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3. R - MR
3.1 #ERE
Hr7e44 TIN5 —)l Na 8¢ 20mg [+ —1F ]
" 1 g
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Zollinger-Ellison fEf&EE

. FNREXIZNRICEIET BiER
REOBREPBEICLDERERMT 2 ENFHHDT, B
HTRVWC ERIERDD AHETH T &,

6. FiENRUHRHEZ

(BEE. TZEmEE. WEEES. Zollinger-Ellison JE(&
)
HEHEBAICIE TRV —)F Yo LE LT 1 H10mg
%1 H1EREORGT5H, HmRICKD 18 20mg = 1 H
| ERREORETHZENTE S, &b, BE. §EE. Wé
HEETIE 8EMET. T IERBEETIX 6 EME TORE
E9 %,

GERERER)
HREEEROBEICB LTI, BE. RAIZEZSRTSY
— )L+ rYTLAELT1E10mg = 1 H 1 EREORET S
AL RIRICED 1B 20mg %2 1 H 1 BEOKES T2 &D
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MR T4 Ve B — I K BRBTHRAT I REE. |
[\ 10mg Xi% 18] 20mg % 1 H 2 [, & 512 8 BEFEOH
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(BE%. TZiERES. WEEk&ES. Zollinger-Ellison fEf&
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7.1 SRIRAE LW IGE KR OEFNE - #aTE0HA1C 1 [ 20mg
Z1H1IE®RETZIENTE S,

(EREREX)

7.2 JIRHE LW IGE KR OEFNE - #a1E 05 A1 1 [E 20mg
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14. BALOFE

14.1 FRIZMFOER
14.1.1 PTP RO FEANL PTP ¥ — b2 S5O L TRATY
&8 TSI L, PTP V= FOBEMICK D ENHE
TR BEREARIA U EITIZERFLZ B 2 L THERRTR
REQEB L AWELHET LI ENDH D,

14.1.2 KANGBIETETH D IRAICH 72> TX BATZD, B

Wiz nEgIz,

15. ZOfthDER

15.1 B&

PREEAICE D < 155k

DHLIETEI>FRETH &,

15.1.1 AAORPBRESHFICREOBE R — T2 L OH

15.1.2

15.1.3

EH %

BB 2 EROBEMET. T bRy T A e
Yy —I1C K HEFITB W TEMERRE IS0 S BXBEET &7
FHSEN., BHEBHOY Z7ENPRES LTV 5,
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ET. BIFOY 27 L.
WHCBI 2 EICARBEENRE LI2EROBIEMR
®T, TO MRy A ey —2BELZBEICS
WTZORANYITL T 1474 VNICEB BRSO
YR ZEIPRES N TS,
15.2 FEERPREABRICE D 1B
15.2.1 T v MiZ 5mg/kg Dl k% 2 FERFEOHRS U Bk
KBV, METHICHLTF ) A FORENHLNTZED

WEDPD B,



15.2.2 BpWESE (T v MEO®RS 25mg/kg Bl L) THARRE
BROMFY A 0> OBMAHRESNTVEDT,
ERICH 7z > TIXFIRIFERRIOER T 5,

16. EYEHRE

16.1 MoRE

16.1.1 SRTFSY—)LF bUD LBEIES
RSB FIC 20mg 2R T XIIBRRICERG LR
DOWERFBICEH LB S5 X — 5 OFHfEZRIC
g, [16.2.1 ]

BERARE O MIEHEMBLIFT X -5

Cmax tmax AUC
£z
BG R (ng/mL) (hr) (ng - hr/mL)
MET 437+237 3.6+0.9 937+617
Bz 453+138 5.3x1.4 901544

(‘F9fE+S.D., n=12)

F7o. BERABTIC 5mg. 10mg. 20mg A N TRE
BE5 LIk (855 HE) OFEMEHEIT A —FIZL RO &
BOTHBY,
REFRBMABFICH T 5 EREE (5mg. 10mg. 20mg) D ii#EH
SRT G —=)LF b T LDEYEHEE/NT X —%

Crmax tmax AUC o1 ti2
= il
BER ZRE| (gmL)| () | (ng-ho/ml) | (h)
EM® | 14656 |, 8_2 5)| 236£97 |1.8+0.9
5mg 25
PM* | 252455 (1 5;5 5) 585+137 |4.2£0.5
EM* | 383483 |, g;g o) 539200 |1.5%0.4
10mg '2 8.
PM* | 500£64 | ) o' | 1230£200 |3.8+0.3
EM* 654348 ‘5‘_2 o) 994477 2.3+1.4
20mg ‘3 3.
PM* 822232 3 0°C )| 2331£663 |3.70.3

(PHME£S.D., tmax I EFR{E (Min-Max) ,EM n=16,PM n=8)

KIFR#EEEZRF b7 u—24 P450 2C19 (CYP2C19) RHAENZ,
TEEZTFRIDEHENS,

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

PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19%*2/*3
Xix CYP2C19*3/*3

16.1.2 £YMZHNEF4HER

FRTF =)l Na i 20mg [A—NnF ]| L/8) T b
20mg %, ZUAF—N—EIL LD ZNZN 1§ (SRF5
V—)LF hU T LE LT 20mg) BB TS A %
O#5 LM REMEREZHE Lz, BoNEY
BRE/ST A —% (AUC, Cmax) 122\ T 90%EHEXEEIC
THREHENT 21T > 7G58 log (0.80) ~log (1.25) O
ENTH O . WAOEMENFESEI RSN,

HEMHREIST A -5

Mg 5 X7 5 — )V IRE O

(ng/mL)
—O0— X7 F —)Nafi§g20mg [+—/\F ]
700 - —o— /N T h§E20mg
L S +S.D., n=22
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MAEFFEEN N AUC, Cmax DI85 X —7 1%, HEE
DOFR, MEOREE - BRSEORBRERICE->TEE D
ATREMEA B B o
RUN
1 BEDORE
R A S 712 20mg 2B TXEEZICROKRE L
B, BRHEESTIRHEATREICHU tna A 1.7 BREEET
HEEHICPUCEEEITEDSNRLTVBY, [16.1.1 &
]
Xt
R ASTFIC 10mg., 20mg ZREO#E L7z RoMmEEFoR
HPNE FICIERRNRTRISIC LV ER LI F AT —F )L
BTH o7z, ZOMICHFREEERF b7 o—2L4 P450 2C19
(CYP2C19) HEIEF 2B X FIALKIGIC & 0 AR L 7= i A
FAR, 3A4 (CYP3A4) G T 2 ALK MERIBICED
AR U7z ZIVAR ARD RS iz 925, [10. SIE]
16.5 HEtt
BFRASTIC 20mg 2REOFES Lzi56, #51% 24 R £
TIRRFIZTIRT TV =)L MU 7 LOREFIIHRE SN
T REMTHEHNAVBARTZO IV 0 v BIEEED
BEEDH 29~40%. X I)IH TV — LVEBBIaEED 13~19%
PRt s nzb 9,
16.7 E4EE1ER
HE (A X7V —) THR#EBERF b7 a— 2L P450
2C19 (CYP2C19) ~ofR##HAIC L VHEAEEA» RO 5h
TWBITENRL, TLT77UY (R-TLT7YUY) ITRL
TIRTIV—)LF MU T LIEINS DA DI EE I
BREZRWIEPRESNTWS, T B (S0V T35
V=) THRBEESZET 7 a—2L4 P450 1A2 (CYPLA2)
OFBICLXVHEMEAIROOSNTVSTE 74U VIR L
THIRT IV =)L F YT ARMHPEEICEHELZSXEWV
CZEMMEINT VB 0,

17. BRPREEHE

17.1 BIERURLMEICET B8R

17.1.1 —IRERAREBR N U E SR EGIER
BEE. - THEREE. SR EER R O & EREE N R
i1 H 1 [ 10mg Xi& 20mg % #%5 U 7- — % i R ek B &%
UEHEREHR (RSHH  6~8 BEMH) ORMEIETH

7 8 9

16.2
16.2.

16.4

A(LJCO_'Q Cmax tmax t12 0)(‘_’_3‘5@'(“%%)7)’16)0
n ng -
hr/my) | (n&/mb) | (o) () AR PRBLARE
SNT T = B 94.0% (189 /201 1)
Na 3E8E 20mg [22(941.4£414.1|562.6+161.9|2.3+0.5|1.7+0.7 + e 99.4% (159 fil/160 fi)
—-/ =
A B fe 90.9% (50 f1/55 fi)
A )231;1; "t 122]990.2+504.8(595.9+224.5(3.6+£0.9|1.3+0.4 W12 B 83.3% (10f/12 f1)
(‘FHfE£S.D.) BEABERCHERO SO bR T A ey —HEICE

TR OWREREREHEENRE LS 8 HEOWHR
BREICEABERIITROEBY TH-7121719, [7.2 &
]



1 [@] 20mg 1 [ 10mg 1 [8] 20mg
1H1MH 1H2[H 1H2[H
20k 58.8% 78.4% 77.0%
(60 {57102 f511) | (80 fl/102 1) | (77 41/100 1)
grade A XU* 65.1% 87.1% 79.5%
grade B* (56 51/86 1) | (74 1/85 1) | (66 /83 )
grade C XU 25.0% 35.3% 64.7%
grade D* 4716 f) | (6 /1741 | (11 %1/17 #1)

) SRFSV—LF R LA I0mg/H. 5S>V TV —
L 30mg/H.* A 75V —)L 20mg/H % 8 AL, L%
B350 RGBS SRR I 3

XuY Y AGHE (WK 2) ICX2EEE

7=, BAREIRABAIC B UL THN pH LRIERA TN T S Y
=)+ +rUvA1HILE20mg #5 <1 H1[[E 10mg #
B2 R TS | ARSI S 5 5N TS5 — LT kY
72 1 H 1 H20mg #E5OERAEIRDH SN TIN5 10,

18. ZZhEEIP

18.1

18.2

18.2.

18.2.

18.2.

18.3

18.4

18.5

EFtEE

FIRT T = )bF NI 7 LIGEES TR O B R T B R

(ZNV7x2>7 I FE) 2k, Fab>R 7 (HY K-

ATPase) @ SH # % {&#ii L TEEEGRMEZHE L. BOWEN

92, SHICHESNABREEOEEICIE. FITERERM

PEDEYOMEED B VIZTILY FF VI & BIFHEEDHEE

PEELTVWAHDEEZOND, ZDOf. 7Ly FF ICk

> TBHREESTET A REL IS 319 0,

BEMINEIER

1 BERABTFICBI B A A MY VREEESMWICH L, 1 H 1
[\ 10mg #5. 1 H 18] 20mg 5 TEHICHEHH» S
EWHAMEERZRL, #5 1 HERO 7 HEOBYWE
OBARIZ 1 H 1 [E 10mg 5T 72~76%. 90~96%.
1 H 18 20mg #%5 T 88~89%. 99% T %2 2,

2 U FRHHUERERICIBILZYTFILYA ) v
AMP Hl#ic & 2 BBEAWEINHI9 220 (in vitro).

3EBMEAIERERIIBIAILAY IV RUSHTAN) &
FREE RS, LICT v MBI 2 EBEBRS RO A
5 3 VRIS U 2SI E R 2R 320, 2. 24
4 XBHBVIET v MBI 2 BBAMIHIERORIE . i
O7u bR THERNICHE LEL MR HTA Y Yok
51;;/}\72“20)‘ 25)o

BM pH L& 1EH

BERABTFICBIAEAN pHICR L. 1 H 1 [H 5mg 5.

1 H1[E 10mg #5. 1 H1[E20mgHETEBICERLZ E

FER 2R L. %5 5 HE® 24 B pH4 DL E 2R3 R

BoglEi3 1 B 1 [E 5mg #%50 EM*T 46%. PM*T 63%.

1 H 1@ 10mg #%5® EM*T 58%. PM*T 72%. 1 H 114

20mg %50 EM*T 61%. PM*T 76%T® 5,

KFRETEEEF b 7 0 —L4 P450 2C19 (CYP2C19) FKIRA!
3. FEEETFREIDFEINS,

EM ( extensive metabolizer ) :CYP2C19 * 1/ *1 .
CYP2C19*1/*2 X1x CYP2C19*1/*3

PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*
2/*%3 X1Z CYP2C19*3/*3

H*. K*-ATPase FHE{EH

Ty EREL DB Lz HY. KT-ATPase I/t L. #RWHE
EF %R0 27 (in vitro) .

EBIER

Fv MERWSEEREEDH 2 WVILERBEEREE (Eni
RAMLVR, KBIHEZ b LR, WP, AT 730, 38
B-T8 ) —VRUOTAEY V) IZxtL, MOHiEEEHH %
WIEBHERESEEREZRTD 8. 9,

19. BMHSICEET L2 NAR

—f%4
{b24

R
TR

s

Na
@%S\\
N (0]

FRF 5 —)LF YL (Rabeprazole Sodium)
Monosodium(RS)-2-({[4-(3-methoxypropoxy)-3-
methylpyridin-2-yllmethyl}sulfinyl)-1 /-
benzimidazolide

C18H20N3NaO3S

381.42

AmlZHBE~HEHEOHRTH S,

AREIIKICEBD THEIFR I T =)L (99.5) I3
FR9 0,

Afiid 0.01mol/L /KBt F ~ YV 7 AIRICIE T %o
AEIITIEETH S0

AFOREE (1-20) FFEEEERS B0V,
AmIFERZEFIRDON D,

IR

\ /o ROBHE Rk
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