4 Fhi L <
WU (ZKGRIRE)

(U =y - EE20mg)

KGRI £ TORBRCIEL, BAERFIZ2,50961H, 27761 (11.0%) OFNWER (FERMRAM R 2 51) 23
HENTWD, 2OERHOIFALT (GPT) @ EFH29F (1.2%). AST (GOT) @ EHF217F (0.8%)
Th ol GEKREEE : N = MEOWTMHERIER ORERFEIE L OFEO D A E B 1E W UE O AGBREC
Fhi L 7= sRBR DIERF & & de)

BLERTE% OFRA - BB Tl MRIERIT,020619, 29961 (4.3%) ORIVEH (BRRMRAEMEE T 2 5Tr)
DEINTWD, TOERLDIL TN (0.83%) . AI-PO 1914 (0.83%) . ER164F (0.2%)
Tholz (FFAEKTER : Uy MEOFRI « FRZ D KT WM RIE & OMERFRIE O F3E A
I S U 7 BUOEE R A - SREBRDIEF & 5 0),
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VI.L &M (ERALOFES) ICBHI HIEHE

(2) EXGEIER & MEAREIK
(XU v MEBMg, XU v MEIOmg, /NY = v FE20mg)

1.

avy. TFI743F—

avZ BEAR), 777X —BHEAI RSO 0NLZENHLDT, BEE I
1TV, BEDPEO N GA TG 2 Ik LEb) @ %2175 2 &)

NmEkED . |EERERAE. M/MMREL. BoO4EEm

L ERISAD (BEEARB) | ORI B (B AR | i/ IR (0.1%AT) | ¥ if 2 ifn. (SR EE AN )
NHLOLNDZENHDHDOT, BEE FHIITV., BENRERDONT-HEICT&RE L2 IR LiEd)
IRAEZRIT O T &,

BIERF . FFHEEfEE. BB

BT 26 (BHEEARE) | IR RERRE (0.1~5%AW) . 3 (AR 23 o d 2 &3 5 DT,
BlEE 01TV REDIRBDO NG EIITREZ T I LERAEEZITH 2 &,

1 B 14 it ¢

RV PERTZ (0.1% A0 B bbb s Z b D DT, ZE R, FERREE, Mg o RE (R
) ENBO HAIGE I, RN XREOREL E L, AFOFKGEZFIETLHE LD
(2. BB BEARNVE CHOFRGEFEDOEYIRLEZITH 2 Ly

hEERRIRFERARE (Toxic Epidermal Necrolysis : TEN) . K E#5RERAEIZEF (Stevens—Johnson
FEIREE) . SMHIBE

e R B iR iE  (Toxic Epidermal Necrolysis : TEN) (BEEEAREA) . 57 RS REIF AR IE e
(Stevens—JohnsonfEMERE) (BHEEARB) . ZALKESE (WEARY) ORERENDH LDLILD Z &N
HHDT, BEEHZIATV, BENPRO ONGAICITRG 2RI LR L@ s17o 2 &,
SAUEEE. MEMER

DEEREE (FEARN), MEEBEXGEER) RSN Z ENH 50T, BiiERa (BUN,
JULTF=UEICER L, BRENRO NG EIITERG 2P Ll R 0@ 2179 2 &,

B il VRSP Niiikr3

BT b U U AMAE BEEAI) 2ZH 6N ZLNnHLOT, BRENRD LNTGEICITREGE T
1k U2 B 21T 5 Z &,

TR R AR

iR, iR, CK(CPK) L&, Ml ORY I A4 7w vy b7 2 R & 3 2 SR migie (5
ERBHobNDZENHHLDT, ZOL S RGEIIIREG LT IE LEURAEZIT S Z &,

(3) EXLEIER ER)
(NU =y MEbmg, 2NY v FE1IOmE, /N U Ty FEE20mg)

2.

FH (A AT T Y =) TUUTFORIWERNHE STV D,
1.

RAOEEF

BAREERDHHDOND ZENHDHDT, BEPEO bNTGEIITHRE 2 P ik LEY) 2L E 21T
5T &,

FEELIKRE

TAE, BRETH, KRS D%, AL, SR WBENERH DN I ERHHDT, R
PR LN ARG 2P Ik L REZIT O 2 &,
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VI 224 (FERLOEESF) CEI SHIEB

(4) ZnoEIER
N =y FEbmg, N = v FE1Omg)

BiEG. T2HERES. WEEES. SiiiteEX. Zolinger-EllisonfElZE. FFULAMERE
WRE. BRE7RAEY UREKRICE TS BESXIET+ Z1E5ES OB FEHI
UFD XS REWERR & b2 56101%, JERICIS U THEUIZRLEZTT S 2 &,

0.1~5 %A 0.1% At BB
IS HE FIB . FRPEIRK AR
i FLERIEAD . FILEREIN, 45 | ARIMERISA . AP ERIEZ. U
FRERMEZ . A > BRI
il AST (GOT). ALT (GPT). | #eVUrer o L5
Al-P. y-GTP, LDH® -5
VEBR I - 5- GfES
T bas fERS, T, RETEAEGGRS. W | BEYR. 50k, WU U E, B | &k, T, PRSI RIS
. A% bz, O, BECRIE, # | (collagenous colitis,
% lymphocytic colitis)
Kt Rt R SHYR HDEWV, Sbox IRR, U | FAE, FE
1532 TN 1N 1 N WK W N
RISy N T
Z DA MarxA7Fe— - HERE | 223 AR, BE, Bek % | Bobbox, BEiE. HiA
i « BUN®O L& EAkR, | 2\, BEE. Lo, CK | . &7 s E=TIE, K~
1 AP TSHEE N (CPK) @ k5. TRy U AIE, AR

F P OB FRIRIIAGEIE F T ORI & OBGEIR 2% A ORI 5 <,

AlJangs—-E0Y) OBREOMHE

UTO XD REWERNH b o - HaI12id, FERICE U Tl A EZ1T O Z &,
0.

0.1~5% A 1% A

B EOE BB, =HIKB ESEA

1% i ERk s HERERIA S . P ERD . U v oREREAD, U
CORERMEZ . /MR A I ERES N

JiF ik ALT (GPT). AST (GOT). y-GTP® -5 Al-P, LDH® L5

PEER 2 #;iE, MmE L5

g TR, RRfE, BREIERE. M. EEEEK, | 0w, ARk, e, nER, FE. /i

WA, R, H2k, BRI, SEBHUR K. BECRIR, Bk

iR | SR DEN

Z it HpERE R O - PHIMVRIE, fRER., T LU, Buk, &
HR., IRE LS., FEo LhE, RKigo -
FORBERE . EhEE R

FHOBEEFRRITEIEE I+ HBIBEBICBIT 5 I_XT T — L R T A, TEXI V) VAKRMKE Y T
U 2u <A O3FEGOKREEE TORERB L ORER TS FHEOREICIESL,
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Zet(ERELDIES) Y HIER

NY =y HEE20mg)

UTDXDREWERNS L b2 5a120iX, JERISIS C Tl Er21To 2 &)
0.1~5% A 0.1%#i AN
BUE FIL | SRR 47303
k74 B ERA . B iEREM, | ARERBCD FHERIE S U X
FEREREE 2. &l BRI
i hie AST (GOT). ALT (GPT). | #e U e o L&
Al-P, y-GTP. LDH® -5
TasRa I E & BiE
HILZR R, TR, MEE R, | . w0, b P RE, B b7 | K. IEM, BEIEER R %K
s, AN . AYE., BACRIR. Bk (collagenous colitis,
lymphocytic colitis)
e R | B DEV, SboXx ) R, WEM | wAZ, Bk
7. SR, ESIET, Dob
o, KA
DAt Bavrxra— - HElE | T AHE, BE B BB, | BOobbox, BHiR. A
i - BUN® ESH. BEAR, | BiEE, LOtUE. CK (CPK) | . @7 =7 ME, K~
A TSHES N D L5 T Xy AUE, AR

P OB FIRIFURRR £ T ORRR R & CRIETER A O KT S <,
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VI. *£% (FERLDE

=z
[=]
"N

) ICBET SRR

(5) EEAEMERARBEERVEKRREBEE—
(XY =y FME1IOmg, /XY = v FEE20mg)

Be
=

BiEG. +faAEE. AR, W RIEZ, Zollinger-EllisonfiEERE, FEOND AM:H ATEWHE
) FOSAMERESFEOEISIE, 73Y = v MEbmg « HE10mgD A,

BIE AR KR

(MedDRA ver20.0)

AR |RGEIREE| #EH ARGRIR | RS e ik

FRASEBIE (i) 2509 7020 9529 T 13 0.52 | 15 0.21 | 28 0.31
BIlVE I BUEFIER (1) 277 299 576 B 1 0.04 3 0.04 | 4 004
BV R B (F) 438 397 835 [REGYE% RS 1 0.04 0 0.00 | 1 0.01
EIVERZEBUEGIZE (B 51%) 11.04 4.26 6.04 1 D SERCE: 1 0.04 0 0.00 | 1 0.01
JEYYIER L OV AE e 6 0.24 4 0.06 [ 10 0.11 FEEPN H . 1 0.04 0, 0.00 | 1 0.01
P 2. 0.08 0 0.00 2 0.02 e A PR 0; 0.00 1 0.01 | 1 0.01
044 NJg% 1 0.04 0 0.00 1 0.01 A% 9 0.36 1 0.01 |10 0.11
RN Y HE 3 0.12 1 0.01 4 0.04 Rz 1 0.04 0 0.00 | 1 0.01
=N )R 800 0. 0.00 2 0.03 2 0.02 A A R E 0: 0.00 | 37 0.53 | 37 0.41
2P S e S 0. 0.00 1 0.01 1 0.01 b 1 0.04 0 0.00 | 1 0.01
5 IbE 2 1 0.04 0. 0.00 1 0.01 FfER AR Y — 1 0.04 1 001 | 2 0.02
B, B LU OB EY 1 004 3 0.04 4 0.04 L RE 1 0.04 3 004 | 4 0.04
(FERBIUORY —F 25t ) ) : R AR 1 0.04 0 0.00 | 1 0.01
HEEY 0 0.00 1 0.01 1 0.01 £ 0: 0.00 1 001| 1 001
R 0. 0.00 2 0.03 2 0.02 KIGRY —7 1 0.04 0 0.00 | 1 0.01
K N 1 0.04 0. 0.00 1 0.01 1223 1 0.04 0 0.00 | 1 0.01
M LR > RbEE 1 0.04 | 31044 32 0.35 7L E S 0: 0.00 1 001 | 1 001
U > ERHEANE 0: 0.00 1 0.01 1 0.01 i fE 5 0.20 4 0.06 | 9 0.10
i R iE 0. 0.00 4 0.06 4 0.04 Jig @ 1 0.04 0 0.00 | 1 0.01
L Y SR ER B g 0. 0.00 1 0.01 1 0.01 JIE AN Rk 4 0.16 2 0.03 | 6 0.07
T ER ER BB AE 0 0.00 5 0.07 5 0.06 R A 13 0.52 8 0.11 | 21 0.23
[7 A LS =YiN 1 0.04 0 0.00 1 0.01 {5 19 0.76 | 16 0.23 | 35 0.39
H i ERISME 0 0.00 | 10: 0.14 | 10 0.11 e p 1 0.04 0. 0.00 | 1 0.01
P I ER S AN 0 0.00 6 0.09 6 0.07 JHNESE R P 2 0.08 [ 18 0.26 [ 20] 0.22
A i 0. 0.00 4 0.06 4 0.04 IR T 1 0.04 | 15 0.21 | 16 0.18
e Lo mE 5 0.20 8 0.11 [ 13 0.14 FFAmAa4E 5 0: 0.00 1 001| 1 001
L 1 0.04 4 0.06 5 0.06 JHkEE 1 0.04 1 001 | 2 0.02
80 R I I 1 0.04 3 0.04 4 0.04 g 0: 0.00 1 001 | 1 001
RE B S E 1 0.04 0 0.00 1 0.01 JHFERY —F 0. 0.00 1. 0.01 | 1 0.01
TR 2 0.08 1 0.01 3 0.03 FeE s KOV TRk 25 1.00 [ 18 0.26 | 43] 0.48
I L 0. 0.00 1 0.01 1 0.01 T LIV — VRGO 1 0.04 1 001 2 0.02
Rt 0. 0.00 2 0.03 2. 0.02 Z D PRI 3 0.12 5 0.07 | 8 0.09
5y it 0 0.00 1 0.01 1 0.01 HBE 2 0.08 1 001 | 3 003
PRI 0 0.00 1 0.01 1 0.01 SRET 0. 0.00 1 0.01 | 1 0.01
il 0. 0.00 1.0.01 1 0.01 bineZS 3 0.12 2 0.03 | 5 0.06
16 0.64 | 16 0.23 [ 32! 0.35 i B 1 0.04 0 0.00 | 1 0.01

1 0.04 0, 0.00 1 0.01 R R 0. 0.00 2 0.03 | 2 0.02

0: 0.00 1 0.01 1 0.01 ¥ 8 0.32 5 0.07 | 13 0.14

1 0.04 0 0.00 1 0.01 BT i, 0. 0.00 1 0.01 | 1 0.01

FFPERMAE 0. 0.00 1 0.01 1 0.01 R 5% 2 0.08 0 0.00 | 2 0.02
{EERR 1 0.04 1 0.01 2 0.02 5 2 0.08 1 0.01 | 3 0.03
1 B 0 0.00 1 0.01 1 0.01 B 4 0.16 3 004 | 7 0.08
AL AR IR 0 0.00 1 0.01 1 0.01 e R R & O A Ak e 5 0.20 2 0.03| 7 0.08
EL 14 0. 0.00 1 0.01 1 0.01 MR 1 0.04 1 001 ] 2 002
st 8 0.32 9 0.13| 17 0.19 B 1 0.04 0 0.00 | 1 0.01
FEIED E W 5 0.20 3 0.04 8 0.09 VU e 1 0.04 0 0.00 | 1 0.01
PR S 3 0.12 1 0.01 4. 0.04 A 2 0.08 1 001 | 3 003
AR b 2| 0.08 3 0.04 5. 0.06 Bk L OURKFEE 2 0.08 3 0.04 | 5 0.06
AR R 0 0.00 1 0.01 1 0.01 R 1 0.04 1 001 | 2 0.02
iRNGZ 2 FEIE 0. 0.00 1 0.01 1 0.01 BN 0: 0.00 1 001 | 1 001
B i, 1 0.04 0 0.00 1 0.01 ! 0. 0.00 1 0.01 | 1 0.01
(vl 0. 0.00 1 0.01 1 0.01 PR IR 3 1 0.04 0 0.00 | 1 0.01
HEHEAE 1 0.04 0; 0.00 1 0.01 SR 0: 0.00 1 001 | 1 0.01
Bk LUk REE 3 0.12 0. 0.00 3 0.03 — % - EHEER LR GE L ORE 150 0.60 6 0.09 [ 21 0.23
EEREREAN 1 0.04 0 0.00 1 0.01 Jia A ek 1 0.04 0 0.00 [ 1 0.01
Hng 1 0.04 0 0.00 1 0.01 (579 2 0.08 2 0.03 | 4 0.04
ZER 1 0.04 0. 0.00 1 0.01 o3 Joy P Y 0: 0.00 1 001 | 1 001
Dol 4 0.16 2 0.03 6 0.07 e 5 0.20 1 001| 6 007
DARA 1 0.04 1 0.01 2! 0.02 FLAE 2 0.08 0, 0.00 | 2 0.02
BhiE 3 0.12 1 0.01 4. 0.04 FEEN 1 0.04 1 001 | 2 0.02
i 5 P 4 0.16 2 0.03 6 0.07 Rk 1 0.04 0 0.00 | 1 0.01
E3dU) 0: 0.00 1 0.01 1 0.01 TR 2 0.08 0 0.00 | 2 0.02
R 4 0.16 1 0.01 5. 0.06 A R 0: 0.00 1 001 | 1 001
MR ER . RIS K OEbR R 4 0.16 1 0.01 5. 0.06 RAYPE I 1 0.04 0 0.00 | 1 0.01
<Lk 0: 0.00 1 0.01 1 0.01 g AR A 165 6.58 | 83 1.18 [248 2.75
B PR i 1 0.04 0; 0.00 1 0.01 y—TNEINRT AT =T — PRI 18 0.72 | 12 0.17 | 30, 0.33
SEPEMESA % 1 0.04 0: 0.00 1 0.01 TANRTREUBET I ) T AT = T—ERIN 21 0.84 14 0.20 | 35 0.39
o R e 1 0.04 0 0.00 1 0.01 TI=LT I RT AT =T — PRI 29 1.16 | 15 0.21 | 44 0.49
TSR AN PR 1 0.04 0: 0.00 1 0.01 ~v b7 Uy MEd 4 0.16 0 0.00 | 4 0.04
Bk 72 2.87 | 131 1.87 | 203 2.25 ~~< k27U M 1 0.04 0 0.00 | 1 0.01
BLW 1 0.04 0 0.00 1 0.01 ~NES B 5 0.20 1 001 | 6 0.07
7 v— 5 1 0.04 0 0.00 1, 0.01 ~NEZ TN 1 0.04 0 0.00 | 1 0.01
LyFrs 0: 0.00 3 0.04 3. 0.03 U 2 RERAE D 4 0.16 0 0.00 | 4 0.04
ELTIN 3 012 | 11 0.16| 14 0.16 U L SERERHE N 1 0.04 0 0.00 | 1 0.01
HARY—7F 2 0.08 | 46 0.66 | 48 0.53 BT 1 0.04 0 0.00 | 1 0.01
1 R 0. 0.00 1 0.01 1 0.01 SRS RERR AL S5 0: 0.00 1 001 | 1 001
TR 2. 0.08 0 0.00 2. 0.02 ME -5 4 0.16 3 0.04 | 7 0.08
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VI.L &M (ERALOFES) ICBHI HIEHE

HGRIRE | RE R T wEt
[N 20 3 0.12 3 0.04 6 0.07 (FEhE L= 4 - 7RBR)
/NN 1 0.04 0: 0.00 1 0.01 | kAR
M7l )RR T 7 2 —EHmn 10 0.40 | 19 0.27 | 29 0.32 | SkEFBIFHRE (FFEMEHEERE)
A= - U HEhn 0; 0.00 | 11;0.16 | 11; 0.12 | O MMHEAEROBE ZxG L LI-iRA
M7 vy F =1 5 0.20 3 0.04 8 0.09 | QmlmE & XI5 L Lk
7 L7 F ok AR F - —BHN 0. 0.00 1 0.01 1 0.01 | QONHERELFTLEE LR L LA
M= L 2T m— L HEn 8 0.32 2 0.03| 10 0.11 | @Zollinger-EllisonfEEREDBH x5 & LA
M~V 27 0%y R 4 0.16 0: 0.00 4 0.04 | @WFFIERBEROFHR I DA
m kY 7 U&Y REghn 9 0.36 6 0.09 | 15 0.17 | sk AifRZERRAER (RIS IEE 4 iR AR AR ER)
ey e HEhn 3 0.12 3 0.04 6 0.07 | OHEENUWNTG % D EEORT
i FRPR BRI A LB R 1 0.04 0: 0.00 1 0.01 | OBFWBEOBREICHIT HS2WBITRO M
i v FRR BRI AR 6 BN 19 0.76 10.01 | 20 0.22 | @F « +_fHBIHHEOBEICIT 2 ARIEIRDOHRIZ G2 2 FEO KT
i LRI K SRR AN 19 0.76 5 0.07 | 24i 0.27 | @FEERNLIHIERIZE 2 5 CYP2C19 genotype DD #Ff
1P pR SN 9 0.36 6 0.09 | 15 0.17 | @itk RHERHRIEICK T 2 RGO
GFREEREE N 14 0.56 0. 0.00 | 14 0.16
T R ERSSR D 2. 0.08 0: 0.00 2. 0.02
B FRERE N 4 0.16 0: 0.00 4, 0.04
IR ER AR 3 0.12 3 0.04 6 0.07
IREEH N 0. 0.00 1 0.01 1 0.01
HEREOHRA 1 0.04 0: 0.00 1 0.01
FEREOEN 4 0.16 0: 0.00 4 0.04
JREA 7 0.28 0 0.00 7. 0.08
Ry ) —4 8N 2 0.08 0; 0.00 2 0.02
R R o B 2. 0.08 0: 0.00 2: 0.02
PR BB 7 0.28 0: 0.00 7. 0.08
1 i BR E s 14; 0.56 2 0.03| 16; 0.18
1 RN 12; 0.48 1 0.01| 13 0.14
Wl Y 3 — RFa =5 1 0.04 0: 0.00 1 0.01

(20174:7H =—H 1 43
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VI 224 (FERLOEESF) CEI SHIEB

(RY Ty MESmMg + 38U = v FEE10mg)
RHEYT A8 RIS 2 BIRE X3+ R O 2

HGRIF O ARBRRIE 405619, BIWEH 234461 (10.9%)

RS2 5F HENER - BREORRRR—%

ThoT,

XY=y b Ebmg |/8) = v hE10mg it
FAE Bl 5% 201 204 405
BILVEFH OFBUIE 15k 16 28 44
BIEH D BUEE 19 37 56
BILVE ] %8 BUIE 1] 8 13.7 10.9
B/ H OFiEMedDRA /J Version 15.1) BILVEFH O FEE R 58 BURE 51136 %
N =y MEbmg | /XY = FEE10mg Faat
RYWE S K OV U 4 (2.0) 4(2.0) 8 (2.0)
e 0(0.0) 1 (0.5) 1(0.3)
ELZES 1(0.5) 0(0.0) 1(0.3)
ERREE S 2 (1.0) 2(1.0) 4(1.0)
B P HIE 1(0.5) 2 (1.0) 3(0.7)
B 0(0.0) 1(0.5) 1(0.3)
Mg L) o GREE 0 (0.0) 1 (0.5) 1(0.3)
2 ifi 0 (0.0) 1 (0.5) 1(0.3)
AR L USRS 1(0.5) 0(0.0) 1(0.3)
5 R B L E 1 (0.5) 0 (0.0) 1 (0.3)
RFE 0 (0.0) 1 (0.5) 1(0.3)
B 0(0.0) 1 (0.5) 1 (0.3)
Hi X Ok KR E 0 (0.0) 1 (0.5) 1(0.3)
EIREEETR 0 (0.0) 1 (0.5) 1(0.3)
Db 1 (0.5) 1 (0.5) 1(0.3)
NI 1(0.5) 0(0.0) 1(0.3)
R 0(0.0) 1 (0.5) 1(0.3)
R 0(0.0) 2 (1.0) 2 (0.5)
& I 0 (0.0) 1(0.5) 1(0.3)
Khg 0(0.0) 1 (0.5) 1(0.3)
ME R, MERE K OWERRRE 5 1 (0.5) 0 (0.0) 1 (0.3)
] 1 (0.5) 0 (0.0) 1 (0.3)
15y P 3(1.5) 11 (5.4) 14 (3.5)
TRE IR 0 (0.0) 1(0.5) 1(0.3)
5% 0(0.0) 5 (2.5) 5(1.2)
F 9 3 (1.5) 3(1.5) 6 (1.5)
HARY—7 0 (0.0) 1(0.5) 1(0.3)
5 . 0(0.0) 1(0.5) 1(0.3)
A% 1(0.5) 2 (1.0) 3(0.7)
. 0 (0.0) 1(0.5) 1(0.3)
[ 3 (1.5) 1 (0.5) 4 (1.0)
APEARgER 0(0.0) 1(0.5) 1(0.3)
JHFHE e 2 5 3(1.5) 0 (0.0) 3(0.7)
MR KOV TRk 1 (0.5) 4(2.0) 5 (1.2)
1% 0 (0.0) 2 (1.0) 2(0.5)
2 5 FEIE 0(0.0) 1(0.5) 1(0.3)
AR Rz R 2¢ 1(0.5) 0(0.0) 1(0.3)
Flg R ZIiE 0 (0.0) 1(0.5) 1(0.3)
BB LRk E 0 (0.0) 1 (0.5) 1(0.3)
BRRVERERE 0(0.0) 1(0.5) 1(0.3)
5E, TEBLOLELIHE 0(0.0) 1 (0.5) 1 (0.3)
i HE 4T 0 (0.0) 1 (0.5) 1(0.3)
i AR AR A 3 (1.5) 3 (1.5) 6 (1.5)
ey Le 8 0(0.0) 1 (0.5) 1(0.3)
ifn. A LA /K SRR R HE N 0(0.0) 1(0.5) 1(0.3)
1 H R R AR L BN 3(1.5) 0(0.0) 3(0.7)
U U SERSR D 0(0.0) 1(0.5) 1(0.3)
A . ERZE N 0(0.0) 1(0.5) 1(0.3)
Wl A v 2 o b 1 (0.5) 0 (0.0) 1(0.3)

(20144F4 A = —V 1 4£3})
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VI. 224 (ERLDEESF) Y SHIEE

(XU v MEELIOME)
BB X+ T HRIBEEICRBIT D~ anxxy Z— . va ) OREOHE)
TRFRIRE O i AR BB E 150861 . BIMEA 2320541 (40.35%) THh -7,

ARBRRUVEERTRICES THEMER - BREORBFRE—E

TRFRRE BE IR % &t
A NE B 508 3,789 4,297
I 0> %8 BLE 11 5 205 166 371
FIVEF O F 5 302 195 497
RIVEH DR BUERIE (%) 40.35 4.38 8.63

EIYEF ¥ (MedDRA/J version 13.1)

BIFEH o T R BUE B (150 =8 (%)

TR HLEAR A Kot
JBEE 2 — 1 (0.03) 1 (0.02)
s FO voSRbEE ] 2 (0.39) [ 2 (0.05) [ 4 (0.09)
=il — 2 (0.05) 2 (0.05)
M i BRI JE 1 (0.20) — 1 (0.02)
M/ R E 1 (0.20) — 1 (0.02)
(A ERRNOY S L N 2 (039) | 1003 | 3007
Eh U T A E — 1 (0.03) 1 (0.02)
0 PR I I i 1 (0.20) — 1 (0.02)
BB R 1 (0.20) — 1 (0.02)
EEARREE .. 29 (5.71) | 24 (0.63) | 53 (1.23)
TRENME D F 1 (0.20) 2 (0.05) 3 (0.07)
R 25 (4.92) 20 (0.53) 45 (1.05)
SER 3 (0.59) 3 (0.08) 6 (0.14)
TR BRR 2 (0.39) — 2 (0.05)
IRBESE .l |..10003) | 1002
R i 7 fie — 1 (0.03) 1 (0.02)
OlgbEE . |..1(20 | 1(0.03 | 2 (0.05) _
BhiE 1 (0.20) 1 (0.03) 2 (0.05)
MmAEREE . .......1(0.20 | 2 (0.05) | 3 (0.07)
18 1fn £ — 2 (0.05) 2 (0.05)
FTY 1 (0.20) — 1 (0.02)
MR, MR L OMtheREE = | ...1.00:03) | 1 (0.02)
1 PENREE e — 1 (0.03) 1 (0.02)
B 165 (32.48) | 105 (2.77) | 270 (6.28)
JEEBAS e 1 (0.20) 4 (0.11) 5 (0.12)
R AT 9 (1.77) 2 (0.05) 11 (0.26)
i35 11 (2.17) 2 (0.05) 13 (0.30)
TRE R 1 (0.20) — 1 (0.02)
g — 2 (0.05) 2 (0.05)
Y= 1 (0.20) — 1 (0.02)
15 6 (1.18) 2 (0.05) 8 (0.19)
T 145 (28.54) 80 (2.11) | 225 (5.24)
PNz g 1 (0.20) — 1 (0.02)
HIEAR R 2 (0.39) — 2 (0.05)
e 2 1 (0.20) — 1 (0.02)
537, 5 (0.98) — 5 (0.12)
B W R R — 1 (0.03) 1 (0.02)
ER 1 (0.20) 3 (0.08) 4 (0.09)
I 1 (0.20) — 1 (0.02)
PR 1 (0.20) — 1 (0.02)
MR NEIR — 2 (0.05) 2 (0.05)
L 5 (0.98) 4 (0.11) 9 (0.21)
RN AR PRk — 1 (0.03) 1 (0.02)
WA A E 2% 1 (0.20) — 1 (0.02)
P/ 3 (0.59) 1 (0.03) 4 (0.09)
EREE 1 (0.20) — 1 (0.02)
g - — 3 (0.08) 3 (0.07)
AEOVOTE N 1 (0.20) — 1 (0.02)
HELSY 1 (0.20) — 1 (0.02)
H O &R SRR 2 (0.39) — 2 (0.05)
O ORI 1 (0.20) 2 (0.05) 3 (0.07)
B R — 1 (0.03) 1 (0.02)
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VI. *£% (FERLDE

=z
[=]
"N

) ICBET SRR

EIWEA ofE (MedDRA/J version 13.1) BIF RORRBSERIEN (580 Ge)
s SR e Kt
CRERERREE | 2.(0.39) | 6 (0.16) | 8 (0.19)
JFRSRE R 2 (0.39) 6 (0.16) 8 (0.19)
| B L OB ] 14 (2.76) | 30 (0.79) | 44 (1.02)
T UL — 7 B — 1 (0.03) 1 (0.02)
IRy 1 (0.20) 3 (0.08) 4 (0.09)
1% 2 (0.39) — 2 (0.05)
R R Z M5 1 (0.20) — 1 (0.02)
HLEE — 1 (0.03) 1 (0.02)
& O FENE 2 (0.39) 1 (0.03) 3 (0.07)
95 3 (0.59) 16 (0.42) 19 (0.44)
B Ciar — 1 (0.03) 1 (0.02)
ZEIRZ 1 (0.20) 7 (0.18) 8 (0.19)
EHMEE S FEIE 1 (0.20) — 1 (0.02)
PR 3 (0.59) — 3 (0.07)
|ERLOURERSE .. 2 (0.39) | R 2 (0.05)__
EHEPR 1 (0.20) — 1 (0.02)
JREH 1 (0.20) — 1 (0.02)
|EARBLOIEREE | 1.(020) | S 1.(0.02)
kR 1 (0.20) — 1 (0.02)
| o REEER KOG ORE | 7.(1.38) | 5(0.13) | 12 (0.28)
I — 1 (0.03) 1 (0.02)
BRIV E 1 (0.20) 1 (0.03) 2 (0.05)
ER 2 (0.39) — 2 (0.05)
P TN 3 (0.59) 1 (0.03) 4 (0.09)
TRIE — 1 (0.03) 1 (0.02)
IR — 1 (0.03) 1 (0.02)
FEEL — 1 (0.03) 1 (0.02)
178 3 (0.59) — 3 (0.07)
S 29 (5.71) | 8 (0.21) | 37 (0.86)__
TI=y T TR T =T —BHIMN 3 (0.59) — 3 (0.07)
TANGEAET ) b T AT = T—PHEN 3 (0.59) — 3 (0.07)
i LR M 7K SR SR 0 2 (0.39) — 2 (0.05)
JiNERIN — 1 (0.03) 1 (0.02)
I & B 1 (0.20) — 1 (0.02)
e BV 27U %D REghn 5 (0.98) — 5 (0.12)
I ERER SN 3 (0.59) — 3 (0.07)
v TINEIN T AT =T — PN — 2 (0.05) 2 (0.05)
R R oG 1 (0.20) — 1 (0.02)
INRHS N — 1 (0.03) 1 (0.02)
IR -5 1 (0.20) — 1 (0.02)
U o SERER D 2 (0.39) — 2 (0.05)
U L SEREHE AN 2 (0.39) — 2 (0.05)
A BREHN — 1 (0.03) 1 (0.02)
b P EREOE D 3 (0.59) — 3 (0.07)
7 L ERE R — 1 (0.03) 1 (0.02)
1 ifn Bk E s o 4 (0.79) 2 (0.05) 6 (0.14)
M i EREL SN 1 (0.20) — 1 (0.02)
PR R A 1 (0.20) — 1 (0.02)
M7 AU ARRT 7 &2 —BH 3 (0.59) 1 (0.03) 4 (0.09)
JTlsEsR L5 1 (0.20) — 1 (0.02)
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VI.L &M (ERALOFES) ICBHI HIEHE

(6) EEEE, GHHE. EEERVFHOAEEERANOBERREHAE
(MU = FEE1Omg, 7NV = FEE20mg)

Bigws., + R G. WAaEEs, VitERiE, Zollinger-EllisonSEFE#T

KRR DERR R, 24402 31 2 BE T FRIRIERJE B 28 LT,
BEERABIEARTRAE

AT EIIVE R 655 (%)
451 5 12/892 (1.35)
LS 10/352 (2.84)
AR fin) ~445% 6/468 (1.28)
45~645% 11/582 (1.89)
6555~ 5/194 (2.58)
ARGy NI 0/228 (0.00)
43k 19/903 (2.10)
APie—4t3k 3/113(2.65)
BRABHT | BiE 9/634(1.42)
+ R E 11/536 (2.05)
W AE AR 1/59(1.69)
W& RS 1/12(8.33)
B PHE L 17/952(1.79)
HY 5/292(1.71)
O F A 2L 17/1,058(1.61)
HD 5/186(2.69)
— A5 E 5mg 0/135(0/00)
10mg 3/145(2.07)
20mg 17/919(1.85)
40mg™? 2/45 (4.44)
B 5 4ELLT 9/575(1.57)
SEHELLT 8/556 (1.44)
STHARED 5/113 (4.42)

(1993412 = —¥ 1 45

H1) Z Oz Zollinger- EllisonfEBEREOIEFI 23K & 5 23, BHWERIZRILL T,

1E2) 1H40mgl3 &GN HETH 5,

13) AR OB S MBS WaEES, iR EER TIXSEME T, + HRBEE Tk
GHEIETTH %,

(XY =y FEE1Omg, 2NV = FEE20mg)

W HE - HEO T o F Ry 7 A vk X =GR O Wi A 4

WEAE - HEOTm F R T7 A e B X — RGOt ERBE 2R E LI HE
RRIEEGERBR O | 2R R RE N BT 2 BE Y FRIRIE S HERE & LU FITR T,

AT B 1E R HAEE (%)
P51 5 20/158 (12.7)
LS 31/179 (17.3)
AR iR 65 A i 20/126 (15.9)
65m LA E 31/211 (14.7)
{RER 60 kg A 29/178 (16.3)
60 kgll b 22/159 (13.8)
CYP2C19 homo EM 14/119 (11.8)
fedrnmaiiyill| hetero EM 27/178 (15.2)
PM 10/40 (25.0)
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VI 224 (FERLOEESF) CEI SHIEB

Y RIA T BIEHZEBUEE (%)
R 50 2L 46/283 (16.3)
»HD 5/54 (9.3)
RE R L 31/181 (17.1)
HY 20/156 (12.8)
H 7 = A AR 2L 15/90 (16.7)
HY 36/247 (14.6)
1A G&Y 20mg 1H1MH 11/112 (9.8)
10 mg 1H2/A 17/111 (15.3)
20 mg 1H2[H 23/114 (20.2)

(201044 H = — 1 4£5)
) 7o bRy T A v B F—IC X BB TRIRAR 4y Al i &
BERIZHI D HE - AEX. N1E10mg XX 1A120mg% 1 H 2[A],
SHICSHMRNIRETHZENTES] Thh,

NY =y FE1OmE)

IS AMEE BIEE

D AMEE BB VIERE 2t & Lz ZEHE RO, 2RV st G (5mghf & Y
10mghEDFF19561) 12361) 2 BE W SRIRIER BB 2 DL NI (aBENC B L7zRIfER o 24
R

7E) 1H1A5mgli&RS R TH 5,

EHRIK T FEHHE (%)
sl 5 7/ 88 (8.0)
4 16/107 (15.0)
G2l 65 AT 18/167 (10.8)
65 5/ 28 (17.9)
R 55kg AT 10/ 70 (14.3)
55kgll |k 13/125 (10.4)
CYP2C19 Home EM 6/66 (9.1)
WA | Hetero EM 13/ 93 (14.0)
PM 4/ 36 (11.1)
G HE Z3 8/ 71 (11.3)
HY 15/124 (12.1)
Rt 5 2L 19/122 (15.6)
HY 4/ 73 (5.5)
BRI L 15/ 69 (21.7)
HY 8/126 (6.3)
1H#5% | 5mg™ 11/ 93 (11.8)
10mg 12/102 (11.8)

) 1H56mgl3 /GBS HETH S,
(2009429 = —¥ 1 4E5t)
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Zet(ERELDIES) Y HIER

(XY = MME1Omg)
FEG T+ ZHRBESICRIT 20 237 22—« v'n UVIZ X5 BRE O

BT BIVE R BB E (%)
ezl Lzl 149/367 (40.6)
% 56/141 (39.7)
=il 657 AT 182/440 (41.4)
65l 23/68 (33.8)
A E B 50kgAii 40/86 (46.5)
50kgLl 1 165/422 (39.1)
{3 P ER =Rt 132/300 (44.0)
+ FREhE 73/208 (35.1)
H &%/ open ulcer 44/109 (40.4)
B RRE TE 88/191 (46.1)
-+ RIS Sy open ulcer 21/76 (27.6)
+ F R R R 52/132 (39.4)
CYP2C19 | homo EM 65/168 (38.7)
EEFRE | hetero EM 101/253 (39.9)
PM 39/87 (44.8)
A POHE 2L 61/161 (37.9)
HY 144/347 (41.5)
PFF A L 63/154 (40.9)
HY 142/354 (40.1)
MR8 2 2L 79/200 (39.5)
HY 126/308 (40.9)
R E A 77/181 (42.5)
52 B de 54/124 (43.5)
7 H K Te 74/203 (36.5)

(20054FE3 H = — 1 #3)

(%Y =y MiEbmg, /XY T FE10mg)
RHET AV &GRS 2 BI85 ST+ FE BRI O FF3 3H) #GR IR 0O i PR BB FAE 5140541
BT % BES SRIRIE R BIUEEE 2 DL P2 LTz,
EEEEREMEARBEE

I BAH
BT

5mg/ H(N=201) | 10mg/H (N=204)

el 3 13/153(8.5) 19/152(12.5)
S 3/48(6.3) 9/52(17.3)

Ee= Tl 657 A 5/61(8.2) 7/55(12.7)
657 LA L 11/140(7.9) 21/149(14.1)

CYP2C19 Home EM 4/65(6.2) 10/79(12.7)
W5 | Hetero EM 10/104(9.6) 13/90(14.4)
PM 2/32(6.3) 5/35(14.3)

(201444 H = — 1 £#£3H)
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VI 224 (FERLOEESF) CEI SHIEB

(1) EMT7 LILF¥—Icxd B EERVRARE

[ E] (ROBEIZERELAGWC
AHAl @Eﬂz’\

&)
xf LIS BOE DBEEE D & 5 B

BEEES (ROBEICIEZRIZRET S L)
SEWIEBIE DREEIE D & % 3

EXGEIERA
2avi. TFI7453F0— vavs (ﬁﬁ?TEﬂ)
ZLDBHLOT, BGEETHZIATH, BEDPRD NS

77‘74 Z7x v — WEARH) Hbbbhd
JiFF G AR Lt 2R L EZT O 2 L,

Z Dt DEI1ER
BiEE. TEEER. WEEES. HRERER. Zolinger-ElisonfE&#. JEUV LA BRERRIE.
1&%%77& EY UBRERIZEITS Eiﬁ%i(iﬂ- ~ el RS DB RIS

WEBUE : 5, BRI (0.1~5%A0) . FHKZ (0.1% A7)

A)anya—- 0 OREOHE (BESXIF+_BHEERICE T ATZV—ILF )DL, 7E
FOU) KR VY T ) AT A L 2 D3FIREDEERE TOERRKRHER R VEIERTERFEDMHE)
WHUE : FZ. FHRZ (0.1~5%A) . RS (0.1%A)

9. EEME~DIKRE

XY= MEBmg, 2NV v FEIOmg, /XY = v FEE20mg)

AFNEE & UCHFIBCR# S 578,
52 ENHHOT, WILBERED
7R CHEICRET D L,

EEE TIIFRREME T L T2 2 &3 < AHERR S Hbh
BITEMC TVIL-8. &IfEA) OIHEM) 235 b b Iz BE RIS

(figan)

AFNTEL U TR TRBT SN D2, @l CIIFEENME T LTV D Z ENEW, AFIOAKGREED ©
iR BR I BT, 655k LA E B CTRIVER 319461 th 541 (2.58%) 1258 H L, £ OWNERIT FHI1H .,
{HERALM, 5E%R & R ODG‘%%WJ JEEREZ 1], B b= EEEmEOFIEI Th - T=, T DR

ERD o BN TGS IZIIRET 572 SlEEICR G T 5,
EIEH ﬁfﬁ” Sk ~pere| BHE .- -2
TFALRART I B
F 667% e L e 20mg 77 FIv P
T 5 + ZHRE | 7L 43 e 15HH el {EEN
R VTF v a—g
e BT 4 A AH
whe | T mms | AL | 2me KT Fy 4HE | AmL |
” B~ 7 %2 A
SHYRE T3% | g, 20mg 140 H L2359
T I WiIPEEER | 22 L 57H 2L T L T
. ?67‘_ T67% R 40mg TON 29H H e
MR Ggi s | mL | 2Ome L 8RB | &L |k
H) B, FHEBERE. WAEIERE., YRERE R, Zollinge-EllisonfE K 78I
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VII.

Zet(ERELDIES) Y HIER

10.

11.

12.

13.

WEim. Efm. IREALEEADKRE
(NU =y MEEbmg, /NU = v FMEIOmE)

(1) #Eha SUTIEIRE L T D a[REME D B 2 et NITIZIRR o F NGt 2 LRl 5 & & 5546
WCDOIRBEETH L,

(R0

B (F » MR 400mg, kg, 7Y XEE30mg,kg) THRIEHEN (T v b TILEEIE, 79X
THEREOK T, LB EIE) NHfE STV D, (®6)
Fo. Ty NIRRT TV = NV A (©26mg kg H), TEXTVY K (400mg, kg
SHULB) RO 7Y 2n~vA 2 (50mg, kg HLLE) Z4BE GG U723l ©, M CRBik
REOEANRBD LN TS [[IX. FEERKRBRICET 2HE ] OEBMH],

(N =y FE20mg)

(1) S SAFAEIR LTV D ATRENED & % s NI ITTEHR EO AN ERMEz EE S &l s h 556
WCOHETHI L,

(fa)
B ER (7 >~ MR A400mg, kg, UV FEHE30mg,kg) THRIEEM(Z v M TILEEE, ¥ H¥F
THREOE T, LEBE) BHREShTnD [TIX. FEHEARREBRICET 2HE ] 0HESHR), (@©)

NY oy MEbmg, NY =y MELOmg, 2NV = > FE20mg)

(2) AT OIASOFEEITHRET 2D Z ENLEE LV, RDEHRTREGT 25613, RALZEITIES
Z&,

(fin)

ER (T v B) THHT~BATT 2 2 ERHEShTND,

W7 v MZUC-F T T Y —/LF U U A (20mg k) ZHAE FRRAKRE Lz & & ORI
RETR L 13 4% 5- 7% 6P R fe =i B (6.059pg eq./mL) 7R L7 Z &Rl TW5 (TVIL FEy@hne
(ZBE 2 HE ) OEEMR],

INREADZRE
XY=y FEBmg, /NU =y FEIOmg, /XY = v FEE20mg)

| MRS 5 AR LTV (BT 221,

(fEwt)

ZHVE TICER SN2 ERNOBRKRRBR T, /AR sl LR, FrAR, REAERER 205 L Lo
BRITIEHE S AL TUV7R0Y,

ERRRERRICRIFTHE
A% L0

BERS
G RBANA
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VI 224 (FERLOEESF) CEI SHIEB

14, BRALDIE
NY =y FEEbmg, NV = v FME1IOmg, 2NV = v FME20mg)

(1) AR
AFNIGEEETH Y . IRAIZH T TUE WAZY | PNV EFIZ, OAL T IO EETH L,

(fi#z5)

ABNOHIKS THDHTRXT T —F N U o AL, BEERT CIIRLETH Y, HEE~DRE
WX, BRSNS, ZOOARANITEBICKT 2LREMEEZHIRT D=0, IBIEMEDOHI
Zh LTS, AFIORMIZHT=> TX, WATZY | Bz 312, AL 723 & 5 B iciE
LCHELS BERH D,

NNV v MEBmg, XU v ME1IOmg, NV = v FE20mg)

(2) FAIZATHF
PTPOAEDHANTIPTPY — F 2B H U TR T 2 L o fRET 25 2 L, (PTPY— FORAKIC
O BEWBLAER S RE R L, EICIT L2 3 2 U CHERmRIIR 2% ODE%f&nfﬁf%ﬁ%‘ﬁ‘é
N ETWD)

(fiFL)
PTPY — M ORAKIC L0 | EOGUA E AN BB IR U, BISIZ L2 2 U CHRERRIR R S D=
BRAHELZIIRT D2 0D 5,

15. ZDHDFE
NV =y MESmMg, 2NV = v MME1Omg, NV = v ME20mg)

(1) 7 v MZbmg kgbh E&2ERMFE NG LicmEmlRicls VT, METHIZHATF ) A FOFRAENA
BRI EDREDRDH %,

(fi#z5)

SD>%2 7 v MIAZES, 15, 30, 60, 120mgkgZ 24FERIRX N5 L= @ tERBRic ks VT, #Md5mg
SkgU ETHIZHALT ) A RORENBDLNTWD, B, ~ 7 AIAKEZERKROKRSE Lz
B CIIRO 5TV ARV, (TIX. FERFERBRICET2HE ] OESHR)

NY oy FEbmg, NU =y FEEIOmg, 2NV = hEE20mg)

(2) B IER(Z > MEOHRE26mg, kgl b) THURIRE &L M H A 7> > OB HE ST
WABDT, FERIZH T > TEHIRIREREICIEE T 5,

(fig3)

AIZ T > MI1I3KOB2E MR A E L-mElRicks VT, Z211£41100mg, kg, 25mg kg
THURAREEOHEM, MY A g v OBEMRRO b TW5, B, AHE A X (213K V52
FRRE O #&E L@ i@ o n ey, (TX. FERERRABRICET2EE ] OESMH)

(NU =y MEbmg, 2NY v FMEIOmg, /N U Ty FEE20mg)

| (3) AAOEHHEG P AOBE) —T 2RO L OREND 5.,

(i)
. PRz 0 IR M BB R OMEFFRIEIC OV TERE L 72 [E N O BRKABRIZ IV Tl A E
RY—=TRROLNTND,
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VI.L &M (ERALOFES) ICBHI HIEHE

16.

NY =y Ebmg, NU = bEE1IOmg, /YU = > hEE20mg)

(4) AN BIT HDBEHOBIZENIZE T, 70 ho Ry 7 A B BEXZ—IC X AIBFEICE W CERERIEICHE
WRFAEE . FESEIT. THEEITOU A 78NN HE S TWb, Fio, BHAELOCESM (1
HELLE) OIREEZZ T -EBET, B0 27 0838,

(g 3n)
Ta kR A e BRI L DEIT Y AT OB EE ORI TR I LTV D,

NY oy Ebmg, NU = bEE1IOmg, /N U = hEE20mg)

(5) MEIMZHIT D FEICARBE Z SR E LTEEBOBIERMET, Y bR 7A e e d—2%KE51L
FRECBNTIZaA NI VUL T 47 4V LD BBEGD ) 27BN HRESNTWD,

(figai)
T NIRRT A e B —DEE L TR A RN UL T 4T 4 VKD H Y o BEE
Pa R BB RN EE STV 5D,

(XY = v bEESMg, /XU = v FEEIOmg)

6) N)anNyA—EQYDOREHELDFE : XTIV — N F NI U LEOTa bR T A
LB =T EX VY KW, 7T An~ A VU EOREWE RO A bur =4 — )V OIRH
o 5 TIEA% Tld, BC-IRFBIFREBR O E DA /2 2 A[REMER & 5 728, BC-JRFBMER
AR L DBREHIEZIT O B EIE. 2o OEA O GH THABUBEOR R TEMT 22 & NE
F LU,

(figEn)

Y anyg—.-vnl) ORERELY IS 256, AARCRERBEICHW O Mo3EA] (7 E
XU KFW, 7TV ALy, A hr=F Y =)L) ORAFEEGH TER TiX, 13C-
JREPFZGRIRIC L DBREHIENBIEMEIC R D RN B D, £1o, BARNY a7 X —FEDIRE
TA RTAAZBNTY TEBREHIEIIRETERIEP IR AALREICIT O] EEDHA TS,

Yy FEbmg, /YU = MEE10mg)

() vy MEEETHD T Y FF7 V=L (50mg kg H)., 7TEFT VU xf¥ (500mg, kg~
H) kO F ) 2n~<A 3> (160mg kg H) ZHH#EE LR R T, HEY TOREMEDORER &
E BB IR O EMH OBEENFED 5T\ 5,

(figsn)
R THLT YT —=UIRBWT, 7y MITEXRV VI UAFIE O ) 2~ A0 &
PR E L=, BEWCTORMEOHEMRE & HITHIROREEMH OBERNRO b T\b,

ZFDith
BEARNA
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X. JFERIREAERICBEJ 1R

1. FEHER
(1) EHEEHER (VI EHXREB(CEHTSER] 3R

(2) BIRMEERR
LR L

(3) REeMEEAER
1) IX_XT T —F b7 AO—fEREEFER

PR, R - JRER RSB L ONEALER R D — R KFME 2 TRed L BV ftdk L 7=, (&)
B 5.8 T E
RERTE H R B EEE| (mg/kg T BRI
pmol/L)
— R & O TEN ~ 7 A 4 |iv. |1, 3. 10, 30 | &AL
SR ~ A 5 |iv. | 1. 3, 10, 30 | &1L
| X bV E S — LR v A 8 |iv. |1.3,10, 30 | ®HEAL
| Fetgaim (2 5 — ) S 8 | iv. | 1. 3. 10, 30 | fEA7L
BT poron () <~ 8 |iv. |1. 3. 10. 30 | fEAZ L
ftS (X T —) ~ A 8 |iwv | 1. 3. 10, 30 | fEH~L
| g% (FEfSwrithing) ~ 7 A 8 |iv. | 1.8, 10, 30 | &L
ZNTT] ~ A 5 | iv. | 1. 3. 10, 30 | &L
- _ . RIS - R L
oAl AT =
l[g - S ) Bz > b | 4 | iv. | 1. 3. 10 W B B
. e : 8 L
U e g DA%k B L
g | i O ORI x| o liw | os1s | Diw L
= | e M L
DEX B L
o 7wk 8 1, 10, 100 L
% kg ) ELEY | 4 1. 10. 100 ML
g TeF Y UHE A 4 1. 10, 100 IR L
i)
o | BN Y T AHE A 4 1. 10. 100 B L
% bR I G ELEY N | 4 1, 10, 100 A VI
- JI55 4 W S HE ~ A 8 |iv. |1, 3, 10, 30 | &L
1k | HHkne ~ A 8 |iwv. | 1.3, 10, 30 | BEAL
iy LN - BL L2
E 53 —— T L d 3 NEYF o3 - 2R L
RBH R ONPERR 57 W FREET ~ b 5 [1d.| 3, 10, 30 WA - BB
. o _ . JRE L
NS A7 T - 2 v Kk
KM OVEE MR AT 7wl 8 |iwv. |1, 3. 10 TR - B |
o 50, 100, 200, | =27 —/4 L HEtE « WA L
SR LA D E K N ~
% | WS ML |3~4 500 PAFEHE : 50 (500umol/L)
D | R E R R b b 3 1. 10, 100 IR L
fll | Na*. K+*-ATPasefH 1 S X 3 %s‘w‘%‘jWMKMﬂ%me

1) iR B IE T R
TRT T =) R U AT MM OPAFEEEESEIZ 3 L T50~200umol/LCTHEE L 7 h o 723,
500umol/LCHIHIfEMA 2/~ Lz, LA L, Z OREIIHY, K*-ATPasell R & (0.26pmol/L) P#12,0001% T -
7=

7£2) Nat*, K+—ATPaselZxtd % 5
FRFFY—)LF b U 7 AiFA XENar, K-ATPaselZ % L CIEEKRAAICHEEH 2R L, £ DICsoix
29umol/L T o724, LI Th 57 % HH, K-ATPasefLE/EMADICs0 0.26umol/LIZEL L, 100R5LL 55
WEMHETH 72,
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X. 3

ERPR SR ERICRE 9 HIE R

2)

(4)

LT O—BEEBEER NS . AFNIERERICEE LIEZ A USRI nbotE 2z 6d,

O—MAER KL OTHE) : 1~30mg kg (FARIEHR) T, v U A0 HZES), EBEERE, TixE, B
BARIE R X O ERE O W TN OBIEIH B IZ DWW T A B(b A R S R0 o T,

QR R 1~30mg, kg (HIRIEH) T, v~ 7 ADAFKEIEL NN bV EZ — LRRIRE
Tt L TR A RIE S e o 7z, F 7o R IEH U EH 277 S 37 R R (FEf2writhing)
R L CH L KT S o Tz,

OWER K OEBR %R % © 1~10mg, kg (FFARIES) T, BREET » b OMEREE O EIC T L CR%
ERIFS o7, F72, 0.3~3mg kg (FRARES) THRERROIME, % OIUHE D, %K
R M & e OV EE IS )T L TR E RF S 2o T,

@ B HAR R R ONEERS : 1~100uM T 7 v b R OVELE v MEHEIIGO#FIEE 72 5 NS T v F v
ayr, AR Y U AROE AH I AL DGR L TR E RIT S 2otz

®WH kg% 1 1~30mg, kg (FFARIEH) T~ U ZAOMGEERERE LK OHPEHEEICH L L RIFS
mholz, £, 3~30mg kg (+FEMNTES) THRELT > b OIEH K OWER 77 W2k L TR
L RIEES 2o T,

OKKOEMRENRH : 1~10mg, kg FEAREH) 7 > b OREK OEMREHEIIC R L TREE KT
ot

DOZFDOMOIER : & b /MO PAFEEEEE 5 L CREREDO500uM THIGIWER 2R L3, 27 —
7 BB TR L CTIEF0~500uM T L2 v~ 72, £72, 1~100uM Tt b i o ifn ik e
PR RIZRT L CTRBE RIS o Tz,

—J. A X&Na+, K—-ATPacelZxl L THEEHZ R L, £ DICoEIZ29uM Toh > 7223, FHLh
Th o7 4% HHY, K-ATPaceflEIEH DIC50fE0.26uMIZ kL1005 L0 EF5VEETH - 7=,

TXRTTZ =T NI TA TEXVVY K, 77V Aa~vA 2RO —ESRBRE A

ZAAVEREIRZ BT 5 B INEBRILEM L TR, 208, IXT TV — TEXFT U K,
77V 2n~vA v O3FIPFHICE T 5 Bt R, BARRBRICEB T 2BIEHEE KOS Ao —
IERBLERBR O R 2 FEI, SAIDFARF OB F A AAERIC OV THE R LR, AR, O
BRI OPER R R T DT R EEA AR T 2 etk B2 bh b,

ZOMOEERS
AR L

2. HEHER
(1) BERxE5EEHER

1)

TRTZ =) U o NHARS
TRTZY—=F by LAOHEEGEERBROBRIZUTO LB Th D, ()
LDso (mg/kg)
) tE ~ A 7k A4 X
B R 3 Vi3 i3 i3 if3 i3
"o 1,206 1,012 1,447 1,332 >2,000
HHIRPY 220 237 157 152 —
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X. JFERIREAERICBEJ 1R

2) IRTT—)LF NI DA TEXVVY KW, 77V 2a~A o350 ES

Ty MZTIRTTS =N F NV TS TEXVI AT, 770 Aa~<A 3 2D0,2000,/
1000mg,kg. 2502000, 1000mg,kgh *500,2000,1000mg, kg% H[al#% £ 5 L 7=k 5.
WP OREZB W T HAETHNETRD 5T, M O E S £13500,,2000,71000mg, kgL W KTH Y |
SAIPFHNC X 2 BOEROIR TITRD b o7z, EFRMEOBE D 3HIOF % G-HE O TFRO bl
D, —IEMEOEEMEDOZEL TH - 72,

Flz, 7y FEHWEMNOFEBROFE R TIZ, 777V —F MU 7 A250mg, kg+ 7 EXFT Y
VK FI2000mg, kg% B - LIZBICEKIBERRBLL, X7 TV —F R U T A250mg, kgt T
UATm <A 1000mg kg TIXREI LR N-T72Z &b, IRXT TV = F R oA ETERY
U KFOUHIC L Db DTH D Z LR E T,

(2) REBREGHHHAR
1) IRT TV =)~ U o LHARS

O Ak

7w MZ1, 5, 25, 100mg kg HZ13WEMEAOFEE LR, 26mg kgl E Tl =L 27
2L KO CNEE ORI, MO ZEAE, 100mg, kg THLHF P A v o8, FHRERER -
FEORBKRENTED H v, Bt mEE R 35mg kg TH - 72, ()
4 X120.1, 0.3, 1, 3, 10, 30mg kg H Z# 13WHEFE OB G LR, 0.8mg,kglh L CifiH 747
A RNY o, BoEMEERE, BERROZN, SEEOHMENBD LNEN, WTILLA
HOEVEH TH D BN LS BILTH - 7=, 30mg kg TIIMIRE RO, FHRINFE
D HAL, mETHEEEEIT10mg kg Th o7,

FREOEMIT Ty FOMF YA v O A BRE 5 & 2 VW IT 13 OREEIZ KV BIE &
D WEIEEE A 2338 B ivTe, (&)

OEtEEM

7w MZ1, 5, 25mg kg HZB2MHMMEOHEG LI-fES, 1mg kgl ECHEZOWM, IRE
HREE DBIE R D33R0 ST, DTN b AEKD FERICE S B ThH -7, 25mg, kg TiE,
Mo vy o, FFHaoER, BEORRBEEORINENRD b, #HEFOEY
B E|I5mg kg Th o7, (6d)
A X120.2, 1, 5mg kgZ 52l AL LG R, 1mg kgl LTIl A2 MU o, 5
HEOHMN, HOFMZEN,. BRBEOBMEMRENRD b, Wb AKED EERICES
KEfEThHoT-, bmg/ kgTlE, ~~ 27 Uy EEUNEZ B E ORI MRFED Hiv, BT
MR T 1mg kg ThH -T2, (69)
EREOZE bIX, 26 ORI XV [BHE H 2 WIZEHE/E 258D DTz,

2) IRTT—)LF NI UL TEXVVY KW, 77V 2a~A o350 ES

Ty NIRRT TS =N F NI OL S/ TEXVVI KM, 75 Aa~A3T 20,1000/

50mg, kg, 1,1000,50mg, kg, 51000, 50mg, kgl (*25,1000,50mg, kg% 4if [ 1%
A5 LzfE R, 25,1000, 50mg, kg# G- REDOMEIZ BT, IAE K OHEEE ORI 78 & D5k

RRDHEAL, HIZENITPE D IHEMEDIR T, BITRH, TROARRFRE & W o 7 —fRARIE D 2L 20558
Oole, 2T, TEXVVI KM, 77V RAa~vA v ORGEEEZDHT LEICE- T,
INDDFANEDLNE I DERFT LD BIZT v MITIXT TV —F MY 7 L5 25mg

Skg, TXRTTZ— N F NI OL/ TEXVI KW, 7T Aa~<AD0,400,125mg

kg, 5,/400,125mg, kgl 25,7400, 125mg, kg% 4B ER O #5 LifER, 25,7400,/
125mg, kg GREOHEIC BT, REBRIEDOBAL N0 < . KERFH A HHE OB D ZEHE 03 5551

BOBNTZ, B, WTRORICEWTHAETEMIIRD Ao Tz,

A XN, TXRTTY— 1 F R TLAD5, 20mg/ kg, 7T TV — L F RNITUL/ TEXFTVY
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IX. JERGPRERERICEEY HIEE

K¥w,/ 77V Aa~<vAD0,/500,/25mg kg (TEXT U KW+ 7Y 2o~
#). 5,500, 25mg, kg (777 —LF I DULAL)+T7EFTY KMP+7 T ) An~A
TR KR120,/500,°25mg kg (F_F T —F MU AH) +TEFVY KT+ T
V2~ A VR RARBREROBRS Lz, TOME, X777 — T N o aERE LR

Tk, FIEEOFEIC)H DT, T_XT T —LF b U v Abmg kgbh ETHEOE( @GR{E, kK
WRAE, AKERE) 23, 777 —F KU 7 A20mg, kg TIEFIZEKERERIZ IS < BRSO JEE &
OEEA DR B, F_XT 7Y — v NI D AMH) + 7 XY K+ 7Y An~
A UBICBOWTRIEROHE O bBIE I, KRR TR bN-ZiL, 777 —1
TRV T ADA XIS B EERBCTHICRE SN TWAELERETH Y . RO ORI %
P& . HiFEEOBHIC L Vs g = &idnoT-,

(3) EERAFMHER
1) ARERRAT. AEIRAP G ER
WMEREZ >~ M1, 6, 30mg kg, H Z IR G L 72 &, %mgﬂgfﬁ%%®&5%ﬁ:ﬁ%\
BRGSO BV BB OETERE, IR OHA RIS+ 2 BT3RO b o7z, (@)
2) & BRI G
?yFK% Hm<@%@/@/H%ﬁﬂ&5btﬁﬁ:4mmgﬂgﬁiﬁ%%@ﬁ%@%ﬁT\
ﬁﬁ@ﬁ AR ORERINMHI 2RO S, REMW OETRRE~ DR RESELE .,
AT @%h&#oto (®)
Wﬁ%LLG\%mgﬂg/H%%WWEQLkF% 30mg, kg TIT RN DI G-ERAL OIS, &
Eﬁ@ R RARE DR T L O BIE S 580 bz, L. REWOATERE~ D%, IBSEME
. JEFIEPEITER D B e o Tz, (@)
3)@?% LI G- RAER

?ybk16 30mg kg H Z#lRINEE G LIZ#E R, 30mg, kg Tl G DOBESE, it IR
AR OREHINIHE 23580 btz Ll BEMOSME, WE~OFE, HAEROAEFE~D
%ﬁ’i.“ IO Lo T, (®)

4) ZotoiEkEMN
1) X777 —F hU U LA S
OFuEM:
E/VE y MBI 2 PR Tl BAEFURMENSR O b0 BETURMHEITERD 6o 7,
~ U A TIREIETURYE, BEHURME L IZRD DR o7z,
Q% BN
AW % N T A IR 22988 BB Tl BWVBB 7228 BB IEA SR DAL= 25, WFLE OB
FfnZ W2 YR B R B L O~ 7 22 O T2/ ERBRIE, W b TH - 72,
@ AU
~ 7 AZ2, 20, 100, 200mg kg H. 7 v hiZ5, 15, 30, 60, 120mg kg~ H %24 [M#E M
e LBk, M7~ hDbmg kgl ET, AEKOEERICHEK S AP H A MY v OFHGER
@Lﬂﬁ@lk%x%ﬂéﬁmﬁw%/4kﬁfﬂ 16D BT PIAMZIE . IS AJRME & 7 RIB 3 5 AT /L
IR bR Do Tz,
2) IXRTIZ—=F NI UL TEXFIIY KW, 7T Au~A 2 3FI0F S
CHO@%%%VKHGHWW BB RARERRBR T, 72XV KR 5 2a~A
NCRDTIRT TV =T B U LDBIEFRARERFRIEMOMEMZ G Lic, £ ORR,
%mMTET&U#ﬁE IZBWT, X TV —)LF MU 7 LAEA TEXT U KA
77V A< DRI, KNI RT TS =)L F R UL TEXFVVY KRN T
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X. JFERIREAERICBEJ 1R

J2u<A T O3FPMIC L 2 BInFRRERFZREMIFBD 0T, TEF U KW KL
N7V 2w, NXBTXT T — T N U LADOBIETIRARERFRIEHOHEMITED 5
oz,

Tl TR TRT T =T N OL S TEX VY KR, 7T An~v AT D125
,500,/500mg, kg, 250,,1000,1000mg, kg, 500,2000,2000mg, kg, 75072000, 2000mg
kg 2 AFIRER A L, BT 2 PR ETFHRIEN O A B2/ MERBRIZ L0 G L7z,
ZORER, SHIPFHOREHETHLEICRIT 2R EFEFRIENIIA Lo Tz,
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X. EEMNEIEICEYT SIER

1. FAEX5
WA . NY =y FEbmg + $#£10mg + $E20mg
GRS FE—EMEONGFEIZLVERT 2 L
BRIRSY : TRT T =+ b o s AR L

2. BExhEAM IR
FEFHEIRR « 3% (XU = FESbmg - $E10mg - ££20mg)

3. BFEk - REEH
XYy NESBmg + FE10mg

RIRIRAT

PTPALEE T b S SSBHEE, T i, BAEM TRIFT A28 (BRMETT 22 &5
b5),

%Y =y ME20mg

FIRMAT

TV IRFERITRR LB TREFET L 2L (BEPETTL22E08H5),

4, EFEZRWNLEDIER
(1) ZERTORFEVWEDEESIZDINT
ML

(2) FEFRIZABFORFZWIZDONWT (BEFICEEITANASHNESIES)
VII.-14. @A LoEE] OESMR
BEMERNTA R A <TVoLBY A

(3) RAFFDOBESIZDONT
BN

b, RIBEHFH
EIA Y R 7 EHEE AR ED L, @MUNHEmET 5 Z L,
(XY = v MEESmMg + HE10mg)

6. @I
ANY Ty BEEBIMG v 10042 (PTP - »37) - 140§ (PTP14T X 10)
RY Ty REEIOME - oovrrr e 1008 (PTP + /X7) « 140%Z (PTP14T X 10)
280%E (PTP14T X 20) - 500%& (PTP) - 7008E (PTP14T X 50)
RY Ty REE20mg - 1004 (PTP) - 1408 (PTP14T X 10) - 500%E (PTP)
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X.

EEMEIRICEY SRR

1. BHOME
(1) U=y #Ebmg

(2)

(3)

oo
T

PTPEEE 4
PTP: RV v, 73
W:TNHITF7I%x—F
N TR
B R =F L
Xy v/ RNV ZF Ly (FBEAIRGTX)

NU =y FEE1Omg
PTP M,
PTP: AU Fovr’'Ly, 73
W:TNWITIR—h
AV Ak T
Rz RV x=F L
Xx o7 RV F L (AR )

N =y FME20mg
PTP: RV v Ly, 73
T TAITFTIF— b

—Hi5 - AR
RS
e ih 4 S4t4
T _7Z Y — )L NabElOmg V71 | P HEE
Z_XFZ =)L Na$E20mg [ 71 | R HI3E
S5 —F b Uy AEEIOmg [ R Wk
FRFZ =) F b T AEE20mg [ B VAN %
[z 3K
— 4 P b 4 244
FRAT T —)u FRAT T — ) TANTERH
FAT T M =%
ST T =) Cava=04 ECH S T3
TY RS T =)= TR bKF) XX VT L TANTERH -4t
R TFITV 7= L et HIlr¥xx T EHE N T2

9. EFFEEFAR
19974F10H 14 H
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X. EEMNEIEICEYT SIER

10. %t E&Jbﬁ;m\qiﬁ H &Uﬁ;w%"?

11.

12.

NY =y MESmME
2014412 H 26 A
KRB EE : 22600AMX01382000
Yy FE1I0mgG
1997£E1of§14E
7% B 1 20900AMZ00603000
/\Ji/ ~ $£20mg
19974104 14 H
HAKFBE S 20900AMZ00602000

EfmEEINSHF R B

XY =y FEbmg : 20154F2H 24 H
NY =y FE1Omg : 1997412H 12H
NY =y ME20mg : 1997412 H 12H

DEEXIHREM. RERVAZEEFENZENDFEABRUVZTOAR
XY=y b EE10mg
(1) B - FRRZ M T MR E R OMERRR A
FHE - HEO—HZAE AR : 20034E7H17H
(2) BEBE T+ HBEEICBIT 5~ a sy Z— . v'a ) OREOHE)
ZhEE « 2. AL - HEO A HARE 200741 H26H
(3) BIER I+ HBESEICRBIT A~V any ¥ — . v'a ) OBRE O
L« HEO—HZHE AR : 20074-8H23H
(4) HMALTY > /NJf, FRRPEI OB SR BER . R B 8 23k D N BERY TR IR
Ry Z— - vl OBREOMB)
Zhie « ZhR. YL - RO A F A : 2010456 18 H
(5) FEOD ANEE BB IE
ZhEE - 2. AL - HEO AT AR : 20104-6 H 18H
(6) v h Ry T A b EX—IC Lk DIRRTRNEAR 4 A it Al 4
ik - HEO—HZAEAR : 20109-12H21H
(1) ~Vanyz— . VEERERICBIT LI any Z— . vEal OREOHHB
ZhEE « RO —EA T AR : 2013FF2A 21 H
(8) [RH&ET AU EHRFICIIT D BIEE L+ I8 O f s
ZhEE « Zhi. HE - HEO AT AR : 20144124 26 H
(9) v hrR T A b EX—IC K DR TR e i it Bl K OMERRR L
Mk - HEO—HZEEAR : 201749H22H

Y =y FE20mg

7a kIR A e B X I K BIEETHEAR T I i A E R
A - HEO—HZA2 AR : 20104F12H 21H
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X. EEMNEIEICET SIER

13. BEEHE. Bi@BERAREABRUZTOARE
1. /NU v FEE1Omg
(1) BIEE., +HBPES. Waiigs, WiRtEE R, Zollinger-EllisonfE & #
AR AU EIAE A B - 200842 26 H
BRAEMREONE  EEIEFIAFLE2HA T UKRIESFEH) onFiucbizy Lzan
Zhee - hA, AL - HEEER L

(2) B3 - PR Z 0 SR A 28 D HERFRE L
PSR AE Flm A B : 20094124 21 H
FREMEONE « FIEF 14552045 GRRIEGTEMH) OWT I HiEYS L
Zhie - Zh3, L - HEAE R L

(3) BB I+ HBEEICE T 2~ as ¥ — . val oREOHME (—kERE)
PR mATEHAH - 201345 4H
AR RONRE - FEEIEFE145E 24T UKGRIEGEM) OWnTF iz izl L
Bhhe - hE. Bk - HEAER L

2. NJ v FME20mg
BiEs. + BEE. WEEEE., Wit RER, Zollinger-Ellison i B HE
PR RS @M B 200842 26 H
BEAEMREONE  EEIEFI4ARE2HA T UKRBELGER) OWTFius by L
e - R, E - HIEEER L

14. BEEHAM
1. U=y MEsmg
RAET AV Y GRS T 2 B XX+ 6585 O B3 il
FREA M - 4450 (20144512 26 H ~2018412H25H)
2. N =y MEIOmE
(1) BIEE., + %, Waias, JttEE R, Zollinger-Ellison i fHE
FERAWIM - 6 (1997410H 14H ~20034F10H 13H : #7)
(2) % - PR A 0 I3t R IE 28 OMERFIREE
FREEA M - 4R (2003FE7H17TH ~20074-7H16H : #7T)
(3) BHIEH I+ fERICBT o~ ans ¥— . va U OREORHE (—kERE)
FRFEA M - 44ER) (2007451 H26H ~20114E1H25H : #&7)
(4) EHAET A Y CEHRIZE T 2 BB T+ HIBE 5 O s
FERAHIN - 4 (20145512H26H ~20184F12H25H)
3. NU =z FE20mg
BiEg. + fEREE. WEEEs, witEEE R, Zollinger—Ellison/iE fEHE
FERAHR - 6 (19974-10H 14H ~20034F10H 13 H : #7)

15, HEHMFIRERESICET 5155
AANL, B (BHHWVITEE) $IMICEET 2 HIIRITED STV R0,
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X. EEMEIEICEYT HIEE
16. &fEa—FK
g HOT (1347) % & E?f;éﬁffﬁ_%f Le7 MERa— k
/NIy FESmg
PTP100T 1240269 02 0101
PTP140T 1240269 02 0201 2329 028F 3026 622402601
»X7100T 1240269 02 0301
/N1 Ty FE10mg
PTP100T 1045390 02 0101
PTP500T 1045390 02 0102
PTP140T 1045390 02 0201
PTP280T 1045390 02 0202 2329 028F 1023 610412202
PTP700T 1045390 02 0203
»N7100T 1045390 02 0301
/N1) Ty F§E20mg
PTP100T 1045406 02 0101
PTP500T 1045406 02 0102 2329 028F 2020 610412203
PTP140T 1045406 02 0201
17. REHTLEDEE

BEARNA
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XI. Xk

1.

5| Rk

@M% =R 5 : Modern Physician, 14 (FREEEE T 5,
@7{# =B85 : Modern Physician, 14 (fiE T 5 |
@AK B : Modern Physician, 14 (FRFEE TS,
@/\JZEE & : Modern Physician, 14 (FRFRFEET) =),
OFEFRFS/A S : Modern Physician, 14 (G EEHA T ) |
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W ¢ 4 |Aciphex Aciphex Sprinkle
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CEIGRERAG 10mgZ & H 4 20 7 IVFl
UETHEA 20164104 2017474
2 - 2 oHF: | 1 INDICATIONS AND USAGE 1 INDICATIONS AND USAGE
(HARTOEE - 1.1 Healing of Erosive or Ulcerative GERD in ACIPHEX Sprinkle is indicated for
AR EFIIRD) Adults treatment of Gastroesophageal Reflux
ACIPHEX delayed-release tablets are indicated Disease (GERD) in pediatric patients 1 to
for short-term (4 to 8 weeks) treatment in the 11 years of age for up to 12 weeks.

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

1.2 Maintenance of Healing of Erosive or

Ulcerative GERD in Adults
ACIPHEX delayed-release tablets are indicated
for maintaining healing and reduction in
relapse rates of heartburn symptoms in
patients with erosive or ulcerative
gastroesophageal reflux disease (GERD
Maintenance). Controlled studies do not extend
beyond 12 months.

1.3 Treatment of Symptomatic GERD in Adults
ACIPHEX delayed-release tablets are indicated
for the treatment of daytime and nighttime
heartburn and other symptoms associated with
GERD in adults for up to 4 weeks.

1.4 Healing of Duodenal Ulcers in Adults
ACIPHEX delayed-release tablets are indicated
for short-term (up to four weeks) treatment in
the healing and symptomatic relief of duodenal
ulcers. Most patients heal within four weeks.

1.5 Helicobacter pylori Eradication to Reduce

the Risk of Duodenal Ulcer Recurrence in
Adults
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ACIPHEX delayed-release tablets, in
combination with amoxicillin and
clarithromycin as a three drug regimen, are
indicated for the treatment of patients with AH.
pylori infection and duodenal ulcer disease
(active or history within the past 5 years) to
eradicate H. pylori. Eradication of H. pylori
has been shown to reduce the risk of duodenal
ulcer recurrence.

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.

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

ACIPHEX delayed-release tablets are indicated
for the long-term treatment of pathological
hypersecretory conditions, including
Zollinger-Ellison syndrome.

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

ACIPHEX delayed-release tablets are indicated
for the treatment of symptomatic GERD in
adolescents 12 years of age and above for up to
8 weeks.

ik « RO
(AATOR -
Fik L 125172 5)

2 DOSAGE AND ADMINISTRATION
Table 1 shows the recommended dosage of
ACIPHEX delayed-release tablets in adults
and adolescent patients 12 years of age and
older. The use of ACIPHEX delayed-release
tablets is not recommended for use in pediatric
patients 1 year to less than 12 years of age
because the lowest available tablet strength (20
mg) exceeds the recommended dose for these
patients. Use another rabeprazole formulation
for pediatric patients 1 year to less than 12
years of age.

2 DOSAGE AND ADMINISTRATION
2.1 Dosage Regimen

ACIPHEX Sprinkle is recommended for up to

12 weeks in pediatric patients 1 to 11 years of

age and is dosed by body weight:

- Less than 15 kg: 5 mg once daily with the
option to increase to 10 mg once daily, if
inadequate response.

- 15 kg or more: 10 mg once daily.

2.2 Administration Recommendations

- Take the dose 30 minutes before a meal.

- Do not swallow the capsule whole.

- Open a capsule and sprinkle entire contents
on a small amount of soft food (e.g.,
applesauce, fruit or vegetable based baby
food, or yogurt) or empty contents into a
small amount of liquid (e.g., infant formula,
apple juice, or pediatric electrolyte solution).
Food or liquid should be at or below room
temperature.

- Do not chew or crush the granules.

- Take the entire dose within 15 minutes of
preparation.

- Do not store mixture for future use.

- Take a missed dose as soon as possible. If it is
almost time for the next dose, skip the
missed dose and go back to the normal
schedule. Do not take 2 doses at the same
time.
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Table 1: Recommended Dosage and Duration of ACIPHEX Delayed-Release Tablets in Adults and Adolescents 12

Years of Age and Older

Indication Dosage of ACIPHEX delayed-release tablets Treatment Duration
Adults
Healing of Erosive or Ulcerative |20 mg once daily 4 to 8 weeks*
Gastroesophageal Reflux
Disease (GERD)
Maintenance of Healing of 20 mg once daily Controlled studies do not extend
Erosive or Ulcerative GERD beyond 12 months
Symptomatic GERD in Adults 20 mg once daily Up to 4 weeks**
Healing of Duodenal Ulcers 20 mg once daily after the morning meal Up to 4 weeks***
Helicobacter pylori Eradication |ACIPHEX 20 mg 7 days
to Reduce the Risk of Duodenal |Amoxicillin 1000 mg
Ulcer Recurrence Clarithromycin 500 mg

Take all three medications twice daily with
morning and evening meals; it is important that
patients comply with the full 7-day regimen

Pathological Hypersecretory Starting dose 60 mg once daily then adjust to As long as clinically indicated
Conditions, Including patient needs; some patients require divided
Zollinger-Ellison Syndrome doses Some patients with

Zollinger-Ellison syndrome have
Dosages of 100 mg once daily and 60 mg twice |been treated continuously for up

daily have been administered to one year
Adolescents 12 Years of Age and Older
Symptomatic GERD 20 mg once daily Up to 8 weeks

* For those patients who have not healed after 8 weeks of treatment, an additional 8-week course of ACTIPHEX may
be considered.
** If symptoms do not resolve completely after 4 weeks, an additional course of treatment may be considered.

*** Most patients heal within 4 weeks; some patients may require additional therapy to achieve healing.

4 | AFUR

2 # 4 |Eisai

Bk 72 4 |Pariet

B - s | 1EEFICT_T T — ) Y 7 A10mg, 20mg% & A T D IHIASE

SETHEH 201743 H

ZhEE - WO | Therapeutic indications

(HARTOHEE - PARIET tablets are indicated for the treatment of:

AR TR D) - Active duodenal ulcer

- Active benign gastric ulcer

- Symptomatic erosive or ulcerative gastro-oesophageal reflux disease (GORD).

- Gastro-Oesophageal Reflux Disease Long-term Management (GORD Maintenance)

- Symptomatic treatment of moderate to very severe gastro-oesophageal reflux disease
(symptomatic GORD)

- Zollinger-Ellison Syndrome.

- In combination with appropriate antibacterial therapeutic regimens for the eradication of
Helicobacter pylori in patients with peptic ulcer disease.

JHE - ROk | Posology and method of administration
(ARATONE - Adults/older people:

ML ER72%) Active Duodenal Ulcer and Active Benign Gastric Ulcer: The recommended oral dose for both
active duodenal ulcer and active benign gastric ulcer is 20mg to be taken once daily in the
morning.

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

Erosive or Ulcerative Gastro-Oesophageal Reflux Disease (GORD): The recommended oral dose
for this condition is 20mg to be taken once daily for four to eight weeks.
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Gastro-Oesophageal Reflux Disease Long-term Management (GORD Maintenance): For
long-term management, a maintenance dose of PARIET 20mg or 10mg once daily can be used
depending upon patient response.

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

Zollinger-Ellison Syndrome: The recommended adult starting dose is 60mg once a day. The dose
may be titrated upwards to 120mg/day based on individual patient needs. Single daily doses up

to 100mg/day may be given. 120mg dose may require divided doses, 60mg twice daily. Treatment
should continue for as long as clinically indicated.

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

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

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

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

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

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

2. BB HERERXIEER

(1) 1EmFICBEY DBIMER
EWNICB T M EoER s, Em, ZlmSE~0KRE ] OHEOFLEHIIUTO LB THY, K
E O ICE, KEOTRM SCETLHAR L1382 D,

/N1y Iy MESmg, /31 Ty FE10mg

(A EoiE] M, i, ZLmE~0& 5

(1) s SUATIESR LTV 5 ATREME D & 2 i NITITTER L ORISR Gt L LE D &S 256
WCORBEETHZ L, ([EWER (7 v MMEO400mg, kg, VYV X#E30mg,kg) TR HEME
(7w FTIREEE, X THREOK T, (WEEIE) PGS TS, £z, 7 MZIX
77— F YA (26mg kg H). TEXTVY KFIM (400mg, kg HULE) KO
77V Aa~A vy (50mg/ kg HLLE) Z4BFOFRHES L2 BT, MCREBREOE(LN
BHOLNTWND, ]

(2) AT OIEA~DOEEITRET 5 Z ENEE LR, A2 TRET AT, WL 2RT &8
L&, [EWEER (7 F) THIT~ BT T2 LM SN TN D, ]

/N1 v FEE20mg

(EA EorE] Mis, e, BRILmE~DOS

(1) iha SXOFEENRE L T2 ATREME D & 2 I NITIFTRIR EOA RN ERMEZ ElE 5 &l S n 58546
WCOBFEETHZ L, ([EWMER (7 v MEO400mg, kg, 7V X§1130mg,kg) THIEHEM
(7> N TLEEBIE, VY X THREOR T, LFRIE) NHEINLTN5D,)

(2) AT OA~DOEEITRET 2 2 ENEE LD, &2 THRET2581T, Bzt
HZE, [BWER (7 8 THAHFR~BITT2Z @GSN TN D, ]
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Aciphex
(20164£10H)

Pregnancy

Risk Summary

There are no available human data on ACIPHEX use in pregnant women to inform the drug
associated risk. The background risk of major birth defects and miscarriage for the
indicated populations are unknown. However, the background risk in the U.S. general
population of major birth defects is 2 to 4% and of miscarriage is 15 to 20% of clinically
recognized pregnancies. No evidence of adverse developmental effects were seen in animal
reproduction studies with rabeprazole administered during organogenesis at 13 and 8 times
the human area under the plasma concentration-time curve (AUC) at the recommended
dose for GERD, in rats and rabbits, respectively /[see Data/.

Changes in bone morphology were observed in offspring of rats treated with oral doses of a
different PPI through most of pregnancy and lactation /see Data/. Advise pregnant women
of the potential risk to a fetus.

Data

Animal Data

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

Administration of rabeprazole to rats in late gestation and during lactation at an oral dose
of 400 mg/kg/day (about 195-times the human oral dose based on mg/m?2) resulted in
decreases in body weight gain of the pups.

A pre-and postnatal developmental toxicity study in rats with additional endpoints to
evaluate bone development was performed with a different PPI at about 3.4 to 57 times an
oral human dose on a body surface area basis. 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 of this PPI equal to or greater than 3.4 times an
oral human dose on a body surface area basis. Physeal dysplasia in the femur was also
observed in offspring after in utero and lactational exposure to the PPI at doses equal to or
greater than 33.6 times an oral human dose 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 the PPI was administered at oral doses of 3.4 to 57 times an oral human dose 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 33.6
times an oral human dose on a body surface area basis.

Lactation

Risk Summary

Lactation studies have not been conducted to assess the presence of rabeprazole in human
milk, the effects of rabeprazole on the breastfed infant, or the effects of rabeprazole on milk
production. Rabeprazole is present in rat milk. The development and health benefits of
breastfeeding should be considered along with the mother’s clinical need for ACIPHEX and
any potential adverse effects on the breastfed infant from ACIPHEX or from the underlying
maternal condition.

KIE OBATCE
Aciphex Sprinkle
(20174:74)

Pregnancy

Risk Summary

There are no available human data on ACIPHEX use in pregnant women to inform the drug
associated risk. The background risk of major birth defects and miscarriage for the
indicated populations are unknown. However, the background risk in the U.S. general
population of major birth defects is 2-4% and of miscarriage is 15-20% of clinically
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recognized pregnancies. No evidence of adverse developmental effects were seen in animal
reproduction studies with rabeprazole administered during organogenesis at 13 and 8 times
the human area under the plasma concentration-time curve (AUC) at the recommended
dose for GERD, in rats and rabbits, respectively /see Data/.

Changes in bone morphology were observed in offspring of rats treated with oral doses of a
different PPI through most of pregnancy and lactation. When maternal administration was
confined to gestation only, there were no effects on bone physeal morphology in the offspring
at any age [see Datal.

Data

Animal Data

Embryo-fetal developmental studies have been performed in rats at intravenous doses of
rabeprazole during organogenesis up to 50 mg/kg/day (plasma AUC of 11.8 pg* hr/mL, about
13 times the adult human exposure at the recommended oral dose for GERD) and rabbits at
intravenous doses up to 30 mg/kg/day (plasma AUC of 7.3 pug*hr/mL, about 8 times the
adult human exposure at the recommended oral dose for GERD: 20 mg of rabeprazole
delayed-release tablets per day) and have revealed no evidence of harm to the fetus due to
rabeprazole.

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

A pre- and postnatal developmental toxicity study in rats with additional endpoints to
evaluate bone development was performed with a different PPI at about 3.4 to 57 times an
oral human dose on a body surface area basis. 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 of this PPI equal to or greater than 3.4 times an
oral human dose on a body surface area basis. Physeal dysplasia in the femur was also
observed in offspring after in utero and lactational exposure to the PPI at doses equal to or
greater than 33.6 times an oral human dose 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 the PPI was administered at oral doses of 3.4 to 57 times an oral human dose 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 33.6
times an oral human dose on a body surface area basis.

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 a different PPI at
oral doses of 280 mg/kg/day (about 68 times an oral human dose on a body surface area
basis) where drug 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.

Lactation

Risk Summary

Lactation studies have not been conducted to assess the presence of rabeprazole in human
milk, the effects of rabeprazole on the breastfed infant, or the effects of rabeprazole on milk
production. Rabeprazole is present in rat milk. The development and health benefits of
breastfeeding should be considered along with the mother’s clinical need for ACIPHEX
Sprinkle and any potential adverse effects on the breastfed infant from ACIPHEX Sprinkle
or from the underlying maternal condition.

HEOYSACE
(201743 1)

Pregnancy

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

Breast-feeding

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

(2) NRZFIZEAT B ER
EWNICB T 260 Forg VNRE~oFE ] OEOTHIZILLTO LB THY | KEOUST CE,
HE[E O SCEFLHNE S 1T R D,

/N1 Iy bEESMg, /N1 Ty FEE10mg. /3 T FEE20mg
[/ EoiEg] VhNRE~DFEE ]
/NS B e AT L TR (ERRBR 2 2\,

91



XI. &2&%#

KEOHSIE, FEOUMISCEICB T Srtilie FTRITR LT,

Hi

FLARNA

KEDGFT CE
Aciphex
(20164:104)

Pediatric Use

The safety and effectiveness of ACIPHEX delayed-release tablets have been established in
pediatric patients for adolescent patients 12 years of age and older for the treatment of
symptomatic GERD. Use of ACIPHEX delayed-release tablets in this age group is
supported by adequate and well controlled studies in adults and a multicenter, randomized,
open-label, parallel-group study in 111 adolescent patients 12 to 16 years of age. Patients
had a clinical diagnosis of symptomatic GERD, or suspected or endoscopically proven GERD
and were randomized to either 10 mg or 20 mg once daily for up to 8 weeks for the
evaluation of safety and efficacy. The adverse reaction profile in adolescent patients was
similar to that of adults.

The related reported adverse reactions that occurred in >2% of patients were headache (5%)
and nausea (2%). There were no adverse reactions reported in these studies that were not
previously observed in adults.

The safety and effectiveness of ACIPHEX delayed-release tablets have not been established

in pediatric patients for:

- Healing of Erosive or Ulcerative GERD

-Maintenance of Healing of Erosive or Ulcerative GERD

-Treatment of Symptomatic GERD

-Healing of Duodenal Ulcers

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

-Treatment of Pathological Hypersecretory Conditions, Including Zollinger-Ellison
Syndrome

ACIPHEX delayed-release 20 mg tablets are not recommended for use in pediatric patients
less than 12 years of age because the tablet strength exceeds the recommended dose for
these patients. For pediatric patients 1 year to less than 12 years of age consider another
rabeprazole formulation. The safety and effectiveness of a different dosage form and dosage
strength of rabeprazole has been established in pediatric patients 1 to 11 years for the
treatment of GERD.

Juvenile Animal Data

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

When juvenile animals were treated for 28 days with a different PPI at doses equal to or
greater than 34 times the daily oral human dose on a body surface area basis, overall
growth was affected and treatment-related decreases in body weight (approximately 14%)
and body weight gain, and decreases in femur weight and femur length were observed.

KE DR SCGE
Aciphex Sprinkle
(201747 H)

Pediatric Use

GERD in Pediatric Patients 1 to 11 Years of Age

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

Symptomatic GERD in Infants 1 to 11 Months of Age
The use of ACIPHEX Sprinkle is not recommended because studies conducted do not

demonstrate efficacy for the treatment of GERD in pediatric patients younger than 1 year of
age.

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

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

Neonates <1 Month and Preterm Infants <44 Weeks Corrected Gestational Age
The use of ACIPHEX Sprinkle is not recommended for the treatment of GERD, based on the

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

Juvenile Animal Data

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

When juvenile animals were treated for 28 days with a different PPI at doses equal to or
greater than 34 times the daily oral human dose on a body surface area basis, overall
growth was affected and treatment-related decreases in body weight (approximately 14%)
and body weight gain, and decreases in femur weight and femur length were observed.

EAEIRY SHBE
(20174£3 1)

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