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2.2 VLY VIEREZRETORE [10.1 B3E]

3. #HERE - MR
3.1 #8mK

Wi 4 SRTSJT—F RV L5e0mg (737 7]

BRIy

(L&) (HRE) 975V =)+ k17 2420.0mg

D-vv=h—), BBt %A, e RuFy ol
Ltia—2, KE#EEL Fory7oblvila— 2R,
AFTY VBT TR YT A, TFLELO— R, BETE
Favl, 7O X0—2ATYVBEIZATIL, Ut
EMBET AT I)L. ¥ VT, BbF ¥ v, EEZTEILEE.
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4. MEEXIFFHR
BEE T-EHREE YWEWES. TRERENR.
Zollinger-EllisonfE{RE#

5. ZRERIIHRICEHET BER
KEOBREN BRI L DEREZRWT S5 ENHHDT,
BEHETHEWI L EHRDD ARETHI L,

6. FERUHAE

BE5. TZEBESR. WSEES. Zollinger-EllisonfE(Ra$)

BHE. BAICIETIRT SV —)LF b4 & LTlEI0mE
ZIBIEZEOHRES T 22, HRICEK D 1E20mg%1H 16
O®ETHIENTES, 5B, BHE. BiEE. WAIBE
BCIRSEME T, +THEBEE CROE-ME ToRE LT
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GERERIER)

WRERBERDRERICBVTIX. BE. BHAIKIETIRTSS
V=)L FY LA E LTLEN0mg % H1EREO# S 9 245,
FRRIC K VIEROMg = | HIERE O 59 5 2 &P TE %,
nH, AE, SAME TCORE LT S, £/o. SE MRy
T4 Ve By —IC X BIBECHRERAT 2B E. 1E10mg
XAF1E20mg 1 H2E], & 5IC8BEEROKREGT 2 LN T
x5, 7272 U, 1E20mgl 2% 53 EEOREEESE
T HHEICRS.

7. HERUHECEET 3R

(BBE. TiEmEE. WSERES. Zollinger-EllisonfiEREE)

7.1 WRPE L WHAERUHEHYE - #iat o5 &121E20mg %
1HIE#RES T 52 ENTE S,

GERERER)

7.2 WRPE L WS ROBERME - #iEME0HE121[E20mg %
1HIEST 252 EATES (B - BREZERDETHR
HEEROMEREE, 7o BT ey —ICk
HIRBETHERTDRIEEIEERL). 72, TukrRy
TA Yy — Il K BRBECHREATS 2 BE I LIE
10mg XX 1EI20mg % 1 H2[E], & 518G T 55513,
WHEBRE CHREEEREE L TR AW & ZER

2 &, b, RANE0mMgD I H2E#REI1Z, ARERE
THEHEOMEGEZER LHaICR2 [17.1.1 Z#],

8. EERBEANER

GhEeE)

8.1 FAIDHFESHFUT X, MARBCRREAEICER L. EHRIC I
AR - MEAE(CERRERITO CENEE L,

(BiEE. tEBES. WathEs)

8.2 RMOMHEAMKEA 3 THLOT, #FREICIIAVLZL
ZENEFE LV

9. HENERZEIDEEICHT IR

9.1 GIHIE - MEEZDHZEE

9.1.1 BYLBRBIEDEIEEDSH % EE

9.3 FHREREEEE

A BE CHEMEORE Y H 5.

9.5 1¥im
TR SUIER L TV A AR O & 2 Ltk I I3 iBE Lo B %
W a2 Ll 2 MBS NAERICORZEET S
Lo BMER (T v MEO40mg/kg, 7 U FEFE0mg/
kg) THRIESEME (T v N TILEEE, VY FTHREOET.
LBEE) PHRESNTND,

9.6 1E2.Im
BELOBRERUBAREOEREZEE L., BALOM
BRIz e T 52 &, BMER (5v ~) THItH
ABITT A e mESN TS,

9.7 INE
INREEIRE LB RAHERIEER L TWLab,

9.8 SiEE
HILBERZEORIERA D 5 bN - HE RS 574 OE
BICHRET A&, FAlZFEE LTHFETRES NS,
EME CIIFRESE R L TWAZ EAEL, BERD S
EbNBZENH 5,

HE/ER

KA ORBICIEFRB#ERF b 7 10— LP450 2C19
(CYP2C19) K U3A4 (CYP3A4) DEENZRH 5N T W5,
[16.4 8]

Tz, AEOBESWNHEHIERIC X 0. SRR OIN %
BEIINH T B &N D %,
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*10.1 (HARR HALEBWLI L)

A% FERER - 1B W - fERE T
VLR VIEBIE| VLYY VERBRIED KA O S B W E
(TY2501) TERZREF T 2B N HICED. BNpHA L
(2.2 2] N5, L. VILERY Vi
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LYY v o i E
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ROBWERAH5bNHZENHHD T, BEZ I
W, BENPREOONIGEICIIEREZFRIET 5740 @)%
WMEEITH T &,
EAREER
A vavg BEEAH). PFIT45FY— BEEARH)
2 RmEREA (BEERH). SEEERIEREE (BEEREH). M
IR (0.19%K7) . BMEED (SEEARE)
3 BUERFR BEEAH). FFEEEZE (0.1~5%F%H).
BE (HEARH)
.4 FEEEMERER (0. 1%KH)
FE. EHL IR, BEORY (88E) /R
O HNTEAITIE, ERDPICHERXREEDRE % £
L. RElOBRES2HIET 5L 010, BIBRERILE
CHEIOFBEEOEY S MBEEITO Z &,
FREEE ($8ERE)
FRE R EIERIAFE (Toxic Epidermal Necrolysis:
TEN). FEHARERAERRE (Stevens-JohnsonfiEfEEf) |
ZIAMENDHSDONDHEND S,
.6 SMEBEE JHERH), MEMBR GEERE)
THREME (BUN, Z L7 F=0%) IEET ST &
7 BF MUY LINE (BEEARHE)
.8 IERENRIARAE (SHEEAER)
AR, RO CKER. mMPRORFIAZaE s
LREREE T HEUHRBES HS5DNEH DS,

1.1
1.1
1.1
1.1

11.1.

1.1

1.1
11.1

11.1.9 |HAEE (FHEAH)
11.1.10 EEELIREE (BEEEAREA)
HAZ, BETH. KELHE. OE. AL BB I
BHENHODNDLZIENDH S,
11.2 ZOMtDEIER
0.1~ 5% 0. 1% SETH
MR BB A, E | L ER A, iF
IR, IFERERHE| AR Z. U
%, &m INEREA
e AST. ALT. AI-P.\|[BE U LE > D
y-GTP, LDH® E| k&
s
TG ER MmE L7 iz
L B, R, BEE|AE R, EOR. 1| ER. B, BEMEH
R, R, O OE, Bbiz| KIB% (collagenous
PAS . 0¥, & Ak colitis. lymphocytic
TR, 515 colitis)
R TR R | BER DHEVLELDE AR, FiE
AR PR,
HHE AR, B
ETR Ood-o
WNPSIEE:
T DAt warvzru—)- |29 AHHE, FE|BHOL 5D, B
AR - BUNO (BRI, FE BB, BB, &7~
LR BAR, M|EBE LONE |7 IUE K<
FTSHHE N CKD_EF T LM &
{LFE

) FHRHE ISR AEE &,

14. BRALDER

14.1 SERISAFFHOER

14.1.1 PTPREOEFIIPTPY — b2 SWMO H L CIRAT
EOEHT B L, PTPY— FOBMBKICE D, BLH
IS RIERBEARIA L, FICEELE B L THER
AREDEELGHEEZHETHI LD D,

14.1.2 KANIBESETH O IRAICH 2> TE WAZD,
BNZDEFIC, DAL ETRSERT ST o

15. ZDMDFE

15.1 BRERERICE D < 1BER

15.1.1 AFOEHBEHICEEOE R —T2RDEOH
ErDH 5.

15.1.2 M B 2EBOBEMIE T, Tu bRy T
Ly —IC X BIBREICB W TEHEBRIEICHES IREEE
. FHESER. BHEESFOY 2 7ENPHRESNT
Wb, Fio. BHELROESHB (1£DE) onELs%
F7zBET, B0 A7 SEMLE,

15.1.3 BB B2 FICABREE 2R E L BHOBIEH
R®T, TRy TA oy —2B5 L EEHIC
BWTIZOANITITL - T4 T4 NI E BB
) A7EIIASRESINT N5,

15.2 FEERAREABRICE D < 1%k

15.2.1 v bic5mg/kgbl E#2EMR RS L - B EREIC
BWT, MTHIZHALF ) A ROREDSHALNT-ED
WEND B,

15.2.2 EER (7 v MEOKS25mg/kgbl b) THRAEE
ENCMAY A OF 2 OEMPAHRESNTWVWED T,
FRICH Tz > TIXHRIBEAEICERT %,

16. FEMENE

16.1 MHRE

16.1.1 fEERFA B FI220mg z#E & NI BRICEORE Lz
RFOWERE BICEE L MBI/ S5 X — 5 OFi5fE
ERIRTY, [16.2.1 ]

BEHEI R OEMERE ST X -5

Cmax tmax AUC
A =
RS (ng/mL) (hr) (ng - hr/mL)
FEET 437237 3.6+0.9 937+617
B 453+£138 5.3f1.4 901 +544

(Mean=S.D., n=12)
F 7o, BEMRABFICSmg. 10mg. 20mg%AEE R T
RE#HS Lk (&55HH) OFEWMERR/IT XA —513
UFRoEBYTHB?,
BRERASTICB 5 RE#RSR (5mg. 10mg. 20mg) DIl
BHIRT T =T M) T LOEYERENT X —5

U = Crnax tmax AUC i
i ki (ng/mL) (hr) (ng - hr/mL) (hr)
Sme EM* 14656 [3.0(2.0-4.5)| 236%97 1.8%£0.9
PM* 252+55 |2.5(1.5-5.5)| 585+137 4.2+0.5
10mg EMX 38383 [3.3(2.0-5.0)| 5394200 1.5+0.4
PM* 509+64 [2.8(2.0-4.5)| 12304200 | 3.8+0.3
20mg EM* | 654£348 [4.0(2.5-8.0)| 994+477 2.3x1.4
PM* | 822+232 |3.3(3.0-6.0)| 2331+663 | 3.7£0.3

(Mean=®S.D., tmaxl¥Median (Min-Max) ,EM n=16,PM n=38)
MAFRBIEBEEF b 70— L4P450 2C19 (CYP2C19) F£IRANZ, Fal#E
FEFEIDGESINS,
EM (extensive metabolizer) :CYP2C19*1/*1. CYP2C19*1/*23 i
CYP2C191/73
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3X 1%
CYP2C193/73

16.1.2 &EMFHIEE SR
TIRTFI—F M T LEE0mE [ 7 7] &%
Iy ME0mgE, JUAF—N—KIckD ZzhENnl
& (IRTFYV—LF b LELT0mE) BEERA
BrICABEROREORS U CmEERRE AR E %
EL\ ?%6“7‘:%%@7%;}?5)(—’9 (AUC\ Cmax) Iz
DV TI0%IE X FENE I TREHA#IT 21T - 72/ H. log
(0.80) ~log (1.25) OEHENTH D, WAIDLEYE

MEZEESHEZR S h 2y,

HENT A —% BEINTA—F

AUCO*LZ Cmax tmax ti2

(ng - hr/mL)| (ng/mL) (hr) (hr)

GRS —)LF ML 1038.65 589.67 3.6 1.48
$E20mg [r377] +381.37 +219.85 +1.0 +0.49

o . 1131.67 679.82 4.0 1.32
U MEROME | Lgor 0 | 428617 | +1.4 | +0.47

(Mean=*S.D., n=46)

(ng/mL)
700 ¢ . (Mean=S.D., n=46)
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16.2 ORUX
16.2.1 BREDOXE
RS T1220mg & B N X IIBRBICRORS Lz
. BREETIIHEAETRSICH UtnadS] . 7R EHEZE
THEEHIMPUTEEEIRBDENTNASY, [16.1
28]
16.4 X5
R B F1210mg. 20mg#z %5 L - o Mg
OREWE, FICIERENLBTRITIC K DER L -F
FIZ—FIMETH 720 TOMICTFRBBESREF F 70—
L P450 2C19 (CYP2C19) #5559 % B X F VL RIS
IZ& VAR LA F LK, 3A4 (CYP3A4) A RIS
B AR LRSI KV ER L7z RAILAR S EPRED 5N
72049, 110, 28]
Bttt
B AR FI220mg & EOHRE Lizi5e. 51524850
FTICRFICTIR TSV —)LF U LADOKREKIZE
Hanhd, REWTHE2HLVAVBERTZFDO L7 0
VRS ASHREEORN29~40%. XIVH T —ILERE
BEN 13~ 19% Rt = iz 2,
ZEYIRE{ER
HE (A X TV —L) THREESRF N7 a—LP450
2C19 (CYP2C19) ~oR#EHmEIC L VHAEER»R
ENTVBEITENRL, TLT7UY (R-ILT 7 YV)
IR LTIRT IV —)F R U7 LG IS DR O MH
BEICHELZEZ W EPRESNTWS, £, EHH
(5275 —)) CTHAHBEEF b7 o—L4P450 1A2
(CYPIA2) OFEICLVHBEANROLNTVWS T
T4V LTHIRT TV —)LF b LI IMTEE
KB EZ2 W EPRESNTNEYY,

17. BRIRRRIE

17.1 BMUERURSMEICE T 255

17.1.1 —iRERAREERN ' — E SR BEHER
B, +HEBEE. MREEERROMETEES
ZRFRICTH1E10mg X 1E20mg % #% 5 U 7o — g i iR
RO _EERHERE (RS0~ 8EME) DpiE
BTREOEBDTH B,

16.5

16.7

R NRSTATEER

BiE5 94.0% (189f511/20141)
+IEBEE 99.4% (159f51/160%1)
W A 2 90.9% (50fl/554)
W& ERES 83.3% (10fil/1241)

BEAZELOCHEO 7T R T e By —iBIE
IHEHUET oM B R R E A R & L 58 %
DHEBREICLHABRITEDEBY TH o727,
(7.2 8]

1[E120mg 1[E]10mg 1[E120mg

1H1[E 1H2[E] 152

Sk 58.8% 78.4% 77.0%
(60f511/102431) (80f1/102431) (7751/10041)

grade A KU° 65.1% 87.1% 79.5%
grade B* (56151/86%1) (74151/8541) (6651/83f5)

grade C KU 25.0% 35.3% 64.7%
grade D* (4%51/1651) (6651/17f31) (1141/17f1)

F) SARTSV—)LF hY T LI0mg/H, 5>V TS5V —)L30mg/H.
I X 75— 20mg/H % SEE L #5581 SRR T EREE
FICES

¥OY YLV RAGHE (A KL HEEE

F7o. BEREERBICBOLCENpHERERD I RS
ZYV =)L ~ U A1HER0mMei% 5 T1H1E10mgH 5
ICHARTEL $HAEEBICHT 5 IRT T =)L b
) A1 HIER0mMgH SO BEREN R 5N TN B0,
18. ZERFIE
18.1 {EFEERE
TRT T —)LF b LIEER S WA O B AR T IE
MR (AVT7 227 2 ME) &) 7a bRy 7 (HY
K'-ATPase) OSHEZEHM L CHREEZHEEL, B
DWEME T Y, SS5ICHES N LBREEOREI
& EIEREALY 5 ORI OEED 5 WIF T VY FF
VKB EEROBEESEE L TNEBDEEZENS,
ZFOM, TV F I K-> THEREEANSEET S HE
LR ENZ,

18.2 BEESIHEIER
18.2.1 EERBABFIIBITHHA MY VHEEBE AW L. 1
H1E10mg# 5. 1HIE20mg 5 T &b ICEEH»
SEHLCMEEHZR L. HEIHEROTHE OB
WEOBARIZHLEI0mgH 5 T72~76%. 90~96%.
1H1E20mg#e 5 T88~89%. 99%Td 522,
T FREHBRERICBI S TFIUNLYTAL T v
AMPHIEIC & 2 BB W E RIS 22 (n vitro).
BEEAIERERICBIS LAY IV, RUFHRA
M) R E B, BTy MBI AERER
UK 2L 3 R E B W U SR 7 i /e
ﬁﬁ{,ﬂ—?—g—zszo
A RXpBWET Y MBS BB WIIEERA O [1E
& o7 b ARy FEEANCHE LELS, IH T
AU YO BRI WD),
18.3 BApHLEEA
R AR 1051 5 EApHIZH L. 1H1ESmg 5.
1H1EOmg#H &, 1H1E20mg S5 & bIcEHZ LR
EfZR L. 8 55HE O24RFEH I pHALL B %2 7R3 R
D& XL HLESmgH 5 DEM* T46%. PM*T63%. 1H
1[E10mg#% 5 DEM* T58%. PM*T72%. 1HI1E20mg#k
S50EM*T61%. PM*T76%TdH 5%,
AFREIEESR T b7 0 —L4P450 2C19 (CYP2C19) FFAIL,
RBEMETRIVAEEN S,
EM (extensive metabolizer) :CYP2C19*1/*1. CYP2C19*1/*2
XIZCYP2C19°1/"3
PM (poor metabolizer) :CYP2C19°2/*2, CYP2C19*2/*3%X
1ZCYP2C193/73
H. K'-ATPasefB={EF
Ty EREL DFEE L -H. K-ATPaselzxf L. W\ E
EEAERTY® (in vitro).
18.5 HuEEIER
Z v b EAVEEEREE D 5 VI EREHERE (5
WHRA LA, KBHWEZ LA, WFRESR. VAT
TV, BBV ) - VROT ALY V) L, @
FUEBIEH & 5\ I3 B RBRANEEH 2 R 32275,
19. B ICRET 2 EILEIAR
—ETE D TRT T —IF T L
(Rabeprazole Sodium)

18.2.2
18.2.3

18.4

{b244 © Monosodium (RS)-2-({[4-(3-methoxypropoxy)-
3-methylpyridin-2-yllmethyl} sulfinyl) -1/7-
benzimidazolide

33 1 CisHoN3NaOsS

oFE 381.42

MR IS TV =T P T LARAEE~BEHBOHK

TH5%,

ARIEKICBD THEF LT, T =)L (99.5)
IR T 0,
A E1Z0.01mol/LKER LT V) w7 LI ICIE T 0
KIHEETH 5,
REBOIKER (1-20) 1FFEEMHEZ RS 20,
ARSI DOEN 5,
{EZMEER -
O—CH,

H5C o)

L Y/ 6y 1 L0

Na

N
e
N O

20. BRV EDER
20.1 7L IRFABRITER BT TRET S L.

22. g
1005E [1082 (PTP) X10. ¥2RAIA D]
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