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15.2.2

15.2.3

. Crnax trar AUC
BGRME (ng/mL) (hr) (ng - hr/mL)
HEET 437+237 3.6+0.9 9374617
B 453+138 5.3%f1.4 901 =544

(Mean=S.D., n=12)
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BHINRT TV = )T LOFENERE ST A —5
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= b
el s (ng/mL) (hr) (ng - hr/mL) | (hr)
5m EM* 146+56 3.0 (2.0-4.5) 236197 1.8%+0.9
& [ PM* | 250455 [2.5(1.55.5)] 585+137 |4.2%0.5
1om EM* 383+83 3.3 (2.0-5.0)| 539+200 1.5+0.4
& 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 2.3t1.4
& PM* | 8224232 |3.3(3.0-6.0)| 2331+663 |3.7£0.3

(Mean=S.D., tmaxtdMedian (Min-Max) ,EM n=16,PM n=38)
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EFREDSEE NS,
EM (extensive metabolizer) :CYP2C19*1/*1. CYP2C19*1/231%
CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3X i
CYP2C19'3/*3
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Chax tmax AUCo12 tiz2

(ng/mL) (hr) (ng - hr/mL) (hr)
EM* (n=15)| 578+293 |3.0 (2.0-4.0) | 934%438 | 0.72*0.19
PM* (n=4)| 948+138 |3.0 (2.0-3.0) | 2600+474 | 1.80£0.32

(Mean=S.D., tmaldMedian (Min-Max))
MEFREBER 7 b 70— L4P450 2C19 (CYP2C19) FHAIL., T
BRIV SES NS,
EM (extensive metabolizer) :CYP2C19*1/1. CYP2C19*1/*23ix
CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3X i
CYP2C19'3/*3
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L CIEIOmg. 7EF >V KM & LTIE750mg (F1f) &
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CCHEERT S ENTED, 72720, 1[E400mg (F1ffi) 1H2
m% FRET S THB
16.1.3 EMZFHIEF R
TR ZI—=F M T LEEIOmE [ 27 7] &%
Iy MEIOMgZE., 70 A4 —N—EIc kD ZFNnEhn]
& (GRTFYV—LF bUTLELTIOmG) BEERA
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E L. BoNi-EMERE/ST X —% (AUC. Cmax) I
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AUCO*IZ Cmax tmax ti2

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

SRT S5V —=)LF ML 503.90 305.66 3.3 1.29
#El0mg [ 377 +194.01 +118.46 | £1.3 | £0.71

o . 491.81 292.77 3.7 1.21
/SUEREEIOME | g7 s | 123,95 | £1.2 | £0.55

(Mean=S.D., n=46)
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R A B 71210mg. 20mg#Z O 5 L 7z B o [4E
ORBWNE. EICHEBENLETKIBICEDER LT
FIL =T NVETH > Tz0 TOMICHFRBEEBERT MO —
LP450 2C19 (CYP2CI19) AEE T 20X F UL KIS
ICEDAER LA F LR, 3A4 (CYP3A4) ST
% AR MERIBIC R VAERR L7z AVK MEDPRD 51
720909, 110, ]

16.5 Bttt

R ABFI220mgZ S Lz 5e. B 552480
FTICRFICTRT S —)LF M) L ORELE TG
HENT, REMTHAEHLRVEBERTZDO L7 0
VAR EED29~40%. AV H TV — LEEE
BN 13~ 19%Fkt S D9,
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V) IIRLTIRT S —)LF MY LIEI NS OEH|
DIMFEEICEEZEZ W EPRESNTVS, &
-y FE (5o V5V —L) CTHREERET o —
LP450 1A2 (CYPIA2) OFEIC K OMEEEANER

ENTWVWETF T4 VIR LTHIRNT SV —)LF b
‘)6?7)Acst£t|1ﬂfﬂ‘b§f§b:$é§%5iﬁm:tfﬁ‘%&%éhfm
507,

17. BRPRRUE

17.1 BAERUREECREY R
(BEE. TEBES. NSHESs. ERMEsER)
17.1.1 —ARERAREAERN U — EEMR L EEER

BiES. +EBES. MRERER ROV EETEE
ZRRICTA1E10mg X 1320mg % #% 5 U 7z —fig g R ik
BRUO—EEHREERER (56~ 8EM) ORE
BTREDQEBYTHBY T,

R RGeS

BiEE 94.0% (18915il/20141)
+ERES 99.4% (15945il/1601)
MR RE R 90.9% (5041/5541)
VI & ERIE 83.3% (10f1/12451)

¥ 7oy e BARERAETEOBEREEE R 2 X RIC
1H1E10mg % 24 5 U /- MR E (ZE BRI
HER) ICB T HNHEERIEFERRILTE.6% (33641/424)
THo121%,

BEEHERCHEO O Ry A o8y —iGE
ICEREF OMRERERBEEEZNRE L HRE8A
BORNBRBEHFEICLISRERITEROEBDTH-
7219, 7.3 B8]

1[8120mg 1[8]10mg 1[8120mg

1H1[E 1H2[E 1H2[E

20k 58.8% 78.4% 77.0%
(60fil/102/51)) (80f5il/10251) (77f51/100%1)

grade A KU° 65.1% 87.1% 79.5%
grade B* (56151/864) (741511/85451)) (66151/8341)

grade C KU° 25.0% 35.3% 64.7%
grade D* (4f5l/16%1) (6%il/1751) (1145l/17f51])

D) SRSV —LF bU v LAI0mg/H. 5V TS5 —L30mg/H.
F AT —)20mg/ H %8I DL 4% 545 1 RVARE S HER A

HPICESE

*OY U ELARE (WE2) ICLHEEE

BEERHERVCHEBO IO Ry Aoy —BE
IR O RE R 2 R & U MEREIES2A
BEONRBEREIC X 2IEEHRR (PRHE) ITTHR

DEBYTH 7222,

JEEFR OB
1[8]10mg 1[10mg o =
NG 1 E20] (QSAL?Q%IZFQ)
5528 D 44.8% 73.9% 29.1 (18.9, 39.3)
FEFFER (73/163f) (119/16141) £<0.001

a) 10mglH2@E-10mgl H1E, b) x*&E

F2) IR IV —)LF hUTL10mg/H - 20mg/H. TV TFJ—
AL30mg/H. F AT 5V —=L20mg/H. TV XS5 —)120mg/

H % 8Ll B S &I RIGRSUIMERRE P ICHF

GEU' 5 A B BIEETIE)
17.1.2 _E5RLERHR

FEUS AMEBE REMFUE 2 M RICIH1E0mg 25 L
m_EERHEHEE (RSHRAER) CB0 20
FEROTRHEERKRERERIL, 2hzn43.6% (44
f1/10141) . 55.4% (56%1/10145) Td -7z
BRI &, 10mg# 5 010261 124 (11.8%) 1288
S5N7c. ELBWERIE. M3 (2.9%) KOEEE
2l (2.0%) T o7

(BERE7 AU VESKICBIT2BEEX I T ZEEBEED
S

17.1.3 =

EREEGIER

EAE7 2 >~ (1H8lmgXix100mg) OEHESE
EREE L, 2O BIEE IS+ TEBEEOERE
ZEHT HBEEMRE L ZEERERRBOEE,
Kaplan-Meieri£(C & O #7E L 72 % 524 1R 0 B &
fﬂm+:%%ﬁ%@%ﬁﬁ%$@?§@tBDf

27

BIEAIZ. IXT IV —)LF b7 Al0mgHk 58T
157f5-R 14451 (8.9%) \Smg#% 5.5 T 15667 (4.5%)
2R 5N Tze FELBITERIXI0mg 58 T MR R R
AU (1.3%) Smgik SR R3] (1.9%).
HEEE 2 (1.3%) TdH o722,

1H1[E5mg | 1H1[E10mg it A
(1508) (15141) (15141)
IO 441 21 32431
B 524:81% O RREFEHRY 2.8% 1.4% 21.7%
(95% 5 HE < H) (1.04, 7.17)|(0.35, 5.51)|(15.84, 29.27)
RHEICRTT 2 0NF— R 0.11 0.05 B
(95% (3K ) (0.04, 0.31)|(0.01, 0.23)
PlEY £<0.001 £<0.001 -
a) Kaplan-Meieriic & 547, b) Log-ranki@E. c) xtlEx7 L
J > (1[E50mgl H3[E])
(%)
100 -8~ 1 H 11 5mg
90 —-©- 1 H 1[1[10mg
~ae- A
80
70
% 60
% 50
%.Ls
£y 40
30
20 4
10
0 B e 8
0 12 24
At Risk e S W )
1 H 1 5mg 150 150 139
1 H 1 [110mg 151 151 142
ogite 151 151 114

Kaplan-Meieri£ i< & 2 B85 I3+ 18B1E 5 O RIEHEFEER

510, BEU4ELE, TIRTITV—LF )T LE
RASHEM MGG Lzi5a (RECTRAT6E M &
5.). Kaplan-Meieri£ic & O #7E L 72 B85 X IE+=
B EE O REEREIL, 1HIESmMEg T3.7% (95%(E
FE X [E:1.53,8.64) 1H1[EII0mMET2.2% (95%(5 % X
[:0.72,6.75) THo7zo =B HE2HELIFE, *HHE
BEIRTIY—)LF MUy ALHIESMg X I H1E
10mgI ] DA T JAS2ERMEGER S L7z

(BEBEXRE+TTEBERECBIFIANVINTI— - EOUD
FREDHED)
17.1.4 ENERREER

ANYansy— - va) B0 BEEI+ RS
BOREEWNRE LZENOBKRSE (XTF7Y—
LF M) T L TEFYV) VKBRS 5 A0
<A 2 OIH2EI7THERO®RS) ICBTHBRERITT
ROEBDTH 5,

BIERIZ. SXFS5Y—)LF hYUAl0mg. 7EF
o) KIS 0mg (Affi). 75V Aaw A Ty
200mg (Fiffi) #5112 & D 1296174061 (31.0%) 12
BOSN, ELEWERIETAIION (12.4%). EIE13F
(10.1%) TH-o7co Flow IRTTY—=LF YT L
10mg. 7EF ) 2KMY750mg (Fiffi). 75V
Au AT 400mg (Nfi) #512& D 1236151554
(44.7%) WCEWERD R 6. FE 2B THI265



(21.1%) BRAE13M61 (10.6%) . BREEFE136F (10.6%) .
FER7H (5.7%) Td o722,

; 5 EE
ARADIERSE mH | WEE [t rmwE] &
575 J=LF b7 Llomg
/7 §.0% | 8B3% | 85.7%
TEFY VY VKAT0mg (1) | 2/ H
5 3 d 5 e ) (STOV/H) | (4551/5401) | 10251/ 1199
5R75 =) F } )% Ll0mg
/7 89.7% | 81.8% | 89.0%
TERF YY) VKET0mg (Fff) | 26/ H
5y x4 doome ) (6L0/631) | (361/4161) | 97/ 109)

mBVEN IO AN IS —-Ea ) BEDE -
+IRBIRES IO T A BB OBRARBRT ICB W TY,
FAREOREI BN TVEY),
F) BEAORSE, RURSHBIITRLEOLBOTHY.
NOEBAERCAREIZRE S,
IRF T —=)F I LELTIEROME, TEFT T
KM E UCLEIL000mg (Fff)) U7 Z) Z2u<A
> &L CLES00mg (71f) O37FI%1H2E. 7HB&EO%
5

Al s B NV S G < <l € AVAY v AVES
W) TEFZV KRG Z) 2a<A4 22D
PR EICE HAY AN F— - 1Y) OREIRESR
B THo7zA"YanNsy— - oY BEOBEEY
BHoHEBBESEOBREEZNRE L-ERNOKE (5
RTS5V=)LF MITL, TEFTVID) VKRS
X a4V —)LOlH2E7HBEORS) 18T 5K
BERI82% (4961/60f1) LHMESNTWBEY,

18. EZNEIE
18.1 {EFRER
SRTSYV—)LF + 7 LZEE W R o BR 1 SE IS TG
MR (A7 227 3 M) ez 7a bR 7 (HY
K'~-ATPase) OSHEZ B L CTHRIEHELZHEEL. &
SIEMET 20, SHICHEESNBEREEOEEIC
& EIEREAM D 6 OEYOEED 5 WIET VY FF
VK AEEEDOHEENSEE L TWEbDEEZHNS,
FOM, TIVYFF K- CEZRFEEDEIET 5 Al HE
HHHERS N B,
18.2 BELSDWMINHEITER
18.2.1 BEMAB FICBITEH A MY VHEEES WIS L, 1
H1E10mg# 5. 1H1E20mg#k 5 ¢ & IS H»
SERLZMFIERZR L. H#51IHEERUVOTHEHOE S
WEORARIZIHIE0mgH 5 T72~76%. 90~96%.
1H1[EI20mg#%5 T88~89%. 9% Td %¥3),
Y FEHBRERICBI A2V TFIILTA 7Y v
AMPRIBIIC & 2 BEESWZIHIT 2% (n vitro).
Eﬁ%%é%%ﬁﬁuswéhxysy\&yyﬁXh
VR E R W 2Ty MIBUJAERERY
WROE 2 3 /%U(%ﬁ%‘% TR LR ) 72 IR A
;&Tﬁ—y& 36
A XH BN 17 v MBS BB I ER o =E
3. o7 a s Ry THEFNCHE LEL ., Mmf s
Z MY YD EFIFIDIN,
18.3 BApHLREA
B ASFICB 5 ERpHICR L. 1H1ESmgi 5.
1H1E10mgH 5. 1H1E20mgikS5 Tc& b IcEHZ LR
e %R L. #%55H B 0248 A1 pHAD % 7R 9 B
OEIEIXIHESMg% 5 DEM*T46%. PM*T63%. 1H
1EI10mgt 5 DEM* T58%. PM*T72%. 1H1[E20mg#
EDOEM*T61%. PM*T76%TH 5%,
MAFRHEEESR T b 70 —24P450 2C19 (CYP2C19) FEIEAEIX, T
REEFREIDSEENS,
EM (extensive metabolizer)
2X1xCYP2C19'1/*3
PM (poor metabolizer) :CYP2C19*2/*2. CYP2C19°2/*3X
1ZCYP2C19%3/3

H'. K'-ATPasePEZE{EFR
T BRI L DB -H . K-ATPaselcxf L, W FHE
EERZRT® (n vitro) .
18.5 PUESIER
v AW REEREE D 5 WIZERERERE (5
BWHHEA ML A, KEBHEZ ML R, MW&%\/ZT
7 v EB-TY ) LR AEY V) IR L, RN
TEBER & 5 W IL B RRE S E R 2R 300
18.6 {FRKR
(ANUONTI— - EOVREOREED)
T’EﬂF“/‘\/'J VAKHMIR O ) AuwA Ty, TEFY
) VKR A =Y — )L & DO3FIBRIELICE
JBIRTTY—LF U7 LOEETIERNpHE RS
BHZEILED, TEFVV) IKEMIKRO T T 20T
L OMBEERE2EO L EIHBHEEZENDN),

18.2.2
18.2.3

:CYP2C19'1/71. CYP2C19°1/*

18.4

18.7 FRERIR

(NUONTI— - EOVRREDHEED)
AFFRIBHANEAN) AN — - O BEETIVIC
BWT, BREERICHT 2 7EF ) VokfImE 7
FYRATA T YDEIBROMEIZ. SRSV =)L)
MUY LEMASZEICED . HEDREIRD S5NY,

19. BRI CRAT 2EEZEHR
—RBHI . SRS T =)L F b T L

(Rabeprazole Sodium)

(L4 : Monosodium (RS)-2-({[4-(3-
methoxypropoxy)-3-methylpyridin-2-yl]
methyl}sulfinyl)-1/-benzimidazolide

77730 ¢ CisHoN3NaOsS

SFE 381.42

MR 1 IRT TV F MY LGHE~BEHEOWMET

H%o
RENZKICHD THEITF I T8 —)b (99.5)
TR,

AEH1Z0.01mol/LKER (LT b V) 7 ARSI 5,
RGBT H 5.
REOKBR (1-20) FFEAEERS R0,
ARIIHERZESRD N5,
(b

O—CHjs

H5C o—/r_/

@[ />_ /‘@ gey LELE

20. BRWL EDFE
20.1 PTPA#E L7 )L 3 8B $EH1.
B TRET S L,
22, Q%
10088 [
10088 [R
[
[

NTEEIIRRE, BRE

10% (PTP) x10. ¥/&&IAD]
WIF LB, NT, BERAEIAD]
14088 [148% (PTP) x10. ¥/&HIA D]
5008E (108 (PTP) x50, EZ/EAIAD]
7008 [148% (PTP) x50, #Z&EHIAD]
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