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2 1 AHI OB UBRE O BAED & 2 B AN TANG F— - En) BRGNS &S UL IEBNI O
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3.1 #mk L LTV,
WR5E % AVEDRS 731 v F§E10 5.7 AYANT 5= Yoy g RICH VAR, AY an
e RS TS e T Dy = O ABTH B 2 b R OPHEREC £ ) A 3
LRI %y U 25mg kU 410mg N7y — - KO EEHETHD I L 2 ERT AL,
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BT ATV, BibF 5 v, Bk~ AT a, A
Il FT) VBT LA, FVy, REREE N
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Zollinger-EllisonfE{&#. JEV S5 AMBREYRIE. KHAE
TAEY U HBE5EICET3BBREXETRBESEOER
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O FRICBTBIAUIAN 42— - EOYDKREOHEED
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5. RERIZZNRICEEES 5EE

(GhEESEE)

5.1 KA OG- FHI X AFERERERT A2 LD LH0T, E
TTHRWZ ERERD D 25352 L (EMALTY »/3E,
RN BRI AT 2 NEBEEEEE ICB 2N anNy & — -
Yo ) oBRBEOHMBIZ R ),

GEV S AME BEWTE)

5.2 %552 % A B e U CRHIEZMRL ., JER O EME R
DFRO LN WA T, BRERDANDORER DS E 2 b b 720
D5 72 RN DL 2 G+ 5 2 L

(BERET7AEY U HESHICE T2 EEEIE+T2EBEEDE

S

5.3 [fifs - ZEROFEEIFI O 72O IEHE T A YY) ¥ % kit 5
LT BEHETHGRE L, HGHBICE L TE, HEEX
IR EE OMAE R T S 2 L,

(ANYany g— - £l OREOHEED)

5.4 EATHIEMALTY »/SEICHg A1) anNs & — - Eol) g
BRI O A VEIIET. L T,

6. AERUVHAE

(BigE. t=BaE. WAEiEE. Zollinger-EllisonfEREE)
BE. RACEINTIT = v F v ak LT1E10mg%®
THIFEGE R 5-9 5 A5, WIkI2 & 0 1A120meg% 1 H 1A %5
THIENTE D, B, WE. Bith. WALLESE TIE8E
MF T, T+ IBEE CIZ6AM E ToikG 45,

(BRERER)
SREY

WFHEEBEREOEHRICBW T, #@F, AR IRNT T —
U b Ak LClE10mg% 1 H 1% 534 % 55, JgIkiz
LD 1E20mgZ 1H 1A O%5-3 5 2 LATE S, 2B, #F.
SHEM F CcoFG ¥, T/, ORI T s —
2 & BIGECHEA T3 %4E, 1E10mg i1 20mg % 1H
2M, S HIC8HMBEIORG T A ENTE L, 72720, 11
20mgl H2M#% 53 EEOMBEGEL G T 256125,
© MEFREE:
F5E - BB AR R A ORI BV TE,
W OEAIEINT I =) F b))y ak LClEl0mg%1H
1RG4 5, /2, 7o by RyF1 ey —I2k bk
FECHRI AT % B EE R OMFEREICB VT, 1A
10mg# 1 H2[E#E #5356 2 L5 TE %,

GEU 5 AME BEWTE)

WHEL. RACIETIART T =+ YAk LTlEl0me%
THIERE 53 %, 2B, @%. 4l F cofkbh L35,
(BERE7AEY U HRS5BICE T2 EEERIIT2BBEENE

LMD
WHEL. RACIETRT TV —vF P AL L ClE5megx 1H
ARG 3 255, BEA T OHA 131 E10me % 1 H 1E#E
[543 ENTED,
(ANYany 44— - el OREOFEE)
HHL WMAIIZ T RT T —)vF R Ak LCLEL0mg. T
EFT VY VARAW E L CLET50mg (Jfli) RkO7 S Y A0
~ A v e LTln200mg (i) O3# % [FEEIZ1H20, 7H
WREO&S 3 %,
B, 790 A0TA 0L, LEICS L CGEEHE TS &
WT&E 5D 72721 1H400mg (i) 1H2A% FBRE 3%,
TANSRITL e ES— TEXFT V) VKR 5
V2O A L rD3FNFEGIZEBEA) anNy vy — - Yo ok
REEPARIIOL AL, b aifme LT, #lHE. W
NZEIXRXTFy—= > M)y ak LTlHl0mg. 7EFXF T ¥
) UKEI E LC1al750mg (Jififi) RUSx bu=F v -k
L C1m250mgd 35 % [AkE 21 H 218, 7H B#EO5%54 %,

7. BERUHEICEET 58

(BB, T-HEEE. WEEHEE. Zollinger-EllisonfERE)

74 IRAE L et a KON - RO A 121 20me %
IHIE#R 595 2 LN TE %,



FRERER)

7.2 IRAE L WA R OH5EN - HEEOY A1 20mg &
TH1EHS 5 2D TEL (55 - FIRE 8D K3tk &
WROHFRE, T MR TA ey — X BEETH
WRF DA ER) T2, Jatr Ry A ey —
2 & BIEHCRIEAR T4 7 B 15 L1E10mg 11 EI20mg %
TH2[, & SIZ8HEE G 3 Aa1E. NHSHRAE Ttk &
BRPEBL TV W EAERET LI L. B, AFNLA
20mg® 1 H 211 #4513 AR BEMAS CHEE O REIRGEE % iR L
eI S (1711 &,

8. ERLEAER

(xhEe3tE)
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ENEF L,

FRMERE R OHEREE)

8.4 FiSt - WA RIBEHRL UM Ry Tf sy — |2
L BEBRTHEART T REZIRLIT) 2 & L, Rk, HiFr
FREOVED R VBT DR VWEIBET L L, %
7oy EEHIBR. 7OV 3 — VIR BR SR 0 A R O UE S S
., EREREEDSEINC D72 D ks 2 A I L E &
ERT DT L. BB, MEFREE ISR & i
T 5% SR TTIAT) T ENEF L,

GEV 5 AN B BEWTE)

8.5 ML Ve l). BERE QBRI TRV R LASNS

EEIR I~ 7 A v

& (LEMSH7ZY28ME) 2D 25T HZ L, b,

RN OF G-I E e EESE O BN K O o L2 U
L BIERE T 52 e HBHOT, NWHERESFIZLD I
LOFE TR NI LEHRTLI L,

CBEOEEEETIEEICHET AR
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A1 EBRBIEDBREEDH 5 BE

3 FFRpEEERE

FFRE 22 3 C I ERE D5 DB % o

9.5 117

TEIR SO IR L T B W0 & 5 ME 2 ik iR E & s
fabriEx B2 LI SN LGEICOREG3 52 &, BT
B (5 v FEI1400meg/kgy 7V FiE30me/kg) THE IR I
(7 v FTALERBIE, 7Y FTHREOKT. [LEEE) 253kE
SNTWwb, /72, v MIIRTIV—=)F MY T4
(25mg/kg/H). 7EX ) YK (400mg/kg/HLLL)
KOz 51)2a<4 vy (50mg/kg/HU L) %486 H%S
L7238 T, MECHRIBIRFEDEL RO SN T WD,
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LT EPHEENTVD,
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(22 /]
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THLZENDH D,
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A= AHFIEH o I A | AR o T R A3 B
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1. BI{ER
ROBEWEREH S bNDEZ ENHDHDOT, BgE 512470,
B SN G & Pk 2 7 &) 2 LiE F AT
yZ L,

1.1 EXEEER

NAA2ayy BEERH)., PF7147%>— (HEARH)

1.1, 2 AmERRE S (BEAR) ., EFERERAEE (B AH) . I
WigD (0.1%A0) . BmMEEm (HERE)

11.1.3 BIFERF &% CHHEEARHBH) . FFHEEREE (0.1~5%Kim) . ®E
(BHEEARH)

11.1.4 EEMmE (0.1%Fm)

FEE LK, DPURAEE, Mo RE (85 ErRo s
LA, R I X RSO FER L. AR O%S %
ik 5 e e b0, BB EERVE CHOHRSEDw#Y) 7 L
119 2 &,

1.1.5 EEEE (HHEAH)

LR R SRR #IE (Toxic Epidermal Necrolysis:TEN) .
FZ SRR ARAE A (Stevens-JohnsonfEEHE) . Z ALK H
EbNBET EDRH D,

11.1.6 2MBEE HEAH)., BEMBER GHELAH)
BEgReA (BUN, Z L7 F=0%) 10EETAHI L,

11.A.71KF MU D LMAE GEEAH)

11.1.8 EBBAEE (AR
W, B&, CKES. Mk Rh I+ rue sy Fqd%
Y L 3 DERUGRRIEDN H 5 b A Z L DB b,

1.1.9 RABEE GHEARH)

11.1.10 $EELIRRE (HEEAH)

AR, BEATE, RHEME, XIH. AN, B SURMES
HoEbNLZENRDH D,

* %N A N TR T LIGE GHEAR)

KRAOEMHEG LY, QTIE., &8, LUONEEE) K~
TR NMFEDRH S bNSEZ ENH L, T2, KT AT
L MSEVER L 724K )V & A UE, KA ) 77 2 UES O B
HREREIBEEDR DD, TS OBMEE RGOS IER
W SHONTHEIZIE, A~ 748 2 L ORIEZ 1TV,
BHRD SNTHEL, 7T A ORFCE DY) 7 ML
ITH 2k, [82 ]
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11.2 Z O OEIER

(BiEE. +=EEaE. UANES. SRR ER. Zollinger-
EllisonfEf&#. U S AMBREVRIE. KAE7XED >#%
BEECH T 2 BBERIIT2HBEEOBRING)

0.1~5% i 0.1% A HEEANH
W BUE 5. SRR | ERE
k2 FMERR A F AR IMERR A . 5
MERIEIN, WFER|h kL, )~
BRI, Al |2 SERE
JifRi AST. ALT.[®EUYLrE>Y®
Al-P. y-GTP.| &
LDH® k5
VB % IMiE F 5 EIjES
HALA RS, T, ME|EE . R, A |E g, MRk, B

IR AN A NI RN & R OIN S

S % 724, 117, f|(collagenous
AR, ¥l |colitis .
lymphocytic

colitis)

FEARE R | DF V. 5D OTAE, K
&, IRA. A
[ NN T
k. BTG
oo o, 2%
T

Warzaro—\2T A H, FHEHOLLDE,
oo RPERERG - JE. R, MR . B A
BUN® 5., &|#, BEE. LF. 57 €=
FRR. I TSH O, CKo b7 e, b

Z DA

B 5 L
) FHUEE I RERGE AR &,
ANYanya— - O OREORE)
0.1~5% Al 0.1% Ay
iRy F I ER A IFERERIE 2 | WP ERIRA . ) v
IERIRA. U VBRI i
A, HIERES N
iR ALT. AST.|ALP. LDH®O L&
y -GTP® |5
T Res iF, ME L5
Hibes T R, BRE|IE. TN e, HE

SO, R g, R R gL, AR,
i MRS R\ gt

by THgE. HEAR
P S ie

R | B HFE W

Z DAty RIS |, BRI, To L Uh
B, BUE, BEJR. IRE LA
FROLUONE, REO LA

PRAESLHE . Shitesd i

1) SR B UL RGBS LB A2 ITRT T — )b
FR)TA, TEXFIV) VKR ) AU
DO 3FN P G- O AGEIE F T ORI N O HER e BT &
{J‘ o

12. BRBREERCRIFIHE
(ANYany g2— - €l OREORHEE)
1221 A)any4— -0l OREHELDEE
FGXRTFT =)V F M) I LEDOTA N Ry T By —%
TEFTTY VKN, 75D A0 A Y Y EOHEWE RO
A NO= 5= VOIRA R S T EZ TIE. BCIREMFR
REEOHEDBIEVEZ 7 2 HEVED D 5 7200, BCIRFEMER
BRICE ABWHEEZT O BHEE. NS OEFOHRGR T
LADEOREETERMT 5 Z EDTEF L\,

14. BALEDEE

14.1 EFIZAEOEE

14.1.1 PTPAZEDHFIPTPY — F 2SR ML TIRAT % &
IIRET 5 &, PTPY — bOREERIZL D, WVSiAT AE
FiEAHIA L, I3 IL% B 2 U CHERBIR 45 0 FaE 2 A0t
XSRS AI DD S,

14.1.2 KFNIEESETH Y . IRMICH 725 T,
WD ETIC, OALETEIFEETLI L,

WA | T

_3-

15. ZOMOEE

15.1 BRERERICE D &8

1511 AHORMEGHICBEEOBE R — 72807 &£ oHss
WH5bs

15.1.2 7HC BT 2 BB OBIZENZE T, Yu bRy 71 e
Y — 2 X B EHFIZB W CORHEE IS ) BB ET. FRIE
FI. BHEETTO) X7 BINPHE s Cn b, Fiio, =
R OEHE (4EDLE) OEEEZFRERE T, oy 22
PSEEIN L 72,

15.1.3 WM BT 2 FICABBE 2R & L 720 BlEns
T, FAarryRryrFf ey —2»HK5 LB BT s
ARNY VTN TS T4V KD EEEGD ) A 7 BEInH
HINTnwo,

15.2 FERRERABRICE D &k

15.2.1 5 v MZ5mg/kgbl B & 2ERFR LIRS L - m MR B
WT, MECHIZH VT ) A FOEERRLNTEOHEDD S,

15.2.2 B ER (5 v MEOBS25mg/kghl ) CTHUIRIRE &
KO A 0 %2 OEMAHRE SN TWL20T, il
72 o TEHIRIEEE IS EE T 5,

15.2.3 9 v MCHETHL T ¥V 7T/ —) (50mg/kg/H).
TEFT V) VRAY (500mg/kg/H) KUY A0TA Y
v (160mg/kg/H) = PEH$ES L. S#W coHED
Wi e L B IR OEEHH OBRAFED 5N T2,

16. EMEE

16.1 MARE

16.1.1 ST SV —ILF MU LERRE
HEHER DS F1220me & A AT UL B ICHEHS L 2R 7%
BEZ B 0F B I MAE iR EEHERS & T IR 5 F 72, #AT,
BRI TORBRE I LSRR T X — 5 0PIl
T RITRTY, (1621 ZHH]

600 —e— i T

500
4001
300

200

FRE P e NN S E

100+
(ng/mL)

0 12

FF [ (hr)

FNRT G =) F b7 A20mgDIEET f O T ¥ G-k
MAEdEE (Mean+S.D., n=12MH B A\ 5B 1)

AELRABREE O HRE/ ST X — %

Crnax tmax AUC ti2
ZA3 22
BOEME | (omL) | o | g homl)| (o)
WAET | 4372237 | 36=09 | 937=617 | 149068
% 453+138 53x14 901 =544 1.07+047

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

F 72, fEFER A T125mg. 10mg. 20mg% & T ¢ REHK S
L7-F ($Z55HE) OFEYHE T X -5 I TOLB) T
52,

TR F12 81 2 KA G# (Bmg, 10mg. 20mg) O M4
NINRT T =G )T LAOEYEE ST A =¥

b e . Crnax max AUC tuz
EEEES (ng/mL) (hr) (ng - hr/mL) |  (hr)
5mg EM* 146+56 |30 (20-45)| 236=97 1.8+09
PM* 252+55 |25 (15-55)| 585+137 | 42+05
10mg EM* | 383%83 (33 (20-5.0)| 539+200 | 15+04
PM* | 509+64 |28 (20-45)| 1230+200 | 38=0.3
20mg EM* | 654+348 (4.0 (25-80)| 994+477 | 23+14
PM* | 822+232 (3.3 (3.0-6.0)| 2331+663 | 3.7=0.3

(Mean =SD., tmaxi¥Median (Min-Max) , EM n=16, PM n=8)
MIFRHIESR T b7 10— 4P450 2C19 (CYP2C19) #IUMIL, T
FLER TR L D SN D,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*2
NIXCYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3X
1XCYP2C19*3/*3



16.1.2 3FIBHAKRES
BERABTIZTRT T —)vF M) 7 4520mgh, 7TEFT
) Y IKATS0mg (JIfli) . KOY7 ) Au< A ¥ »400mg (1)
fili) #1H2M7HM GF12m) REKZOES L0 T XTS5
V= ) T ADIEYERE ST A= F T O EB) TH S,

TR S T2 BT 2 3HI P AR G- R o 4t 5 X 75—
VI R LD FIRENS A — %

Crnax Tmax AUCo12 ti2
(ng/mL) (hr) (ng - hr/mL) (hr)
(Ei/ll 5) 578 +293 30+07 934+438 | 0.72+0.19
PM* + + + +
(n=4) 948 +138 28+05 | 2600474 | 1.80+0.32
(Mean+SD.)

MIFRBITEET + 7 10— A4P450 2C19 (CYP2C19) #HANZ, T
EEETHIYSEEND,
EM (extensive metabolizer) :CYP2C19%1/*1, CYP2C19*1/*2
XiZCYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3X
1ZCYP2C19*3/*3
) ARHEROCHER [#E, BRAIETIXNT T —=vF )
7 Ar LTIELIOmg. 7EF 20 kMM E LTl
750mg (Fiffi) RO*7 5) 2ua~vA 3 »E L ClH200mg
(F3fl) D3F| % FEEICIH 20, 7H MRS+ 5. %8,
7o) Au~A ok, BEIDS U GHEMETAZ LT
&5, 72721, 1M400mg (JJfii) 1H2M % ERE$5.] T
Hbo
16.2 DRI
16.2.1 BREOFE
TERER TS 712 20mg % # f0 T SUS ARIROPG L2k, &
B G T A TG L tnaS L TR RLRIE S 2 & & D12
LA ZEAEE D STV A, [161.]1 BHE]
16.4 X3
fEHER AT T-1210mg. 20mg % L13#% G- L 7=k oo i 4 oo A
WZ, TR 2 @ICUBIC & W AR L2 F 4 = — 5k
Thotzo ZOMICHAHEEZF 20— LP450 2C19
(CYP2C19) »3BA5-3 2 i A F WALKIGIS & O AR L 7= % 5
Uk, 3A4 (CYP3A4) HBIG-9 2 AR AMLRUGIZ & 0 ARk
L7z 2NV ER MDA 720 3 D, [10. ]
16.5 HE;ttt
TERE A T2 20mg x O 5 L 72356, 565722405 & Tl
JRHNZ G RT 5 — )L k) 7 A ORZBILEIHE S, A
HTHHHNKE L BEROZFO 7V r 0y RIS RS
DFI29~40% X VT T — VEERFIAR D13~ 19%HE S 729,
16.7 EMHEE(ER
FEE (AT TV =) THAHEEET b 71— 24P450 2C19
(CYP2C19) ~O A X W MBS BD SN TWDL Y
TENSA, TVT7)y RIVTFYY) ISR LTERANZS
NHOHEHOMAEEIHELY 52 W EPME SN T 5,
o0 EHE (57T =) THHEERZF b7 u—24
P450 1A2 (CYPLA2) OFHEIZ L W MHEMEMAHERD 5T W
BHTF T4 R L THARANIMAEE BB L 52 v
LR SN TV Y Y,

17. EEEREIE

171 FHRUORLHICEAT 255k

(BigE. T=kiEaE. UaEkaE. YWRtaEER. Zollinger-
EllisonfE{&EE)

Zollinger-EllisonfEBEEEIZ DWW Tl 26012 51T 2 S EEE O
BERIZ100% TH - 720 ~10),

F 72, Hos AR PUHE DU O i 1 £ 18 25 % R 521 H 1Al
10mg % 24 55 L 72 #ERRE: (ZEEMRILEGAER) 12817
S IEFIEERI378.6% (33f61/426]) THh -7z,
WMEHELCHEO 70 by Ry 74 ey —GHRICHR
PEED ol E B KR E 2 R & L 72 3%5-8 4 o I ik

FIZEBERRIITEOEB) TH o729, [72 ]

1[1120mg 114]10mg 111120mg

1H 1M 1H 2 1H2[A

o 58.8% 784% 770%
(60f51,/102%1) | (80%1,/102%1) | (77%1,/100%1)

grade AKX TY 65.1% 87.1% 79.5%
grade B* (56%1/8661) | (7451/8561) | (6661/8361)

grade CH Y 25.0% 35.3% 64.7%
grade D* (4%1/16%1) (6%1/17%1) (11%1/17%1)

1) IRXT5—vF M)y A10mg/H, VT IT— )
30mg/H. * A 75— ) 20mg/H % M LL #5112
B S EHERE I C 5

Mudh s B AGE (E2) LB ERERE

WEHERCHEO O by Ry T4 e By — I
PEED s A 2 A TR & L 2z MERR 520 H G- o0 N 8
WA & B IEH5E (hIgfE) 3TEDOEBY THo 720,

LB o) BE ] 250
118[10mg 1[810mg ng;;}% ﬁg;fl;:%
1H1[8] 1H2[8] P
5528 t% D 44 8% 73.9% 29.1 (189, 39.3)
JEFFER (73/163f%1) | (119/16141) P<0001

a) 10mgl H2[-10mgl H1Al, b) x2H%E
#2) INTI =)+ ) A10mg/H - 20mg/H. TV T
7= WV30mg/H. &+ A7 IV —=N20mg/H. TV AT F
= )v20mg/ H & 8 I DL 35% G-\ ARG SRR
IZF3E
GEU' 5 AME BETRIE)
17.1.2 ZEERIERHR
JEOS AMEE BB 2RI H 1 10mg & % 5- L 72 &
BRI (B G- HH4AER) 1281 5 MR EROE S
KRR CRIAERIT, TN2N43.6% (4461/10161). 55.4%
(56%1/10161) TdH -7z,
FIVERE. 10mgHe5- 0102601261 (11.8%) 12580 57z,
TR BIERIE. HEASHE (2.9%) K OMEERE @261 (2.0%) T
H o710,
(BRAE7XAEU BE5BICET328EEXIEIT2EBEEDH
FEHD
17.1.3 ZEE%RIEERER
BHE7 A1)~ (1H81mgXiX100mg) DEL#H5-% /3 L
L. 220 BEE I T ZRGEEOMERA AT 5 BE T 5
L ZEERILEGABEO MR, Kaplan-Meier#E 12 & O H#E%E L
7o P 5243 B 4 0 B S X RIS O REFIERIE TR
DEBYTHo72,
EIERNE ., AH10mefk 5-HEC15761H 1460 (8.9%) . 5Smgc’s
HCI56BIHT7HI (4.5%) (ZF0 H N7z E2EIEHIZ10mek
GEEC MR B %26 (1.3%) . Smge 58T F 340
(19%) . Krikpesta2fm (1.3%) Tdh-o 72w,

17.1.1 — SRR R U —EE R B R 1H1E5mg | 1H1[E10mg pogicll
B, T IR, W A N O W A A ek RS (150%1) (151%1) (151%1)
1H1M10mg X 1320mg % $¢5- L 72— MR atlbi Kk O~ HH Mt FFBE 4451 21 32
,‘-I:; JU ,ﬁ H-6~ \E] i ;rz > = . = ‘% A
BE (R SMIR6~8H) DOWlEIE TEDEBY TH D ?%ﬁ%@g 590 4% 217%

TRER T (95%/E HAIX ) (1.04, 7.17) (0.35,551) | (15.84,29.27)
ERt 95.2% (401%1/421%1) FERIZXT 5 011 005
+:Tgﬁ%(§% 981% (36415”/37115”) /\Hib' ]\lt (O 04 O 31> (0 Ol 023>
R s g 90.9% (50%1/55%) (95%fE X ) o T
Wy & 5B 83.3% (10f1/1261) PAED P<0.001 P<0.001

a) Kaplan-Meier#|2 & 2#% . b) Log-rank#7E. ¢) xfHiLT
7L/ > (1[50mgl H3[m)
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100 -B8- 1H 1H5ng
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o AR
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P43
% 40

30

20 4

10

0 B F======—==—=--—oo B
T T T
0 12 24
At Risk e S O ()

1H1M5ng 150 150 139
1H1kImg 151 151 142
xR 151 151 114
Kaplan-Meier#: 12 B 5 T IR ES O B

2y F5-2438 IR ARF & K528 Mk be i 5- L 72 % &

(R CRAT6:EM %Y . Kaplan-Meieri:12 X 0 #E5E L 72 B i
B ARG S O BREESSEIE. 1H1H5mgT3.7% (95%
fEHAIX [#:1.53,8.64) . 1H1H10mgT2.2% (95%15 HH[X
M:0.72,6.75) THo7zo B, &—‘?‘r%iﬂu\h popictEaEe N
H1m5mg X i3l H1E10mgl2 8 ) Bz T, e R52:08 M Hk s -
L7z

(BEEXII+ZHEBBEEICET3AY N 42— - EOUDEK

E DB

17.1.4 ENEERFER
AY ANy y— - ¥a ) o 5EE O+ TIEEBEE 0B E
R E LEHNOEKRRE (XTI —=VF M) oA, T
EERTVYVAKAMR T F) 2a<A Yy O1H2METH B
O 5) ICBTABHFEETROLBY TH b,
EIERIZ, XTIV =)V F M) 7 410mg, 7TEXF Y ¥
KHW750mg (i) . 79V 2a~< 4 > >200mg (Fifli) #%
Hazx . 1296004061 (31.0%) 12380 S, FEARRIEHIZT
FI16H) (124%). #1360 (101%) THolzo Fizw TN
I =)+ b A10mg. TEF T V) VAKIPTS0me (5
fili). 7o) Aa~<A 3 400mg () 512X 0. 12360
5561 (44.7%) ZREIWEF 23320 S, E 2 EIERIE T #2651
(21.1%)+ #KAE136 (10.6%). MREEEHF 136 (10.6%) . JEHR7H]
(57%) TH o729,

s FES
G SUTRNEE RS el I i
EE | EE | it

iy

FRT TV =+ b)) Al0mg
TEFY V) VARITS0mg (Hifi) |2/ H
79 Auv4 Y v 200mg (i)

87.7% | 833% | 85.7%
(5711/65031) | (451/54151) | (10261/119%)

FNTTY =+ b )7 A10mg
TEF YV VAR 0mg i) |21/ H
791 20~ 4 Y /400mg (i)

89.7% | 87.8% | 89.0%
(6111/68%1) | (3661/4151) | (97/109%)

B, WHTITbAY) ans y— - EayEtos -+
TR EE SR N3 2 R OBREEEY 12BWwTh ., FEED
Eﬁfﬁﬁ‘ %ﬂ’(b‘%}o
) FEF oG s, ROERGHMETRoLBY THD, H
ORI K O & & 3B 5,
FRTF = )vF Y a e LTLE20mg, TEFXFT VY
YARFI E L C1EI1000mg (Ofili) RO )20~ A &
v & LC1H500mg (JIfli) o3#%1H28, 7H MO
5
I/, JabhrRUTAL ey — (ST FTT—=)), T
EFXFTV) KWKy S5) 2ax A Y O3FERGIZL S
AN AN F— - B0 ) OBERIGEIARII TH > 721 TN
7 — - ¥n) G0 B iR EE O RE 2Rk
L7ZENOBE (X7 7V —F b )oA, TEXFI TV
KA RO A b =% — )V O1H2ME7H BEORS) 1280
LR ER1382% (4961/6061) & HE I T2,

18. EEREIE
18.1 fEA#F
ARFNLER 53 WA IS O BRVE SN TR (A7 = > 7 3 MEK)
7%, 7a bRy 7 (HY. K-ATPase) MDSHEEZ 154 L
THEERIGETE 2 HE L EZ% TW RIS 5. & OICHESNRE
FIHEOEEI X VAEFRAL 2 & OIEW O Iedd D\ ik 7
w&%ﬁyu;éﬁﬁ%@ﬁ%ﬁ%@bfwé%@k%i%n
Bo FTOM., TIVEFF N K o TREFG A MIE T 5 T HEME:
LM NS,
18.2 BEE W INEHER
18. 2.1 M ATB FIZBIT A A A MY VHIEEE S L, 1H
1A10mg#% G- 1H1M\20mgHe5-CT & b I&K G0 H 5 FH 72
WHERZ7R L. #%51H B R O7H HOEEGWE O EL
1H1MH10mgfc5-T72~76%. 90~96%. 1H1[H20mg#%5-T88~
89%. 99% T %2 22,
18.2.2 U FHIHMBEBRERIZCBIFATY TF IV AL 271) v o
AMPHIBUZ X 5 BERW & 306352 (in vitro) o
18.2.3 [B1EE » ) FHAH KNI 07”%1:7\57:/ RYFTHA R
V) CHIECE BRI, ST Y MBI R MW L O e
A 3 R BRI L) R IR 2R 972 D),
A XBHHNIET v MBS BEEGWIHIER o R, 1&@
Ta bR TREANE LES, MHETA M) 2O X
/}&b\zs) ,26)O
18.3 BEMpH ER1ER
fEERER N T2 B 5 HEWpHIZH L. 1H1E5megf&5-. 1H
1E10mg% 5. 1H1EI20mgf%5-T& b IEH R EAEHZ R L.
550 H Q24K v [ ZpHALL E 2 /R TR o #A 131 H 1
Smgft5- OEM*T46%. PM*T63%, 1H 1M 10mgH5 OEM*
T58%. PM*T72%. 1HI1F20mg5-OEM*T61%., PM*T
76%TdH 52,
MIFRBTESRT b 7 0 — 2P450 2C19 (CYP2C19) FHIANZ
TREMETEI )V EI NS,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*
1/*231ZCYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3
IECYP2C19*3/*3
18.4 H*. K*-ATPasefAZE/EA
75 BRI X DI /2HY. K-ATPaselZ&f L. 5V BHENE
A %RT20 28 (in vitro) o
18.5 MiBEIEA
7 v N - BAEEREE S D W ILEREHERE (&5
WALV A, KBIHEA LA, WMEEEKR. A7 700
-t /= VROTAEY ¥) | ﬁb‘hwﬁﬁﬁwm%é
W ARG R & R 2 29 30
18.6 fEFA#F
ANYany s&— . el BREORHE
TEXTV) VARNR 7 7)) A0~ ATy, TEXFTDY
KRN A h O =y — )bk D3KIEHREIC BT S TN
TG =F )y AOEENIENpHE R EEL I EIZX
D, TEXFTVY VKA 59 20~ 1 2y OFEEE
EEHOLIEIDHDHEEZ LN,
18.7 BRE R
ANY ANy g2— - EOVKREOHE)
xﬁ—z‘\f SAFVIAY ANy F— - ¥ FRETILIZB W
HBHERBICHTAT7TEFT VY vk E 25 20
/( //0)2%‘I BERHORIZ, IXNTIFT =V F M) axhlz
5T EITEDY . MERRIFED bz,

19. B3RS ICFAY 2L EAR

— g% I RT T —)vF b ‘) ™ 2 (Rabeprazole Sodium)

1b54 - Monosodium(RS)-2-({[4-(3-methoxypropoxy)-3-
methylpyridin-2- yl]rnethyl[sulﬁnyl) 1H-benzimidazolide

3 F3 0 CisHaoN3NaOsS

7 f 38142

R IRTITV—= ) M) AP~ A RO K TH
6 o
AEERITED TETR <, =8/ —)b (995) 12F
RT3,
AnE0.01mol/LAKEEAL T~ V) w7 2GS o
Kl IR TH 5,
REOKRER (1-20) 1ZFEEE RS v,
ENTIES IS VN T o XoR (I

ﬂ 1 225C ()

SrECAREL : #9214 (pH70. K-1-42 % 7 — V%)
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20. BURWL EDEE
20.1 PTPAZE 13 7V I SEEH, N5
FTRET L (&

22. A3

(XU Ty FEE5mg)
10088 [1088 (PTP) x10, ##IA DI, 10088 [K b, N
I, Ry M F vy 7]

(XY Iy MEE10mg)
1008 [1088 (PTP) x10, #M#IA DI, 10088 [R b, N
I, KLY N ¥ v v 7], 5008 (1058 (PTP) x50. ¥2)%
FIAD ]
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