20

% % 20254E8 H EﬁlE:J‘ (5B4MR) A HE 4 it o3 AR
* 202543 HUET (4E3h0) 872329
B SIRGE 7Ok >R THEHEH
HRMM : 35 SRTTI—IF U LR
— (L] Y ] ‘ 1] . . -
FATFIY-IbNai&Es: 10mg n-ns
RABEPRAZOLE Na maters 10mg onara.
RS | 22200AMX00804000
W7 e 20104711 H
. _ _ 5352 ENTES, 2B, @, HEE. WHELEET
2. 5 (ROBEIRBSLENC &) X 8B E T, T IR T 6 E E TORG LT 5,
2.1 RAIDOW 3 U BOE OB D & 5 B # (BRI L)
*| 2.2 V¥ VIEEE A BShoBH[10.1 BE] S iEE
R EE R OBRICB VT, BE, RAIKEIRT TV
3. #ERk - MR —VF YUY AELTLH10mg 21 H 1 H#EOHRS T 5
3.1 Bk A5 FERICE D 1 20mg % 1 H 1 MR LHYS35 2 L 25T
56 % 575 — )b Na ¥ 10mg [+—1F ] &5o B, W, 85@%3&?‘07%24’2&3“%0 ¥/, Ju b
o LT YRYTA ey —IZ X DG THRA T e G, 1
L% S NT S Y A 10me & 10mg X+ 16 20mg % 1 H 2 [al, & 512 8 AR#EI 15§
5%7'_\ 27N bV 54 mg &5 B ENTED, 7275 L. 11 20mgl H 2 51 FEOR;
XY=, TABANT T AL KB LT MY YA, Hi'rﬁi%ﬁj—%i%AL’KE%
v Fofyruelkiluo—2, KEHREE Fufy 7o %ﬁ%%if SR °
Elkra—2, AF7Y YB3 A, 700 " RESTR s e e ;
TR — 2, FNZ, n?*)g:;v;w:x—wf77 YLEE - A ¥ ﬁ’;’%‘ ey s ) ﬂ{ﬂvﬁ‘f@éﬁﬁ&@%ﬁ%#ﬁ&L:Bux’ca;t\
7 )V A FVIEAE, A ¥ 2 ) VB3 KY) < — LD, WH. A IRT IV —=F b aE LTI 10mg
TS MU A, EY VILR— 1 80, 7 T Uk Z1H1EEORET 5, £/, 7ablyRyTF4 ey
VIFoL, LT . H S W AL vosa — 2L BB CTRIEAT 7 i it il 2 OMERHRE IS B W
] T Tid, 10 10mg 2 1 H 2 MR IHRE$ A2 EATE 5,
3.2 BAOHK - . RV 5 AN B EEEHIE)
WRoe % X7 5 =)V Na#fife 10mg [+ =T | W ML T RT 5= F R Yok LT 1 10mg %
PR - FIE Wi - 74 v aa—T 1 v ok (B 1H1MEEORS 3%, 2B, W%, 4 BEFToORG 55,
i e AT i) <%§§§zeu>&5ﬁuswa%%§1u+:ﬁﬁ%goﬁ
|
HLIE » @ WHE AW IART Y= F )y ae LTl b5mg # 1
0 H 1 #5355 RAT5O%A1E 110 10mg 2 1 H
1RO E53 5 2 &N TE S,
KEx % 1 69mm X : 36mm ANYanyg— .ol OREOREED)
I 130.0mg HE, RAZEIXRTFTYV =) M)Ak LTl H 10mg,
PreEe—. SNT5 105 TEFRT V) ZRMYE LT 1R 750mg i) KOZ F U 2
! 4l o< A e LTl 200mg (Jifli) @ 3#HZRKIZ1H 2

k4, FHEER IR
OBBE. t-kKBEEE. YAaKEE. UHRMEEX.
Zollinger-Ellison fEf&E. FEV S AMBEELRIE. EHAE
ﬁéeu>E$ﬁu3ﬁ%%%§2u+:ﬁ%ﬁ%wﬁ%
|

OTFRICEFBIAUaNY 42— - EOYDKREDHEE)

BiEE. T2#BEE. B MALT U >/ BE, seiEtm/ MR
DE. REHBEICH T 2 RRSENEEET. AVINT 4 —-
EOUBEER

5. MBERIIRIRICEET 3FE

(GhREHE)

5.1 KA OGA R X BIERZ BT L2 E0HLDT, T
TN L ZERD D 25352 & (B MALT V) > 73,
FUWEHE KT 2 NEEEEER T ICB T AN gy ¥ — -
Yo ) OBREORB Z B <)o

GEV 5 AME BB TRIE)

5.2 %5t 2 Mt & Hiel LTRIRZMEE L, SERO BN
WRRD LN VIEEICIE, BREHUADIRND % 2 5 b 720
D B R IR~ OEH 2 RF$ 5 2 &,

<§§%§zeu>E$ﬁu3u6%%giu+:ﬁﬁﬁﬁwﬁ

I

5.3 IMi#: - ZEROEEIHI O 72 DIARHE T A Y ¥ % kxS
LCWwBHEEHEGRRE L, HE5HBICE L Td. B\
W HRGEE OB E R T A L,

(ANYanyg2— - €Ol OREOHEED)

5.4 HATHIE MALT U Y SHEICHT A1) N7 & — -
BRI B DA RIVEIZHEL LT W 2\,

*%5.5 EMEIML/IMIGRAEIC R LTIE, 74 K94 V&2 L,
A ANy y— - ¥ BREREEAEY) &R S B ERIZO
AW IEHREIT) 2 L,

5.6 FHHE M ICKS 5 NBENEREE DAMCIE, ANy ans sy
— - ) BREEHEIC X B B OSAEIIHN RS A AR L
VLTV,

5.7 AN anyy— - vu ) BEHRZICHWLERIZIE. AN an
75— ¥ )T H D L RONEERAEICE YA 2
N7 — ¥ BEHETHLIEZMRTHI L,

6. AERUVHAE

(BigE. +=i8BmaE. WAEREE. Zollinger-Ellison fEIREE)
HEL. RACETIRTIV—LF Y a kLT 1 10mg %
1H 1 EERO8%5-3 255 WRICEY 110 20mg % 1 B 1 hlfE

<R =R)}

[\, 7 HEEORS9 5,

B, 7oV AaA Y UiE, LEIOSLTHEEET S &
MNCTED, 72721, 1M 400mg (Hfli) 1 H 2 M% ERET 5,
TArYRYTAL S —, TEFVV) VARKHBRD Y 5
234 YO 3FFKGICEEANY ANy sy — - Eal) O
BRIGEPAEIOLEIL. S bBEBEE LT, @, K
ANZEFEINTFSY = F bY AL TR 10mg. 7EFY
U VAR E LT 1 750mg (i) ROSA Fo=F Y —)
ELT1M250mg @ 3#IZFKHZ 1 H 2 0, 7 HEREO%RES§
Z)O

7. BERRUAEICEET 23E

(BiEE. +=#&E&%E. W&SEE. Zollinger-Ellison FEZEE)

7.1 RO L WA RO - BEETEOBA12 1 1 20mg %
1HIMEEST B ENTE S,

(FRERER)

7.2 TR LA RO - $EMEo 412 1 10 20mg %
1H1E#ES T ENTEL (5 - HRERD R ERME
HEROMFIRE, 7O bRy T ¥y — X BEHET
MBEAT GG EEIMRL). T 7B bRy T, ey —
WX B HBECHEAT BT L 1 M 10mg i 1 11
20mg & 1 H 2\, X512 8 MM T 2541, NHEHRE
THREEERPERE L TRV E2ERTHIE, B,
A# 1 H 20mg @ 1 A 2 F#51E, WM CHEEORFL
ERMALLBAEICRS[17.1.1 28],

8. EELREANEE

(hEELLiE)

8.1 AHOFeG-rzid, MG ICER L, E I
MBS - M EAL AR 217D S ¥ T L v,

(BiEE. t—EHaE. WAIEE. U5 AME BREYRIE)

8.2 EHIOMHRERA 14 CThuvo T, MFREIIEHVRENE
EDEFE Ly,

TR R E R OHEFEE

8.3 1% - R AM Y BT HEZR T MRy T4 e Fy—IZ
DR CREAT A RBHIH LT 2k & L. ARk, HiF:
PEOLED L WEEIITI DR VWEIRETHI L, F
7oo BB, 7OV 3 — VI BREE o A 56RO G 25K S
. SERIRREDSRIN D72 0 ke 3 2 B I3RS 3 it &
EETAHZ L, b, MEFRREPEHINICABLERE % Ei
THREBEETHIAT) T ENLE Ly,

GEU 5 AME BETHRIE)

8.4 MIZICX D R, BN AERIFEY R LASND
2 (1AMBAY 2HULE) 2RO ZHGTHI L, &



By AHOHGAEHE FERE OMPRIES; & OO LR
BIZ X BIEIRZ BT 2 2 EHH DD T, WHEASIZ &
INLOREBTHEVI L EMHRT LI &,

. BEDERZHETHREICHTIER
A AHHE - BMEBREOH 2 8E
A1 EYEBUEOBREEDH 5 B2E
.3 FgeEERE
AR 2 JAE T EIRIE D R 523 % o
9.5 11w
Il SO ITHR LT 2 W BETE 0 & 2 2 13 iR E oA 28D
fabrtk % B2 LB SN ALEICOREE 352 L, BT
B (T v MR 400mg/kg, 7 ¥ FERE 30mg/kg) THRIEHME
(7 FTLEEE, 79X TREOK T, fLFIBE) A7HiE S
NTwbd, 72, 99 PCIGRTFIY—=)LF M) WA
(25mg/kg/H). TEF TV A (400mg/kg/H LI E)
Koz sy zua<x4 vy (50mg/kg/HU L) % 4 EEOHHE
5 U723 BT MECRBIREOELSFEO LN TS,
9.6 BRI
EHLEOF R OB REOFEE L ZE L. FIAL O L
kAR5 2 & BWIEEE (v ) TR ABATT
LT ENHESIN TS,
9.7 NRE
ANRER AR G & U 72 BRRERBRIE T L TV v,
9.8 SHE
WALEHERSEOBIER 23S S b 72 A 13REE T 5 7 L2
#HT AL, RANZT L LTI TR# I NP, Siga T
WIHFREREDME T LT b 2 0% <. BIfE S 5bhs 2 L
ﬁs‘% 60

10. MEEA
KA OB #EEZF b2 o — 24 P450 2C19
(CYP2C19) %0~ 3A4 (CYP3A4) OMHA23H0 5 TW5.,

[16.4 ZH]
F 72, AHNOH B WIIHERIC X 0 PR EEH O 2 e

[To o N{oN{e]

WS 52 LB %o

*10.1 EARE (HiF

LeEWVnZE)

ESIERS

BEAAEAR - S8 55

BT - fab

JIVE Yy sIEERE
(Y257 h)
[2.2 BK]

YvEEy vHEEEEO

TER 2 559 % BTN HIC

5o

AH) > B W 53 s B0 R
L0, HApH AL
AL, Vv SR
WOWNPAT L, v
Y'Yy v o EE A
KFTAHZELDdHb,

10.2 HiAZEE (A

ICEBTBHCE)

AFNTTXRT ¥

Sk AR - H5 5 B - fakE
vIxRT v T 2640 0 I v 5 L A% | AR5 o0 T IR 0 I B R AR

AT EDND 5,

A&y, BN pHAE

7 L. M TEEH oWz
et %0

A F7a5v—n
rI745=7

AT 38 1 o Afit v i E 2%
BFF2BM0H 5.

AH 0> 1 T 53 s AR
Mi2xy, WA pH A L
A L. MTEHORILE
Wl 28D 5,

KBALT VI = A7
VRN | dr e A

A JLAR A 512 Fe ]
PR IR ARTT L A 4%

B EANTH %,

LG4 ORIFER] 51 W %R T
L5 v 3 1 il AR T A
MENZI 8%, 6%IE T
L7 OWEDD 2.
AR RLFF— Xk RLEY— oI EEIRTH 5,
A EHT 2 2
b, BHED A N
R S Al N A
DT — BRI AH]
O¥G A RISk
EEETLHI L,
1. BMER
ROBWER DD S5bNDZ EWNDDDT, BEE 540,
FEE DR NI Y A 3G 2 kT 5 % &) 2 LE & 17
DRERN

1.1 EXAEIER

A1 Yavy HERH)., 7F7147%2— (HERH)

n12ﬂMﬁﬁ9(ﬁ§$%~%ﬁﬁﬁﬁ<ﬁﬁ$%sm¢w
WD (0.1%Ai0%) . FmEEm GHEAH)

11 1.3 BIFERTR (HIEEAW) . FFHBEREE (0.1~5%AKi) . BE
(BEEANH)

nm4ﬁ§ﬁﬁﬁ(0m*ﬁ)

FEE WK, PR EE, B oRE (85 SR N
WAIIE, MR iR X oMk Eii L. AFlokS %
Z’ﬂ:@‘é L b, BIEREAIVE YHIORE %08y 7 L
ozt

1115&FFE<ﬁE$%>

kR BESE Al E (Toxic Epidermal Necrolysis: TEN). K2
JEREBEIREERE (Stevens—Johnson JEBERE) . Z AL D &
bNLEZ DD 5,

11.1.6 SHBEE BELRH). ﬁgﬁ%#(ﬁ§$%)
BEERERAE (BUN, Z L7 F=V5%) ICHEETHI &,

1.7 &F FUDLIME GHEARH)

11.1.8 ERUBEIARAE (HEEAH)

M. &, CK B&. MR ORhI+rae s bH %
Y L ARG RREDS D DDA LD b,

11.1.9 |ABEE (FEAH)
11.1.10 $EELIREE (HUZAH)
AT, BEATE, KR,
HobNbZ Db,

1.2 ZOMOEER

(Bi&B. t=EBHas. WaNaE. SRtEREER. Zollinger-
Ellison fEfEE. JEU S AMBREYRIE. BAE7XEY >

RIFE. A, R BOBRMSES

5 5 BRI+ 1A OE R M)
0.1~5%Ki | 0.1%Ki B
FEBOIE S5, R E iR
FIMERKA | AR BRI A e
k(3 TREAIN, GFERERSS | BREZ . ) 2 NER
%, Al L%
AST. ALT, Al-[#2EV V¥ ¥ D
JH-lidk P. y -GTP. LDH| I &
D L5t
B & TE RS- BiE
FERL, P MR R, SRR, h > | ENE, B
M WA, Y 7. Wb 8 m K b £
P % ., g, BEA ( collagenous
e, B colitis
lymphocytic
colitis)
it WE WV, 5DLDOHAER. EiE
. MRAL DU
AR Ji. FUELSHIRE, 8
KT, HNod-o
NS ET
WAL A7Fa— | TAH, FE | HOob5o%, |
Vo R PERR G - (R FEEL. | BE. A,
Z oA BUN @ L5, &|EiE. LN, |7 ¥ =7 e,
FIJR. i TSH|CK @ L5 K~ 27 %L
Han MLfE Z LR
) FEBUR B I RGO eI L B,

ANYanygg—-E0UOREOHED
0.1~5% A 0. 1%
BB &5, B PRI
Il ER UFEEERIEZ . UT AP ERIK
L% ) VoRERRA, ) v
’ INERMES . IR A
1 M ERSE 0
W ALT. AST. y-GTP|Al-P. LDH ® -5
D5
TSR AR By, e EA
TR RE, BREEEE |, I %, Rl
Py Mg, ISR, R VR, R, g,
S AL T, HEA | AR IR, %
P, BB
IR EUESED YE DIV
FRERRITE O k- BHIATNE, R
L O, 2 K
Z Dt JR. MRE E 5 %E(DL
O, RO L5 IR
PSR, Fhihdng
) BB EES T T S RIBEEICB T IRT T —

VFEI)T A, TEXFZI) VKRR 7)) A0~ v
g 3 KNP 5O ARGRIG F TORRRER K OB e A E &

12. BBFRBREBRICRIEFTE

(ANYanyg— - ol OREOREE)

121 AYyans 44— .0l OREHELDEE
FGRTFTFG)—=NVF P REOTA N YR T ey —%
TEFTIVY VKA., 759 2u~xA Y EOYIAEWE R
X bo= 7/—w@wm¢vh5%TE&fu\BOR$W%
ﬁﬁwwmﬁ%wﬁ &67 MDD B 7, BC-IREMAR

W2 &2 BRHHE ZAT D W u\:n%@%ﬂm&ﬁ%T%4
@uﬁwﬁﬁﬁ%wiéztﬁ%iLwo

14. BREDZE

141 EEIZFEDEE

14.1.1 PTP @203 ANE PTP ¥ — b A5 L TIRHT %
IORET LI L, N?/—Fﬂbﬁ X0 BCGIRAEE
ERBEARA L, W32 B2 LTI AS0EE 246
ﬁﬁ%ﬁ%#é:aﬁ%éo

14.1.2 RHNIGHESETDH O RIS H72- T, BAZZD . Few
20T, DAL BT EIEETHI L,

15. ZOMOER

15.1 BRAR{ERICE D { 1&#H

1511 AHORMBEEG A BIEOH R — 7 %2R0 7z & oWl
733‘&);&0



1512@% b”éﬁﬁ@ﬁ@ﬁnf‘fmb/f/fﬁykﬁ
2 & 2 IHEBIC B TR MERE L PE 9 BB T, TR

ﬁ THEFIT D) 2 7 WP HE SN TWDe FRS, BSHRRL
gf%%(1¢uh)®ﬁﬁ%%utﬁﬁ?\%ﬁmux7ﬁ
B 7z

15.1.3 shic T%zckh*%%ﬂ%ttfﬁﬁmﬁ 20
Ty O bR TL ey —2HE LBEIIBWTI T
APMYTTL - FTA T4 YIS E B FEGD ) A 7 BENasHl
HENTWS,

15.2 FERERREABRICE D C 15%R

15.2.1 J v M2 5mg/kg YA L% 2 SERRR 4% 5 L 72 3tk R 12
BWT, METHIZANTF /4 FOREDRALNTE DWMEDLRDH
5o

15.2.2 B ES (5 v MEOBKS 25mg/kg Vb)) CHURRE R
KOOI A a3 Y oMnsaHms ShTtnwbso T, ffHcH
7o o T HUIRIRBERE ICTEE T %0

15.2.3 v MIEETH LT VT 5V — )V (50mg/kg/H).
TEFTYY VK (500mg/kg/H) BUY I 2w v
y(mmmkgu>%ﬁ%&%ttﬁ%ﬁ\ﬁﬁ%f@%ﬁ@

Bk e & IR R OBEMH OBRIAD SN T b,
16. EYEIEE

16.1 MeFEE

16.1.1 SNTSU—JLF b LEEIES

TERER A 712 20mg % MiA T U EBISROR S L2
?%@Kiﬁft%%ﬁ%ﬂ?x—7®$wﬁ%%u%?%
16.2.1 =g

AR O M IR B E /ST A —

o &t Crnax tmax AUC
el Rt (ng/mL) (hr) (ng + hr/mL)
ke 437 +237 3.6+0.9 937 +617
faes 453+138 5.3+x1.4 901 +544
CF#fE+S.D., n=12)
F 72 AER AR 72 5mg. 10mg. 20mg % #i & T ¢ RAEHK S

Lf:B)%E 55 HH) OFEYFFE ST A =5 ZUTOEE)T
%%20

TR AT FI BT 5 AEP S (5mg. 10mg. 20mg) O IfiL4E
HFSXRTF) =) b)Y L DOEYEHENT A —F

o Crnax tmax AUC o t1/2
Bk | KB (ng/mL) (hr) (ng * hr/mL) (hr)
EM® | 146256 | o0 o 236+97 | 1.8%0.9
smg 25
PMF | 252555 | ZD | 585%137 | 42205
EMF | 38383 |, o3 o | 59200 | 15204
10mg - -
PMF | 509564 | o8 o | 12302200 | 3.820.3
EM* | 6345348 |, e o | eEam | 23214
20mg '3 3'
PME | sz | o 08 1 23312663 | 3.720.3

CPEME=S.D., tmax (&P JfE (Min-Max) .EM n=16,PM n=8)

MPFAFEER T 7 1 — 24 P450 2C19 (CYP2C19) #BUALIE, TRlE(A T
By pHENnD,

EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*2 NI
CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2., CYP2C19*2/*3 X &
CYP2C19*3/*3

16.1.2 3 EBtHERS
BHRERARTFIZTRT T —F b)Y 74 20mgh, 7EFY
) YAKH 750mg (). kU7 5 Aa< A ¥ ¥ 400mg
Oufif) Z#1H2Mm7 HE GF12 \) KEROERS Lo S
NT??—W%bUﬁA@%%E%N9X—9uuT®tBU
TH 5,

RS 2613 B 3 AP IR G R oM 5 X7 5 v —

VI b) T ADOIEYEENT XA —F
Cinax tmax AUCo-12 ti2
(ng/mL) (hr) (ng * hr/mL) (hr)
<nE£/[15> 578+293 | 3.0 (2.0-4.0) | 934438 | 0.72%0.19
PM? | 0482138 | 3.0 (2.0-3.0) | 26004474 | 1.80+0.32
(=4 | M8 0 2.0-3. § 8020,

TS D, tmax (EHPYE (Min-Max)

MPHUBIEE F b 7 1 — 4 P450 2C19 (CYP2C19) #FEHIANLL, Tit#fs T
BIypHshs,

EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*2 NI
CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3 3 I&
CYP2C19*3/*3

H) ARBRAER ORI DB, RACEIRT IV =L Y oal
LTl 10mg., 7EFZ Y YAMPE LTI IE 750mg (J1ii)

K7 5y 2ma~A Yy LTI 200mg (Jifli) @ 3 7% [
1TH2M, 7 HMELORG T2, 2B, 79V 20<( ¥ ik, LF
WIS L CHEMNETAIENTE S, 72720, 11 400mg (JJili)
1H2M%ERET L] THDo
16.1.3 EMFEIFEIFMHER
FXRT I =)V Nathige I0mg [F—/1F ] L)y Mg
10mg %, ZHUAF—N—3EICE ) ZNZER1EE (SRTFY
—VF P L ELTENEN 10mg) B A T2 ig
IR P G- U C A b R BRI E 2 W L7z, 15 b 7360
BjHE/SF X — % (AUC, Cmax) OxFEMEDFEIMHEDEDS log
(0.90) ~log (1.11) TH Y. HowEMRER iz »Eml

LTwaZenn, WAOAYSE SR S /2y,
Y EE ST XA =5
0 AUCo-9nr Crax tmax tu2
(ng/hr/mL) | (ng/mL) (hr) (hr)
FINRT T
F_,)[/ Na % 23 585.6+288.2|352.5+130.9] 2.7x1.2 | 1.5+0.7
$E 10mg
[F—=nT]
IV E o3 600, 42268.4323.55110.6) 3.7+1.2 | 1.2%0.5
b $E 10mg
CF¥fE+S.D.)
(ng/mL)
400 |
—O0— FRT 5/ —)INalfiElOng [+ —/\F ]
fm 350 —o— )SU T EIOmg
95 i =
2 a0 A5 +S.D., n=23
X 250 ¢
7
\5‘ 200
|j 150
12
- 100
E 50
0 1 2 3 4 5 6 7 8 9 (hr)

B E&ERE

M 5 X7 5 — ViBEOHER
’jﬁqj()ﬁﬁp]fv AUC\ Cmax ;:120)7\7){ 9li *ﬁ%ﬁ%o)li
f%mﬁmhm@& I [ 45 0 BRBR AR\ & o TR BT
A ZQ)O
16.2 ORI
16.2.1 BEORE
TERE A 712 20mg % MA T U ERISROKS Lz, &
BB G TIEMAETHRGICI L tua 25 1.7 RREBEST 2 L & 3
WA EAED STV BY, [16.1.1 2]
16.4 54
ke R A T-12 10mg. 20mg % % G- L 7= B o> e v oo G 3k
Wi, FICIERERN R ITROBIC X 0 B L2 F 4 T — 7 vtk
Tholzo TOMITHAHEESR T b7 o — 24 P450 2C19
(CYP2C19) 2559 2 Bl A F ALRIGIZ & 0 A L 72l 2 F
VAR, 3A4 (CYP3A4) 25B%5-9 2 Aok AMUBUSIZ & 0 AR
L7z 20k VARDSERD S 72096 [10. 2]
16.5 HEtt
@?%EE/\%% 20mg ZREORG L6, & 5% 24 R £ C
IR 7«77/—w+bUﬁA®$ﬁm%immén?
RBWTHLHNKYBEKROZD TV 7 a v BIEEI S
i@§9>29~40%\ AN AT — VT AR DY 13~ 19%HEE <
}%/Lf.: 5 o
16.7 EMHEEEA
e (X AT IV —)v) CTHACHTTESRF b7 a— 2 P450 2C19
(CYP2C19) ~OA#HHEAIC X Y HEAEHEDONTWE Y
TENRL, TNVT7VY R-INVT 7)) I LTIRT S
V=) F MY T AE IO DOEF O E Y G2 v
CEPHEEINTVD, T, FHE (5 TFV =) THF
RHEEEF b 70— 2 P450 1A2 (CYP1A2) OFEIZ X ) AlH

TERARD SN T VDL TF T4 ) VITHLTHINT TV — )b
ﬂ‘]‘)‘J"JL\ FMREISEREZ 52 v 2 B S Tw
267,

17. BRERRHE

17.1 BERVCREMEICRET 28

(BigB. T=EBaE. UALEE. ¥RtsER)

17.1.1 —fRERRHBR R U —EGIRIE BB
W T IR, TR £ R O B R & S
1 0 1M 10mg X 20mg % #%5- U7z — iR B O - mH
*ﬁgz%%ﬁ%ﬁ (PG5 - 6~8 ) DOEHIZTERDOEBY TH
Z) - o



KES I REERE S
FEE 94.0% (189 /201 i)
RS 99.4% (159 #1,/160 f1)
WA I 5% 90.9% (50 #1/55 f)
Wy £ R 5 83.3% (10 Bil/12 1)

I 7o Ho SRR PRI O M i FE 4 2 35U 1 H 1 ]
10mg % 24 BM B Lol Ffeh (SR EMILEGER) (261
B NBLEEIIE 7313 78.6% (33 /42 B) Td o 7219,
WEAEROCHEOTE Ry 74 2 e €y —iHR I
PEED G fE S 2 R & L7z 8 Ak O N BLEIRR
BIZEDHEERITROLEBY TH o290, [7.2 B

1 [\ 20mg 1 [\ 10mg 1 8] 20mg

1H1M 1H2Mm 1H2M

Setk 58.8% 78.4% 77.0%
- (60 51,/102 1) (80 51/102 #11) (77 $51/100 1)

grade A LY 65.1% 87.1% 79.5%
grade B* (56 151,/86 151) (74 15/85 1) (66 11,/83 1)

grade C L T¥ 25.0% 35.3% 64.7%
grade D* (4 51/16 1) (6 B1/17 1) (11 $1/17 1)

1) X755 =N+ b A 10mg/H. V75— 30mg/
. F 275V =) 20mg/H % 8 M LA EFES- 1212 KRG IdAE
PRI T3

sut IV RAGHE (YA 2) 12X 5 ERRE

BHEHEROCHBEOTO N YRS T4 e ¥y — R il
PEED i Pk £ S A kb5 & U 7o iR 52 350 LSS
BRARIC & 2 IR (hYehE) 3 TROLB) TH- 722

22)
o

o )
1 10mg 11 10mg 3F£5f%i2§*§rzﬂf
1H 1M 1H21m )
p 1
$45-52 ME oI}k 44.8% 73.9% 29.1 (18.9, 39.3)
Rt (73/163 51) (119/161 #1) p<0.001

a) 10mgl H 2 [M-10mgl H 1 [, b) y2 Mz

H2) IRTIFV—=VF ) A 10mg/H - 20mg/H. TV 75—
NV 30mg/H. X 75V = 20mg/H, =V X775V —)20mg/
H % 8 JH M LA P50 12 R LA R P T 36

GEU 5 AME BEWRIE)

17.1.2 —EGRIEEHER
D AMEHE BEMGIEZ G421 H 1ol 10mg 235 L2
EHRILEGEARR (504 ) 2B 2R ERO5E 4
IR ORERIE, TNEN43.6% (44 B1/101 1), 55.4%
(56 #/101 #) TH 720
FERHIE. 10mg $5-0 102 B 12 61 (11.8%) [ZRED BTz,
FERRIER G, B 3B (2.9%) K OBEERES G 2 61 (2.0%)
Td o722

(BRAE7ZXAEU VU EBEBICE TR EEXIITZEHBEEDE
S

17.1.3 —EGRIEEHE
HKHE7 A¥Y ~ (1 H 8lmg Xi& 100mg) D EMHKG % L3
L o BEE XTImO 2 A3 5 BE
G L EERILEBGB O E, Kaplan-Meier #3102 X 1 ¥
5E L 7-¥ G- 24 A %o B O3 T IR E o B
ETFEROELEBY THol
EIERIE. X7 9 V= bV 7 4 10mg $55-8C 157 fil
14 61 (8.9%). 5mg #1517 156 Bk 7 6 (4.5%) 12D 5

Nn7zo EZEIER X 10mg #% 58 T FR K REL 2 6l
(1.3%). 5mg HG-#HTTH 36 (1.9%). FIFHERESRH 2 6
(1.3%) Td o 722920,
1H 10 5mg | 1H1IE 10mg i i)
(150 f1) (151 #1) (151 f1)
FIEBIEL 4 ) 2 1 32 71
&5%§§?$% 2.8% 1.4% 21.7%
Sk . ) .
(95% {2 X ) (1.04,7.17) (0.35,5.51) (15.84, 29.27)
mﬁ“ﬁigj’”f 0.11 0.05
—F . . -
(95% X ) (0.04,0.31) (0.01,0.23)
PAEY P<0.001 P<0.001 -

a) Kaplan-Meier {12 X %245, b) Log-rank #E. ¢) MEIZT 7L/
> (1M 50mgl H 3 [1l)

(%)

100 -8- 1 H 11 5mg
90 -©- 1 H 118l10mg
-
80
70
;f; 60
50
)5'é
E 40
30
04 4
10
0 - | S—— B
T T T
0 12 24
At Risk B G-Ba2 & O (&)
1H 1H5mg 150 150 139
1 H 1[810mg 151 151 142
i 151 151 114

Kaplan-Meier 12 & % W55 3003+ 5B 8 O SRR

E5I2, 5 24U, TRT TV =) F b)Y AR EK 52
P kRS G L 7o CREFCHeR 76 AR % 5-) . Kaplan-
Meier iK1 & 0 HfE5E L 72 B 3005 I3+ 48300 O RA e
‘&, 1 H 117 5mg T 3.7% (95%{S#AIX #:1.538.64), 1 H 1 [l
10mg T 2.2% (95%ZHEX0.726.75) Tho7ze LB, 5
24 HLIBE, WIAREE 7 XT T =k R Y7 A1 H 1 5mg
lglalmumguwbﬁif\%k&ﬁ%%ﬁ&%t
7220,

(BEBXBTHBEBICHTIAUIN 7 2—-EOYDRKREA

DB

17.1.4 EINERKHER

A any y— - ¥y Eto 5 Oz SR o B E
Extgl L-ENOERRAE (SX7I—=VF )T A T
EFTVIVIUARNMR O ) AuwL 01 H2ET7 HE
ROEE) KB 2BEREITROLEBY TH S,

FEEIZ, 9X7TIV—=VF M) 74 10mg, TEFTIY »
KA 750mg (i), 75V 2Aa< 4 ¥ 200mg (Fli) %
Lz kb, 129 60 40 B (31.0%) 238D S, EREIEHIE
THI16 B (12.4%). BAE 1361 (10.1%) THhorze 2w I
NFFV—=)VF UL 10mg. 7EF YT VKN 750mg
(N, 799 2a<4 ¥ 400mg (M) 512X, 123
B 55 B (44.7%) (CEITEM 25380 S, 2 IER I T
26 1 (21.1%). AE 13 1 (10.6%). BRELFE 13 61 (10.6%) .
W 76 (5.7%) T 722829,

s L
S - U =N A Er—
5’9%%”@ 1 55 e s lmjﬁﬂ’ﬁ "
e
FNRT T =) M)
7 A 10mg
) ; L0me §7.7% | 83.3% | 85.7%
7*225;/?iﬁﬁfmw QW/H | (57 B1/65 | (45 /54 | (102 B1/119
770;%7{yy 1) 1) 1)
200mg (/i)
FRTF =) M)
7 A 10mg
 ; L0me 89.7% | 87.8% | 89.0%
7*;§£;/21%$fmm 2W/H | (61 B1/68 | (366/41 | (97 /109
7auf%vfyy 1) 1) 1)
400mg (i)

LB, WHTITbiAY)ans y— -y Eitos -+
TR EE SR 3 2 R O R AEREIC B W T FREDOK
WS N TV B,

13 Ao, ROBSHME FRoLB)ThHh, FHADK
BRI R RS 5,
SRT5—)F by AL LTI 20mg 7EF LT VAR
W& LC1m 1000mg Oili) KkO*7 ) 2u~<xAf e LTl
500mg (Fffi) » 3#I% 1 H 21ME., 7 HRERLHYS

¥, Fu bR UEYTAL Y EY— (SUVTITI—), TE

FIVY)VARHME O S) A< A YD 3FEGITL A

Vany g — - ¥ ORISR TH o 72~ TNy

F— - ¥n ) Btko B O3 RGO BEE e R L

L-EHNOWKE (XTI —VF M)A, TEFV V)V

KA R A ba = —)vo 1 H 207 HEEORS) 2B

B BREERIZ 82% (49 61/60 1) & #Hiis ST B3,

18. FxpEIE
18.1 {ERHFF

FRT G =)V F 8 ) 7 AT RS WA o BR B TR PEA
(ANV7zr73IFK) 12, 7a bRy 7 (H. K-
ATPase) @ SH % A5HT U CEERIEYEZ B L. B % 0
T 5, SHICHESNAERGEEO RS, FICTERTRA .
SOEWDWHLKD DI T IV F I L BIEEROTE A
HLTwabntEz oMb, ZOM, V¥ FFickoT
BERIGHEAS IS 3 2 W REVE S I S L 23089



18.2 BEASBIMHEIER

18.2.1 R ABFICBI A H A MY VHIEEES WL, 1 H
1 10mg #%5-. 1 H 1 Ml 20mg % 5-C & 12859 H H» 5 W
ZEHIER AR L, #5 1 HH LD 7 H H OB wR O
&1 H 10 10mg $%5-T 72~76%. 90~96%. 1 H 1 [l 20mg #*
5.7 88~89%. 99% T 5343,

18.2.2 v H FHHBEMERICBIEZ Y TFINTAL 7)) v 7
AMP FIHC & 5 HERGW & W9 533 (in vitro)

18.2.3 BIEH A I FHBERIIBIFAL AT IV . RYFHAMY
CRIECE W, N T v MBI B I E R e X
Z 3 S B - et LR 2 BRI % 7Rk 973936037
A XBHDHVIET v MIBT 5 HESWIHEEH ORI IE, o
7u bRy TFHEANCHE LELS, mMHETA MY oA
9\7;14\33),3&()

18.3 B pH L HF1EH
RSB FICBIFA2HEN pH I L, 1 H 11 5mg #%5-. 1
H 1M 10mg#%%5-. 1 H 1\ 20mg %5-CT& b I2EHEW % FAAE
MaERL, #5455 HH® 24 B IC pHA DL E % 7R3 R o H)
#1321 H 1 M 5mg #%5-® EM*T 46%. PM*T63%. 1 H 1M
10mg #5-0 EM*C 58%, PM*T 72%. 1 H 1 1] 20mg $%5-0
EM*T 61%., PM*T 76%Td 5%,

MAFCEIEER 7 b 2 10— 2 P450 2C19 (CYP2C19) FEHIAENZ,
TR EHEIND,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*
2 213 CYP2C19%1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3 3L
1Z CYP2C19*3/*3

18.4 H*. K*-ATPase FHE/EA
7% HRRE X 0 L 72 HY, K*-ATPase (23 L. SR FHEE
JH %3R4 (11 vitro)

18.5 HiBEIER
F v b7 S RERRIE S 5 VI EER TR (5
WA ML A, KEWHERA MLV A, MR, Y2773 0, i
B-x% 7 —VJEOTAEY 2) 15 L, O HUEEEH H 5 v
1 EREIBOR ZE S R 2 TR 3730 42043)

18.6 1ERATRF

(NJany a2— - OV BREOHE
TEXFZI) VKA R 7 ) A4y, TEFVIY
VKA RO A ba =y — v E D 3FEHEEEICBIT S SN
TI—=NF M) AOHENIENpH 2 LA S B LICX
D, TEFTVY VAWK S 5 204 ¥ v OFHEIHE
BEOLILEIIHDHEEZONLWDH,

18.7 RER

(AYany g— - €0l BREOHE)
AFAXI BTN ANy F— - Ea ) REETF VBN
T, BAERKICHTATEF Y VY VAR E 7 59 2u~
A3 O 2KBEHOMAEIE, FRT TV —F P22 ME
HTEICEY ., HEREIGED L0,

19. B2 ICAT 2 BEENMA
— W EHR . 9 X7 5V — )+ b Y % A (Rabeprazole
Sodium)
it % % : Monosodium(R9-2-([4-(3-methoxypropoxy)-3-
methylpyridin-2-yllmethylisulfinyl)-1 4~
benzimidazolide
: C1sH20N3NaOsS
0 381.42
AT A~ OB KR TH S,
ARaIAKITBD THEIF LT L 27/ —)1(99.51
BT,
AAhiZ 0.01lmol/L AKEE LT ~ U w7 2RI iE T

5 o
AR IWETH b o
A DIREW— 2013 FELE & 7R & %o
ESTIECHTE S A e oY (R
e 2w g

%
%

OIS
St

O_CH3

HsC o—/r_/
RUSRREERE
L
N

A\
O
20. RV EDEE
20.1 7OV I AERHERIGNRA T BT TRIFT 5 2 &,

22. Ak

(FINTZV—IVNaikfe 10mg [F—/17F])
(PTP) 100 8¢ (10§ x 10X 1 4%, WHEHIAD)
500 $E (10 $Ex 10x5 48, HMRHAIAD)
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