*

sk 2026457 7 43T (45410
% 20254E3 F 23T (45300
Bk SRR
AR : 3¢ o7 N
SRTSY=)LF NUD LR

JOMJIRVT -4 7EES—

SNT'S5Y=)INai5mg o4

IN75J=JVNaz10mg 9 I1]

RABEPRAZOLE Na Tablets [SAWAI]

2. ZER(RDBEICIFES LBV L)
2.1 AFN DWW LBEAE DB E D & 5 B

2.2 VWY VIERRE ARG o EE[10.130]
3. HERk - K
3.1 18k
o 7 X7 F ' — )V NafEbmg 7 X7 7' — )V NatlOmg
il (71 (71
HRS HIZS XTS5 — )b+ h1) oL
[18EH] 5mg 10mg

HovFoNary, HAa—ACa, 7)Y VEHERT A
TV, BILF ¥ . BRItMg., =k, A7 TV Vi
Mg, #)V7, v Fafy 7ol tjia—A, 70X

i
w1 LT S 5 OVERT ATV

IFVtra—A, BEFEMLNT—A, 70T
Ju¥), D-vr= k=) |6000. U rEE/KFCa
3.2 HEIDMIK
o4, 7 X7 — VNafEbmg 7 X 7F = )V NagEl0mg
a (474 ] (474
o ® = () =
#l WoiditE 7 4 VA a—F 4 v T
[N W
H£& (mm) 5.4 6.9
J£ & (mm) 2.7 3.6
#i (mg) 168 #7143
RIEFR T4 TRTT 5 FIA SNTF 10

4. FEEIFFHR
OBER. TTEBEE MAWMEE. ¥REREXR,
Zollinger-ElisonfE{ZEf. IFUSAMBRIEERE. ERE
FPABVU VIESIHICHIT DB BB T ZIEREE OB RN
OTFERICBIFIANUINIF— - EOY DREDHEED
B85, TTEEEE. BMALTU V/VE. RE%m/IVE
BAE., RHBEICHT IRRBEERE. AU
F— - EOURRRER

5. MEENIEHRICEET BEE

(CGhREHE)

5.1 KA DG BRI L 2ERZ BT L2 0B HDT, B
TETHRWE L RHERD ) 255552 & (EMALTY) ¥ /3,
BB I3 2 WHERGEREE BT 2A) ans § — -
Yo oBREORM <)

GEU S AEBBRIEWERE)

5.2 #e 5 BMt2 e E Ha b L CME 2R L., ekt
HRED H N WA 121, BREF DI ORINDSE 2 b b 720
M BEY) 3 FIENOEEE T 52 &

(BERET7RAEV VIRSBICBIT3BEEX IE T 5B EEDE
FHNHD

5.3 1A% - ZEROBEINH O 720 1R HE 7 A Y ¥ % #khik S
LTwplBEEHEG S e L, BGRAICH L Tk, HiEEX
ARG OB R T A 2 k.

(~NY N H— - EOVDREORED

5.4 HATHIHEMALTY Y SBEICR ) a)N7 &7 — -
WRBRIEREO AT L T,

5.5 SEMEIM/IMRAME 12K L Cld, 74 o4 v 5281,
AN TNy F— - En) BREGEASEY) &R S D ERIZ O
ABRHBIREIT) 2 ko

o

_1_

HAEEERSEES
872329
$E5mg $£10mg
& 8 & =/ 30200AMX00200000 | 22200AMX00564000
RS 1A 202046 A 20104E11 A

5.6 FWI B I 2 NBEGEZE DAHZIE. A1) any
F— - ¥u ) BREEHRIC X D BREOFESHNI T 5 BRI
T L T\,

5.7 N any y— - ¥n ) EgEERICHCVLEIZIE, A1) an
sy — - EadBETH B E RONHEREICI YA T
N7 F— O ) ERERTHL L2 WRBTH L,

6. FAENUHE
(BiEEB. TEEER. MSEER. Zollinger-EllisonfEl&EE)
WHEL. BACIEIRTI =) b sk LClEll0me# 1
H1EE 3535 2 2%, IRIC X 0 1EI20mg% 1 H 1R %5
THIENTE L, B, . BiEE. WELEE CII8HE
MF T, + I8 CIR6EE E To%g LT 5,
GERERER)
- B
W EEROERICBL L, @, BAZIETIRT T —
VF b Ak LC1EI0mg% L H1ERE %59 5 25, JwIRIC
L D1E20mgx IHIMRE I #5356 2 ENTE D, B, M
W, QA EF oG LT H, T, TR YRy TS el
¥ =12 X AR THRAT 5 %4, 1A10mg X3 1M 20mg %
1H2E, E5IC8HEMREOKS T2 N TE L, 72721, 11
20mgl H2M#x 53 EEOREGE* BT 5581205,
- SRR
FRSE - TR Z R D R A R OMERR I BV T, il
WA T ANT S — )b b Ak LC1E10mg#1H
1RO T4, $72. 7ubryRry74 ey -2k 5
B CRIFEA T 70 i BB S ORI B W TE, 1A
10mg# 1H2M#EI %595 2 LA TE 5,
GEUS AEBRIEEE)

WHEL BACIEIRTI = b sk LClEll0me# 1
HIEREI 3559 5 2B, @%. GEEE ToHG L7 5,
EAET7AEV VRSEBICBIT3BEEX G T EBEEDE

FAMHD

WHE. RAIIEINT T =)+ h) s LClEbmg* 1 H
AR5 2 25, B RAT 5 0841311 10mg % 1 H 1A%
%5452 0 TE 5,

NYONTH— - EOV DOREOHED

TWEL BAIEZTI AT I =)+ b s s LTlAEl0mg,. 7
XLV VKM E L CLUA750mg (Fifif) kUF 2 5 ) Au<
4 ¥ vk L C1H200mg (FI i) 0 3% % [ 21 H 2, 7H R
%54 %,

B, rI)AuavA Y rid, LEIS L GERNET S &
WTE D, 72721, 1A1400mg (FMl) 1H 2 % LR &5 %,

Tu bR TAEY =, TEXFI V) YKAMBED Y T
JAOYA T rO3FFHGIZL LAY anNs vy — - ¥a) ok
BUEEIARIOSEIE. SIUCh DiE#E LT, lEF. i
NZIEFIRFS5—)uF ) sk LClEl0mg. 7TEF T
V) COKFI E L CLm750mg (Ofli) e M A ha =% — )L & L
T1IAI250mg? 35 % K21 H 218, 7H MOG34,

7. BENRUBEICEET DFR

(BiEE. TiEHmEE. WSEKEE. Zollinger-EllisonfElREs)

7.1 KD LI e K OESSE - #E o411 R20mg % 1
H1EH%595 2 LR TE S,



GERMERER)

7.2 RO LB E R OEEMY - #EG OS54 121 R20me % 1
H1E 532 2 5T E B (F5 - Tk A 1 0 K9 i i £
RKOMFEE:, 7O bRy T e By — 12X BEETRR
NG GERR ). $/2, 7ua bRy 1 reEsy—12
L B EBETHEAR 4 7 BEIR LLE10mg 131 E20mg % 1
H2Ml, & 528 HEMIEG§ 28a13. WS Cuin 14 £
REIWEBL TV LR ERT A2 8, 2B, AHNAI20mg
D1H2AH S 13, PHSEMRA TEEOMBEIGEZ AL 72 5a
2R A [17.1.1381 ],

8. ERUEARNIER

GhREFLE)

8.1 AHA OGN, MR PRI ER L A i
SFRRRA - MR 21T ) S EAET L,

#%8.2 FHIORHFHGIZL VK~ 7 4H 2 T AMIEDNDH S DL &

W H DT, KHlEBISG T AL, 2k~ 74y
T LEEERIES S EL[11.1.1151E]

(BER. TTEBEE. MEHEE. FUSAMSRIEERE)

8.3 EMoMIHRELT 5 Thwo T, RGNV RN
EDEF L\

GEREREROHEHFEE)

8.4 % - BV ETEERLTOU LN VR TS S —IC
LB CHEAT IR EHIFTLAT) 2 & L. Ak, HufF
WEOVLED LR VBEIFIZEORVWEIFETLI L,
7oy BHEHIR, 70 3 — VBRI RSO 4 FE B OUEES XK S
., ERRES RN D72 0 kRS 2 5 A I RSE = %
ERET DT Lo BB, ML EII I NS & S
TR EBEL T ZEDETE L v,

GEU S AEBRIEETE)

8.5 MZIC L Y ). RS OMRMFERIME Y ELASNS
CE(LAMB-D 2BV L) ZFERD D) 253228, B,
KA OG- B FE RS O BN K OO T L Esge IS
I BERERET 22D HHDT, WHERESIZLY IR
SDEBTRVWS L E2MRT L L,

. HEDERZEIIEEICHT R IR

1 GIHE - BIEEEDSH S EE

0.1 EYBEEUEDEIEEDSH S EE

.3 TrsEElEEEE

JFREZE 3 CRF I IE O IRE DD 5 o

9.5 itim
WA ASIEIR L T B REME D & 4 I3 iR Lo A s
febatEz L2 LW SN D GEIZORES T 52 &, B
FEBE(Z v M EII400me/kg, 7 Y FEHE3Ome/ke) THEE#H M
(7 v FNTEERIE, 7 FTREOMKT ., fLEBIE) 23E S
NTWb, $720 79 MIIXRT TV —)F 1) 7 LA (25mg/
kg/H). 7EFXT ) YARMY(400mg/kg/H UL L) N7 5
J2u< A v (50mg/kg/H UL L) 248 B BE %5 L 725 ER
T, METHRBEIREOEADVED LN TV D,

9.6 1Z3.I%

HE ORI CBAEEOGRET EE L. IO

IR BET A 2 L. BFEER(T v b) THITHARATT S

ZEHEIN TS,

[{o (o {oJ o]

9.7 INR
MEER MR E L 72 IRRHBRIIFER L TV 2w,
9.8 =i

THALEERSEORIEAYS & b -y 6 3 REE S 5 70 S E I8
G928, AFNIEL LTHBTRHE SN LA Hilmd T
BRPETLTWEZEM %L, BERADPHObNLZ N5,

10. HE{ER
RENDOACHN AT BEESE T b 7 10— 2P450 2C19(CYP2C19)
T UBA4(CYP3A4) DRGS0 HIL T 5, [16. 420 ]

72 AFOBEWRGWIFEIERIC X 0 R SER O
SLHHIS 2 2 EWd Do
10.1 HHEARRWHALEWI L)

eSS, BERAER - H5 18075 Wy - falriR T

VLYY UHEEREE UV E ) CEEREEOMER | AR H o H R g 3 R
(Zyz25 1) EWEIT ABENS DL, [HIC LD, EHNpHA I
[2.22H1] L, VWY Uik
HWOWINAMET L, v
Y B v Ol
TITA5ZEDRH5H,

10.2 HAZERWHAICERTS L)

Eiks EEARAEAR - 4518 T W - fabrA T

vaxvy AH TR o M i 7S b\ AR 0 18 TR g3 s B AR
AFNT TRy | RTEIEDND S, HIZX b, HApHA L
A L. MFHEH O IR
IS b

AN aF V=) |FHTFEEH O o i L A AR A O 5 R W SRR
rI4F=7 TIb5BTNDD 5 HIZ& b, HPWpHA I
AL, HFEA ORI E
WS 2520 D %,

IKBEALT IV 3 =77 2 | RFH P 512 AR B (XA Td B o
TV KERAL~ 7oA BT AR IR 4% 51
T NEAT DN | IR 22 RO TP i g o
i EE AT AR Y e
8%, 6% L7z & D
EHADH Do

ANMLFHY—F | A MFLFH— bOMPBRFIEIAHTH S,
ER AT LI DD
Lo MHEBEOX ML F
-1t x5 T LA
. — RIS ARK O
ok s 2 b EFEET
5Tk,

1. BIfEA

WORWER 23S H b s Z L0385 D T, BFE % 141247\,

FUR AR O NI A G 2 kT A 7 K] L 24T

52k,

1 EXIEIER

A0 Yav o BHEARH), PFI745FI—CEEARN)

.2 GRIERREA CHEA) . SRFRRIERAE (HEAH) . MIVR

WA (0. 19%A0) « FAIMEE D G EAR)

11.1.3 BIERFR CHERH) . FFEEEREE (0. 1~5%Ki) . &IEB
(BHEA)

11.1.4 RAEMRR (0. 1%AKi)
SEEN, WEHR. DTHRREE, I OSE (1858 RO SN E
IZUd, RIS oRE T L L. AFOFxG-2HIET
Ll LT, BB EAIVE Y RIOPRGEOBY R E R T Tk,

11.1.5 REEE GHERH)
FR 3 P 3% B2 30 Al % iE (Toxic Epidermal Necrolysis:TEN) .
B2 J& RE IR HRAE 3 5 (Stevens—JohnsondEMEHE) . ZALIESE 23D
S5bNLZEND 5,

11.1.6 SUBES HEAH) . MESHBR HERH)
EERREMA (BUN, 2 L7 F = VS ICEET L 2 &,

11.1.7 &7 MU D LINFE GEEEA)

11.1.8 1ERUBARIARAE (JH A H)
W, B&, CKEH., mMP R RP I+ 7oy 5%
e 3 2B RRER D S b2 DB b,

11.1.9 RFHEE GHERH)

11.1.10 FEELIREE HEAH)
WA, BETE., KRME. L. AT B SRS
HoEbNDLZEND b,

1
1
1

11111 B9 IRV D LIIE GHEAR)

REIOFEMEG L), QTIER, BE#, LONEzE) K~
TR AMIERD S bNLEZEDNDH L, /2, KT AT
LMK L 72K V> 7 AME, h ) 7 A ESE O TR
BEREZEIOBEDTH B, TNEDOEMEEEN GO AR
WIS ONIHAIZIE, I~ 7 % ZEEEOWE 21TV,



FAEDRD SN EIE, Y7 DT A ORFEE OB Y) 7 L iE

119 2 L. [8.2501]

11.2 ZOftDEI{ER

(BEE T-EEBEEB MENEE ERERER
Zollinger-EllisonfiE{zE%. IEUBSAMBREYRE. ERAET
AEV VESRICHIF 2 BEENIE T EmEE DB FEIHD

0.1~5%ii 0. 19 BEEA

WEGE  |FE5 . SRR FHIREZ

Mg | ERE A | Rk ek
RIS, AFEREREY B %. ) > SERA
%, Al

i |AST. ALT. [V LVE D LA
Al-P. y-GTP.
LDH® b5

(Rl Vet ]

WAkgs AL FUR. IR ME . R, 7 o/ K. MR ik,
B, WA, 1|2 ¥ E. B b 728 M 8 W KB
M %% . Hig. LA % (collagenous
R T colitis. lymphocytic
colitis)

R | VE D F v 5D DORAE, SiE
&, OIRA. VYR
T FE SRR, 2
JETF, Do b o
ONESTET

Foft [FBalvAro—|ryiHEH, ZE (Hobb2&, ¥
Voo R RR N (BRI BE. BLET R, B RE. &
BUN® E5.. &HA|ERE. LONIE |7 ¥ €= 7M.

J&. Ifisp TSHAE |CKO L5 LA
) SEBUUE (L W B &
ANUINSH— - EOY OFREOHEED)
0. 1~5%Ai 0. 19

15. ZDMhDFEE

15.1 BRRERICES 1B

15.1.1 RHOEMHEGHICEEOE R ) — 752387 & o
WH5bo

15.1.2 A BT 2 EROBIZENIZE T, JubhryR 71 el
5 =12 XD EBI B COEHERE IS R ETE . TS
v FHEFTT O A7 BB HE SN T W5, FRHZ, BmHERT
FIW (4ELL R ORI 72 BE5 T o) A7 L7z

15.1.3 WAMI BT 2 FICARBE LR E LB EOBENE
T, 7O bRy TA ey —w2HKG LBHE BT O
AR)T T L T T AV E B EEIERGED ) A 7 BEINASER
HENRTWD,

15.2 FFERAREIERICE D < 15ER

15.2.1 7 v M IZbmg/kghl % 24 M#E 4% 5- L 72 iR ic B
W, MECEIZH VT ) A FOEDRALNT L OHEDD S,

15.2.2 B ER(T v MEOH5-25mg/kgb) ) CTHUIRIRE & K
T A B %2 »OBMNPHE N TVLEDT, HHIZH
7o o TUFHIRIAERRIEE T %0

15.2.3 9 v MZHEIETH LT Y 75— )V (50mg/keg/H ).
TEF YV VAR (B00mg/kg/ H) 7 5) A< A Y
> (160mg/kg/H) ZHEHES L 723REkC, BEWTcoHm Lo
Bl & B IR OFEEIWH O EARD 5N TS,

16. ZEYIENRE
16.1 mehiR
16.1.1 SRTSY—ILF MU D LERIES
R 5T 12 20mg % A £ T LI B BRI S L 72 O BB 4L
SEH L 73R BIRE/ $ 7 A — & DTN A RITRT[16.2. 18]
SR RO M IR /S 5 A — 5

BRI 565, WIS TR

Mg Ak TFRRERYE %, SR ERIR A, )
YOSERIRA, ) v NEREES
M RGEA S TLERSE 0

Crnax tmax AUC
b
Beg At (ng/mL) (hr) (ng-hr/mL)
AT 437 £237 3.6%0.9 937+617
% 453+138 5.3x1.4 901 =544

T |ALT. AST, y-GTP® bR |Al-P. LDHOD L5

i BiF, MBS

LR ML RAEL BREEECEL OIE|E. DN RT. E
i BEER M WL MR AL fE|gE. REEL Mk EEOR
Bh I, B, S |k ot

U

(Mean+S.D., n=12)
F /o, R ASE T125mg. 10mg. 20mg% M & T T ARG L -1
(#5550 B) OFEMENE T A -5 IIUTOLE B TH LY,
fERER N T T2 B A AR5 (Bmg. 10mg. 20mg) D IM4Eh 5 X7 5 ' —
VM) A OFEYEE ST -5

R | B HFE W

Zof | PEREN O LA BENENE, BRE. Fo LY
U, B EER, IR R
A FRO LUK, REED
L PRAESE, SR

) FEBHE I B B T RGBT I RT T — L b)Y
Ay TEXFTV) VRHMMBO S 7)) ZAux A 2 OG- DR
I F CORRR BN VSRR & O,

12. BRFRRERRICRIEFTHE

NUONTH— - EOV DOREOHED

12.1 AUaNT5— - EOVDREHIE LDFR

TXRTFGT)= )V F MN)TLEOTO N R T ey —%
TEFRIV) VKW, 7 T) Auv AT VEOTEWE LD
A PO == VORI G T EZETIL. PCIREITA
AEROHE DB 7 DA REMEDS D B 720, PBC-IRFE AR
BRICE BBRRHEZAT) HE L. S0 0RO EHKT %4
BLIEDOWE T THERMET HZ EDHEF L,

14. EALDER

14.1 FERIRZMHIFOER

14.1.1 PTPEZEOEAFNIPTPY — M50 1 L THRH T % &
JIRET 52 L, PTPY— PORAAKIZ L D . BECEAEI A

RBEAHA L, HICE5{Lae B S L TR RS0 EE 2 40F
EAPRET LI LD D,
14.1.2 RENIEHEETH Y. RHICH2- T, ALY,
WD EFIZ, OAL T EIHEET LI L,

i~ Chnax tmax AUCwov ti2
roE | Em )
e E S (ng/mL) (hr) (ng-hr/mL) (hr)
5m EM* 146+ 56 3.0(2.0-4.5) 236+ 97 1.8+0.9
g PM* 252+ 55 2.5(1.5-5.5) 585+137 4.2%£0.5
10m EM* 383+ 83 3.3(2.0-5.0) 539 =200 1.5+0.4
g PM* 509+ 64 2.8(2.0-4.5) 1230 + 200 3.8%0.3
20m 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., tmaxlEMedian (Min-Max), EM n=16, PM n=8)
MITCHEESE T b 2 0 — 4P450 2C19(CYP2C19) IR, TRl TR L ) 58 s
na.
EM (extensive metabolizer):CYP2C19*1/*1, CYP2C19*1/*231ZCYP2C19*1/*3
PM (poor metabolizer):CYP2C19*2/*2, CYP2C19*2/*3313CYP2C19*3/*3
16.1.2 3FIHAIRS
BERBABTIZTNT T = F b)Y A20mg™ . 7EF T VK
M¥750mg (i) . K7 59 20~ A ¥ »400mg(Jifli) %1 H2[E7H
B (GH2m) KA 35 L 20 5 R 75— V) M) 7 A OFEYH)
NI A—FIZUTOEB) THLY,
REREB TS T2 B0 % SHIF T BB G-I O AT 7 X775 =)k ) b 1)y A
DIEYHREIST A =5

Cinax tmax AUCo12 ti2

(ng/mL) (hr) (ng-hr/mL) (hr)
<Ei/[15> 578 =293 3.0(2.0-4.0) 934+438 0.72=0.19
PM* . ) . o
(n=4) 948+ 138 3.0(2.0-3.0) 2600 =474 1.80+0.32

(Mean=S. D., tmasi¥Median (Min-Max) )
SIFCHEESE T b 71— 4P450 2C19(CYP2C19) &HANE, TRt#ifn M L ) 74 s
ns,
EM (extensive metabolizer):CYP2C19*1/*1, CYP2C19*1/*231ZCYP2C19*1/*3
PM (poor metabolizer):CYP2C19*2/*2, CYP2C19*2/*331ZCYP2C19*3/*3
FD AR ER O HE R, BACEIXNT Iy =)+ b)) ak LTlE
10mg. 7EF ) YA E LCLET750mg (i) K 0¥ ) Aa~< A ¥
> & L T1Ir200mg () 3% & FEEIZ1H 20, 7H AR5 3 5. 2B,
77)A0YA Y E, BDECS LU CHEMET LI ENTE D, 72720, 1
[51400mg (J7fifi) LH2[01 % FBRE 2,1 Th %,



16.1.3 E£WMEHEIE MR

(SRTSY—)UNagesmglU D1 1)
T X7 5 — )VNatbmgl 7 4 J &%) T v b §E5mg % M HE R A B
TN ENENIEE(TNT T —)bF b)) 7 Ak L CThmg) Z2E R[]
RS (7 a A4 —N—1) L, MEER T XTI — Vi flzE L
720 BONT-EEYENHE/ ST X — % (AUC, Cmax) 2D\ TI0%EHEX [
A THEEHFAT 2 47 - 724558 10g(0.80) ~log(1.25) DHFEFHNTH ) |
TR O A W21 [ S SRR S 7z s
7E2) gﬁ%ﬁTEﬁ?ﬁCYPZCB@ &= T #HEM (Extensive Metabolizer) (24346 & 117z

RN G G HEOEYBE/ ST X — 5

Cmax Tmax Tz AUCo-10nr
(ng/mL) (hr) (hr) (ng-hr/mL)
F X772 — )V Na$i .
Smal 7 1 | 117+42 2.8%x1.0 1.6+0.5 200+78
%) Iy b §ESmg 113+36 2.7%0.8 1.5£0.4 203+76
(Mean £8S. D., n=50)
120 —e— INT TV )L Nafit 5 gl A |
% T --o-- XU I NESng
th 100 - - Mean=S. D. (n=50)
7
~  80F
7
7 T
\{‘ 60 |
Va0t
i '/
T ) N
T T R R S S T T O S e
0 115225 3354455556 8 10

P2 545 DI (hr)
(5RTS5Y—)UNagg10meld o1 1)
FNRT TV = )VNagélOmg[ 7 A J &3y = v b EE10mg % R AT
FICENFNIFE(FT T T — ) F b w4k L Tl0mg) 22 5 I i [m]
BRI G (7 0 2% — N—1E) L, MRS NT 50— VilEE 2l L
72o BEHN7-EEYENHE/NT 2 — % (AUC. Cmax) I22\WTI0%ETHXH
WA THERHIRAT 247 o 7245 8. 10g(0.80) ~log(1.25) DHEFHNTH ) |
A O 2 W= (0 [ SV DS iR S 72
KA SE GO BIE T A — ¥

Cmax Tmax Tz AUCo-10nr
(ng/mL) (hr) (hr) (ng-hr/mL)
I N7 F ) — )V Nadi .
10mel 7 1 | 301 +163 3.9+1.2 1.2+£0.5 640+ 377
ADESPRN (0 294+118 3.3%0.9 1.1+0.3 610 =320

(Mean £8S. D., n=20)

400 - —e— ST 5 — )L Nafi10ng[ 7 1 |
% --o--)NJ v hEIOmg
h Mean+S. D. (n=20)
T 300k
Z
5
4
\{ 200
b
B 100t
(mg/mL) | 4TI
S N Y A Y A N A s ol
0 1 225 335 4455556 8 10

51 O] (hr)

AR 72 5 ONNZAUC, Cmax&Ed/35 X — %1%, whERE oI, 1§
ORI EL - BRI SF O MR SRS K - TR 2R D 5 .
16.2 MRUX
16.2.1 BEORE
TEHE R A TS T 1220mg & A AT USRI IS L 72, &Rk SC
AL E T35 12 Ut N1 THRERT R IE 2 & & & (WIS BI R 2= AR
DHENTWAEY[16.1. 18]
16.4 {3
TR A 712 10mg. 20mg % #R %5 L 7z o e rf o Rk, +
WCIEBERM RIS L DAER L2 F 4+ =T WK TH o720 2D
il AU EEE T b 2 0 — 4P450 2C19(CYP2C19) A3 5-3 5 i #
WALBOES & 0 AR L 722 V1R, 3A4(CYP3A4) 2559 % A vk
ABBUBIS & 0 AR L 72 2V AR SARDSERD Bz 6 D110, B ]
16.5 HEttt
HERER AR T 1220me % #E 3% G- L 7236, #5245 & TR
TNT T = )T )T AORBLEIEHRE ST R THh L
WARVIBERR O ZD 7 N 7 0 v R E R 5= 0/29~40%, A VA
7 — VBRI D13~ 1% S A2 0

16.7 ZEYMEEIER

HEAX AT IV —NV) THARB#BEEE T b 7 10— 4P450 2C19
(CYP2C19) ~O R H A L W MBS ED LN TWDE VT £
Ly TNVT7)YR-TINVT 7)) LTINTIT S =)L) )
T AR INS OFEROMHPIREICHEL G 2 v LG S Tw
bo Fio, HHE(T vV T T =) THAHMESRF b2 10— LP450
1A2(CYPIA2) OFFEIC L WAHEAERD RO LN TWDE T4 7 41 Y12
WHLTEINRTT—)vF b AZMAEEICEEL 2 2wk
PG I NTHED Y,

17. ERPRRGIE

17.1 BENRURLEICET 28R

(BEE. THEREE. MESEKEE. EitRER)

17.1.1 —RREGAREER N U — EE R EEER
R, T IR, i S N O A R £ A RIS L
10mg X i320mg & $¢-5- L 72— e R Sl I O — 5 5 Mt et (¢ 5-1
:6~8EH) DRAHI TED L BY TH B,

G PR
5 94.0% (189f1l/20111)

TR 99.4% (159%1/160%1)

M E S 90.9% (50%1/55%1)
Wy iy 83.3% (10f1/1281)

F 7o HoS B PUAIRIUME o i i MR Al 5 % A 51 H 11 0mg % 24
AP L 2z MR (C S MILEGRER) 1[0 B 2 NS IEFE 5%
1378.6% (3351 /42(51) T - 7219,
WHEHEROCHEDO 7O b YRy 74 e B —iFRICIRPTE™ o
WA EREE 2w G L LB 58 HB NG I X 2BERIET
FEDLEBYTHo722,[7.281]

118120mg 1[5110mg 1[5120mg

1H 1 1H20] 1H 20

otk 53.8% 78.4% 77.0%
- (60f31/102151) (80f1/102f1) (7761/100f1)

grade AN 65.1% 87.1% 79.5%
grade B¥ (56151/861) (74451/85451) (66451/83651)

grade CJL U 25.0% 35.3% 64.7%
grade D¥ (4151/1651) (6%51/1741) (114/1761)

HDINRT T —=)vF b)Y A10mg/H. ¥V 757 —=W30mg/H. 4+ 277
V= )v20mg/ H % S LL b4 512\ S ARG S LA S S

o POV A5 (S 2E2) 12 & B EERE

WHEHERUCHEDO 7O YRy T4 Ve ¥y —HRICIRPUE o5

TR R R R G L L 7R 5208 1 5 o NHLERIR AT 12 X % JEFRSE

PR F RO LB Y Tho 72 2,

IET R O FE ] 250
1[E10mg 1[10mg #?;;b%%%g;i:%)#
1H 1 1H2Mm PfE>
P 5-528% D 44.8% 73.9% 29.1(18.9, 39.3)
I (73/163f1) (119/161%1) P<0.001

a)10mgl H2[A-10mgl H 1Al b) x %#5E

#2) 7 X7 —=)vF+ )7 A10mg/H - 20mg/H. 7>V 77V —)L30mg/H.
F AT T = V20mg/H, TV A7 T —)V20mg/H % 8HEM LI L& 512k
VB SAERRR S 5

GEU S MEBRIEETE)

17.1.2 —EERHEEER
OB AMEE AENGUE Z o RIZ1H 1A10meg % % 5- L 72 ZH 5L
TR (Fe G- A ) 12 B 2 M R0V E AR O SE 4 2R3l ORI
ZENA43.6% (4451/10181) . 55.4% (56{1/101%1) Td - 72,
BIEFIZ. 10mgt5- 01026171261 (11.8%) 12589 & iz, ERGIEM
Wk A3 (2.9%) K OB 261 (2.0%) Tdh - 722,

(RRE7 RAEV VESEICHIFDEEENIE TG EE DB R

17.1.3 ZEE5RHES R
EHET7 A1) » (1H8Img X 13100mg) D EM#S 2 4L L, »oH
I T ZIRIBEREOMAERL AT 2 BB 2R & LA-ZEEHRTL
AR OKEH. Kaplan-Meieri: (2 £ 1) #E5E L 724% 5-248 [ 7 O B 155
T IREEE O RREEEII TEO L BY) Th o 72,
EWERIZ, X770 —)bF )7 A10mgte G- #ET15761H1 14651 (8.9%)
Smg# G- BETI5661FH 76 (4.5%) (272D H 7z, 2 EIVERIZ10mede 5- 5
TR OB 42690 (1.3%) « Smgfe G- T T HI3HEI(1.9%) . FFHERER T
261(1.3%) TdH - 722 P,

1H1A5mg 1H 1A 10mg xif g
(150%1) (151451) (151451)
FEBIEL 481 251 3251
12 524814 0 AR5 2.8% 1.4% 21.7%
(95%1E HEIX [#) (1.04, 7.17) (0.35, 5.51) (15.84, 29.27)
RERIZKF 2 — Flb 0.11 0.05 B
(95%(1E HEIX H) (0.04, 0.31) (0.01, 0.23)
Pt P<0.001 P<0.001 -

a) Kaplan-Meieri#: 12 & 2452, b) Log-rankff7E. o) & iz 7 7L /7 » (1H50mgl H
3J)




(%)

100 -8- 1 H 1[A5mng
90 -©- 1 H 1[H10mg
- KR
80
70
;% 60
B 50
)
30
20 4
10
0 o . &}
0 12 24
At Risk PGB S O AR GiE)
1L H 1= 5mg 150 150 139
1 H1[=10mg 151 151 142
Sl 151 151 114

KaDlan Meieri= (2 X 2 B a3 E o B EIREER
&5-24JDU\[5¢ FNRTF =) 87 A% i KE2:0E [ ke
a*xff L t A (RFHCmART6:E %) . Kaplan-Meieri: 12 & 1) 35 L
- T i R o BT R RIL, 1H1A5mgT3. 7%(95%
1D¥EEF'1.1.53,8.64)‘ 1A 11A110mgT2. 2% (95%fE # [X [#:0.72,6.75) T
Holze B, HH2GADKE, MBI T T TV =)V M) A1H
15mg X 1d1 H 110mgl2¥) ) 2 T, e Ko2: ks 5- L 722,
(BEBENFTIEBEICHIFRIAU NI Y— - EOUDKREOFHE)
17.1.4 EINERRER
AN ANy — - En ) o B s U iR o B E kR
ELAENOBERRERE (S XTI = )T A, TEFV V) VK
MR 7 ) 2a~4 ¥ O1H2E7HM#EEOFHS) 1281 5 RE =
BTEROEBYTH b,
BIERIE, SNXT 5 =)+ )7 Al0mg. 7EF T2 KW
750mg () 27 51 Aa< A4 2 > 200mg I #5512 L 0. 1295414051
(31.09%) 12388 S AL, 2 BIVEHIE T HIL661(12.4%) . BAHE13%1(10.1%)
ThHotze Fl2w IXNT T = F )7 210mg. 7EF T ) VKA
750mg (). 7)) AT~ A ¥ »400mg (M) 512 L ) . 123615561
(44. 79 \ZEITERDSRRS B, F 2 EIERIE FHI2661(21.1%) . #RAE1361
(10.6%) . BREFE1361(10.6%) . BEH7H] (5.7%)1“&)01’27" &),
| EEg o #Eﬂms it

HEF D15+

SNTF5—F b+ A10mg
TEF L) VAKAMT50me i) | 2181/ H
7 51) 2a< A 3 »200mg (F11fh)
FR7F =)+ b+ )7 A210mg
TEF T VY Y AKATE0me (JIfii) | 2101/ H
r 5 Au< A4 ¥ 2 400mg (i)
LB, WA TITbRIzAY Ny 5 — - YO Y B0 E - 185
BRI 2 RE O BRBRE BV T, FEEORESESNT
‘/‘529)
W) ZHH O Gh, ROBEGHHIETROLBY TH Y. EAOKEH PR
M 385,
FRTFV—=VF U7k LCLE20mg, 7EF T LR E LCLE
1000mg i) % 057 5 1) Au < A ¥ > & LCLE500mg (J1if) 3% % 1 A 20,
7 H AR 5
72, TRHbPCRY A EY (T TTI—N), TEFVY
D UKHI RO S) Aa< A Yy OIFFFRGIZL B A) anNs F— -
Yo ) OBREERPARD THh o7z~ any ¥ — - ¥ EiEEs
FRFE LZEHNORE (S XTI =V F M)A, TEXFV V)V
KA RO A b0 =& — Vo1 H20E7H M#E 5 12510 5 BRRE
1282% (4961/6081) & s & T 5B,

18. ERHEIR

18.1 {EFRER
FNXT T =) M) 7 S ER I O BEVE SRS IR (AL T
YT INR)ICR Y, S b RS T (H. K-ATPase) DSHHE % 15 i
L CEERIGMER IE L, B2 BllS 2%, S SICHE S - BRI
H@E@ X, BIEREAL2 S OFEMOH RS L VIE TV F 4 v

LB ROMEENEGSE L TWwAERLDEEZ NS, FOM, 7

57%%/ £ o CTEERIGVEA G 3 2 W HeE O HEE S 552,

18.2 BEESWHNHEIER

18.2.1 fEEER AN FI12B81F A7 A MY ¥ RIEEE 5w 2k L. TH1E
10mg#%5-. 1H1M20mg#%5-C & b1 5-9 H 2> 5 Z B 2 ¥l EH % 7=
L. #%51HH R O7H H 05w O A1 H 1E10megfk 5 T72~
76%. 90~96%. 1H1[20mg#%5-T88~89%. 99% T %% 3,

18.2.2 wH FHHEBRERICIBIIL S TFYLYA 21 v 7AMPﬂiIJi%s‘c
2 X 5 B E T 5% (n vitro) o

87.7% 83.3% 85.7%
(5715/65f1) | (4541/54%1) | (102f1/119%1)

89.7% 87.8% 89.0%
(61%11/68f1) | (3681/41%1) | (97%1/109f1)

18.2.3 BMEE A ) EHEFERKICBIFLLAY I v, RYFFTA M) Vil
BE W, LICT Yy MBI 2Ry wmEL e 25 3 il E
B 53 up L 2ok Ly 2 3 i & %3799 80)
A XBHAHVIET Y MIBIT L HEES wm%wmwl@u flid 7o b
VARV THERCHE LEL, MPH A Y o ERIED 0D 3
18.3 BApH LEE1ER
R AT 1251 2 BRpHICA L. 1H1ESmeE 5. 1H 1A 10met%
G- TH1E20mg#e5-C & b ICEW 2 EAEMZ R L, #5950 HD24
[ A pHALL | % 7R 37 IRE R 0 B A (X1 H 1 RI5mgd 5- OEM™ T46%.
PM*T63%. 1H1[a10mgfk5- DEM* T58%. PM*T72%. 1H1H20mg
- DEM*T61%, PM*T76%T®H 5%,
ST SE 7 b 2 0 — AP450 2C19(CYP2C19) EHENL, TRtz T X v 4>
HESND,
;M(extensive metabolizer):CYP2C19*1/*1. CYP2C19*1/*2X1ZCYP2C19*1/*3
PM (poor metabolizer):CYP2C19*2/*2, CYP2C19*2/*331#CYP2C19*3/*3
18.4 H', K'-ATPaseBfE=E/ER
T R L ) B L 22H, K-ATPasel2 &) L. M\ BHEEH %2R
532239 (7n vitro) o
18.5 HEBEA
T v bRV SHEERE S S D W ITERE HERA (G A b L
KB A R LA, WPRE. AT T I v, B2y — Lk
U?X ) ISR Ly SROPUHESER & 2\ I B RR A UaE R %
Zﬁj—%)\ 40) 41>D
18.6 {EFER
(NY NS — - EOVIRE OB
TEFVIVY VKNR 7 S) 2044, TEFT V) KA
ROA b=y — VD3RR ECB T LT XTFT—)F )
v ADOHEENIENpHE ER &L LI2ED, TEFT Y VAHY
RO o) A0~ Y YOREEEEHOLZILIIHDEEZLN
6/12), 43)0
18.7 BREIZIR
NUIONT 5 — - EOVEREDFEED
AFAARI RPN ansy— - Yo EEEF VBN, B
NARBICHT 27 EX D) YRk E 7 5) 20~ A ¥ v D256
HOREIEZ, IXRTIFZV—=VF M) Ax2NZ5 T EI2ED)., MR
AR S,

9. ﬁ‘ﬁﬁfﬁluﬁﬁ?%ﬁfh?—ﬁﬁ*ﬂﬁ.
—fi%% : X775 —)vF + 1) L (Rabeprazole Sodium)
{E24 : Monosodium(®S)-2-([[4-(3-methoxypropoxy)-3-methylpyridin-
2-yllmethyl}sulfinyl)-17-benzimidazolide
SFI  CisH2oNsNaOsS
AFE 1 381.42
e -
O—CHz3

H:C OJ_/

Na _
N>_ S/_glqt} B OBHR R 1K
N/ \\O

" R E’I’é~Tﬂi¥El%®%*’C%é KIHED THEIFRT <
J =V (99.5) 12T R 3 0.01mol/LAKEE(LF ~ Y WAEitdi
BT 5 ”&mli’(d*o%o A (1=20) 1 X HESEE 2 TR & 22,

20. FRWL\EDZEE
20.1 PTPAZEIX 7 b 3 S8R, N5
T5Z &,

22. @&
(SR TS5Y—|UNagEsmelH T 1)
PTP# 5 A1 1+ 1008 (108 x 10)
(SRTS5Y—JUNafE10mglt o1 1)
PTPEZEFIA D] 1 1005 (108E x 10) . 1405 (148% x 10)
5008 (105 % 50)
NT [REIEFIAD ] 10088
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