%k 20264E 7 HEkET (45500
% 20254 7 AYET (540

BRI

BRI - 34
JAMRCT - A2 EEZ—
INT T —=IbF M) LiE

BAEERRDSEES
872329

AFES | 22200AMX00589000
BRoERla 20104F11A4

SNXTZ—=IbF MY LSE1IOmg [AETL]

Rabeprazole Sodium Tablets

2. B3 (ROBHEICEBELEVIE)
21 AR OB L BoE DREAEE D & 2 B
22 ) EYy CERBIEE G ho8E 101 2]

3. #ER - MK
3.1 #ERk
W5t 4 FXT T = )vF M) AEE1Omg [HET ]
b
AR A VA A % S ) RN
10mg
D-vry= k=), #Eftro—a, Bt 7 427 A,
LROFS SO LT —RA, HILAT—AH NI
I Ly NI ATT) VBRI AY YL, eSO —
AT NVEET ATV, 7)) VIRIEE T ATV, B
Ty WOETERLE, v yoNay
3.2 WHEDOMHR
Hi5E4 FXT T —)vF M) AEEIOmg [ HEET]
FITE TANLT—TF 4 v IEE (TS
it R T
£ ok
BET
L 1724
HIE 2 ~10*
HEx
i =
B (mm) 6.8
JEE (mm) 35
Hi (mg) 131
FNRT T =)
ENUSN 10
HEET
wWEIa—F (1892

4. FHEEXIIHE
OFEB. tT-HEBEEE. WARES. FHRHEEER.
Zollinger-EllisonfEf&E. FFU S AMERELRIE. BAET
ZEY CBREEICE T 3 BEEX T ZEBEZEOBEREME
* OTFRICHITFBEIAUaNY 42— - EOY DOKREDHHEE
TiEE. t=iEBEE. EMALTU >N, feEtm/ MR
fiE. BHIBEICKHT 2RESEIEEERE. NVaANTa— - E
Oy EEsR

5. SMEEXISHRICBEIET 2B

(hBEE)

51 KHNOHEGAEREIZ X BIERZEH#T 22 0B s0T, Bt
THRWI RO ) 2534528 (EMALTY v /3jE, H
MBI 2 ASEINIRERBICBIT AN anNs ¥ — - Yo
) OB ORI % B <)o

GEU b A B BB TRIE)

52 BGBIa2A%GE H L L TR 2R L. SEIROUGEMIN DS
OO N VAT, MR DADIRERAE 2 SN b zoo
B R IGENOE R 2 B4 2 &0

<ﬁ?§7zeu>H$ﬁt£ﬂé§%ﬁiﬂ+:ﬁﬁ%ﬁ@ﬁ%

i

5.3 I - RO INH O 720 IR HE T A YY) » &k s L
TWBEEHEEHRGIRE L. 5 RAICH LTk, BEE 03T
CIRGES OB R T A &,

(AYanyg— . Ol OREOFHEE)

54 MATHIHEMALTY ¥ 28EIZxET A2 aNs ¥ — - Ea) i
BHEHREOARIENIIHET LT,

% 5.5 SUIEMEM/IMURAEICR LTid, B4 FSA4 v S2B L, A
JanNy g — - ¥ BREGEFEAEY) & HIE S AL B FEBNC O A ER
WEHEZIT) 2 &,

5.6 RIIBE IS ANHENHREZE AMZIE, ANy any
& — - ) BRRIGEIC & 2 BREOSHEIHN S 2 A 501 135
LTV,

57 AN anyy— - ¥u ) EEHEICHCAEIZIE, AY any
§— - EnPHETH LI E ROPEERIICE )~ TNy
=0 ) EREEETHLEEFRETHI L,

6. AERUVHE

(Big%. T=#B&E. WEEREE. Zollinger-EllisonfE&EE)
WE. AR IRTIT—=)vF by Ak LClEI0mgz1H1
FERECH 59 555, FRIRIC X D 1EI20meg % 1 H1EREO# 595 2
LW TE S, B, WF, BiEE., WAEHEES CILHENF T,
+ IR CIR6HEM F oG T 5,

FERERER)

SR at) S

WFPEEE S OGHFIC BV TIE, BF. A IRT TV =)
F b)Yk LTlHI0mgx 1 HIEFEHR G- 3 425, IR LD
1M20mg# 11RO G35 2 N T& 5, b, iE., SH
MEco&kGrds, ¥/, 7Oty Ry T4y =12k %
BIECHEA T 4, 1110mg X3 120mg# 1 H 20, X5
WCSHERE %G T A2 EHNTE B, 72725, 1H20mgl H2[M1#%
GEEEOMBEGELZETH551CW 5,

« MERRER

PSS - PR A D R A R OMEREE I BV TE, 8
. ORI IART T —)vF vy Ak LCLE10mg%x 1 H 1A
BG4, $720 7O bRy T4 e EF —IZXBIHET
BIRAN 5 W A R OMEFRIE B W TIE, 1A10mg# 1
H2[E% G545 2 &R TE S,

GEU 5 AME BB TIE)

HEHL BACIETIANT T —)vF MY Ak LCLE10mgx1H1
AR S9 5, 2B, @5, M ToxG L35,
<ﬁ§§7xeu>&5ﬁu3wa%%ﬁ2u+:ﬁﬁ%ﬁwﬁ%

EilIE ]

HWE. BAEINT S = F) Ak LClEb5mg#1H]
FHRECH ST 505, BREART508E1X 1 10mg% 1 H 1FFE 3%
5452 TE S,

ANYanyga— - ol oBREOER)

WH L AT NT T =+ F YAk LCLRE0mg. 7
XU YU KM E LTlAT750mg (Iffi) kU7 5 Aa<A
v v & LTLA200mg (Jffi) 3% % mEE 21 H 20, 7H R
559 %,

B, 7Y ATRA Y AR, BEIS L CGEHEMET A Z EN
T&5b, 72720, 1H400mg (M) 1H2ME % FRET 5,
TaNYRITA Y=, TERI VY VKR 5
20%4 Y O3FIFGICE BN anNs vy — - ¥a) OBRRIR
RO OB AL, S b A ERE LT, lE. AL
FANTF = )vF ) Ak LClEl0mg, TEF T T YUK
P LCll750mg (Jiffi) RO A ho =% —) L& LTl
250mg D37 & [FEEIZ1H 20, 7H BEEH#%5-9 %,

A-22



7. BERUVAEICEEY 5FE

(hEEEE)

71 5mgEid10mgdE & AW FEMRESEEI R EN TR wiz),
Smgft & 10mght D TR 2 fTh w2 &,

(Bi#B. +-ER&ES. WEES. Zollinger-EllisonfEZEE)

7.2 JHIRDSE L WA R OESNE - S0 A121H20mex 1H1
Ef 5952 EDTE 5,

(FRHERER)

7.3 JHIRDH L I E R OESNE - #G oY A1 020me 2 1H1
53252 LATED (3 - HREE) K3 dmtaE Lo
MEREEE, 70 bRy T e U8 — |2 L BB CRIREA T4
BAEER). T2y TUNYRY T v ESY =X BRI
TRIREAT 72 B IR L1 10mg X 1Z1020mgZ 1 H 2], &5
(8 G- A Y4 E . BRI AT Tl itk A 28 2%E i L ¢
WRWZ ERERET A L, BB, RALA20mgn 1 H2MFS
i\?ﬁﬁ@ﬁfigﬂﬁﬁgﬁéﬁﬁtt%ﬁﬁﬁéoUﬂl
Z

8. ERLEFNEE

(shaeE)

8.1 AFlOFG I, MR G RIFHAEIER L, eI i
AR - MELA IR 24T ) S e T L,

d% 8.2 AFKOREMHEGIZL VIR~ AT AMUEDNSH bbb LD

HHOT, KEE BN G T LT, BWWICIR~ 7 27 L
EEERNET S 2 . (11111 BHE]

(BigE. T=EBEE. WAKEE. UL AMEBEYRIE

8.3 RO RN T4 TR\ T, MfFFEIIIEHwRnZ
WLEFE Ly,

R RE R OHREE)

8.4 F¥E - FREM Y KTEESLTO NV Ry T4 ey —I12k
BIGBCTRIRA TG BF I LIT) 2L b L. AR, Mk
DUEDBBEIAT) ZLORVWEIREET LI L, /2. &
HHIBR, 7V T — VBRI RS o TG R B ot A X S, B
RESEINS D72 D k6T 2 56 1 IIREIRE 2 BT 5 2
Lo BB, HEERRETILEM NSRS % T 5 7 SRS
BT S ENET L,

GEU 5 AME BEWRAE)

85 MZIC L ety HEESEDOESEFERDSHE Y KL ASND 2
& (LEMB -0 20 ME) 2RO ) 25T L, BB, K
FlO¥ 5 E . AEREOEEER L Mo E e RIZ L 5
JERZIET 52 DD HDOT, WHERESICLY NS DR
BThWI LT L&,

9. FENEREEIHBFICEHTIEE

9.1 GHHE - BMEEEDH 2 BE

9.1.1 EMEBEDEIFEREDH 2H8E

9.3 FrigelEE8E
T2 B CIFHEIIE DR E DD 5 o

9.5 I1TiF
TEIR IR LT 2 0 REME O & 5 I3 G # Lo B R G
fept% B2 S M SN DHEICORKGTHZ & B
(7 v MEO400me/kg, 7 FEHE30mg/kg) THRIEHME (5 v
N CALEBIE, v FCTHREORT ., ALEEBE) 25 shTn
Bo F72. T MITFARTFV— )+ M)A (25me/kg/H).
TEFTUY VKM (400mg/kg/HULLE) ROZ S5 Aa<A
v v (50mg/kg/H L L) % 4RGPS L2RBRT, MoHE
REEDEALAFED HNT W5,

9.6 #®ILiE
BREOFEFMER ORHILFEOR R Z ZHE L. 2ok
PIEZ#E T 5 2 Lo BER (59 8 THITEABITT A2
EHEENTWA,

9.7 /IR2
LR G L7 IR BRI A L T v,
9.8 EiE

THALEHERZFORITER 238 & b 72 A3 REE S 5 7 HEE 23R
5952 8o KANITEL LTI THH SN2, Sind Tl
HRPETLTwE 2 DL, BRSO E I WD
%o

10. HHE{EH
KFNORBFIATITFABEEEZF b 2 0 — 4P450 2C19 (CYP2C19)
T 0B3A4 (CYP3A4) OBGROLNTWD, [164 ]
F 7o, KA O E R IEIEE I XY L BEAISER WL A A
BT 2 2 B D,

%k

10.1 BERAEE (BHALAEWC &)

R B ARAEIR - 875 Wy - fEkE T

YVEEY CIEERE (=
DER/ DAY

YILVE YY) VIERIEO
EREZWET 2821

AH O B W
Ai2E . BWpH» L

(22 K] Wb AL, VVEEY v
i 35 O W I AL T L .
YIVE YY) v ol
EMETT 2 EndH
5o

10.2 HREE BRICEETS L)

Bk RRRAEIK - 3818 ) W - falbi T
g S AH T3 350 o 1L v i E A3 | A 0 ' R 5 s R

AFNYTHRT Y EATLZEDDH S, AZ& b, HNpHA 1
A L. HFFEH O MIR

RS 2o

1 hFaFv—u AR T FEFH) O I rh i LAY | AR K 0 ' R 3 W A AR
rI745=7 WFS2BEMWHHL. HIZLY, HHpHA L
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ZIHT B BZ A D
%o

BIF AT T 2.

KEEALT V= s
Vo KEEfL~ 7R T
L5 A O]

AR B AR 512 H ]
P 7] [7) 05 Ok D S 1) e 71
P2 5- 1R i © 13
I3 A3 T I A
BENZNL%. 6%IET
L7zt DiE»H %,

AN MLFF— I
TEENER ST L
Wb, mHmo X
ML EY— b eHEST
LAk, —REICAR
Hloxbgzmik4 52
LEREBETHIL,

AFRLFF— b

11. EMERA
ROBIWEHDH S5 b D I ENHHDOT, BEE 5147w
EOFRO SN E IS F IR B e L) e AL & AT
to

11.1 EXEEIEA

1141 3y y BEAH) . 7H714 7% — BEARH)

11.1.2 JAMERES CHEAN) . |FEREE (BUZAH) . /R
WA (0.1%A) . BIMEEmM (FEAH)

11.1.3 BIEFFR (HEAM). FFEEREE (0.1~5%AiM) . &E
(BHFEANHA)

11.1.4 BEEMRR (0.1%A50)

FEE Nk, MR REE, Mg oRE (85 SNl sl
A2, ERePIWEX R E DM E Et L. AH o5 % ik
FToLELIC, RIBREEARNE HOHS508Y) 7 WLE %2175
k.

11.1.5 BERBE (HERH)

R R B % SE (Toxic Epidermal Necrolysis : TEN) .
Bz RGN AE 2B (Stevens-JohnsonfiEfERE) . ZIALBEEE DS 5
OPNLEZENH 5,

11.1.6 SHBEE BEAN). BEEBER HEAW)
R (BUN, Z L7 F =248 I0EETAZ L,

11.1.7 &F bU DY LME CGEERY)

11.1.8 TERUBRIARAE (BHPEEA)

A, B, CK A, MR Rb I+ 708y EA %5
e T DRERGRIRIED D S b DL DD b,

11.1.9 RABE HEAH)

11.1.10 #EELRER CHIEEAH)

AT BT, KRN, JE. AT, ER WBREErD
SEbNLZENDH 5,

11111 BT 227 LMAE BHEARH)
REOFEMHEGI2L D, QTR 88, LUNEE2E) K~
AT AEDRSH SbNDL ENH b, T2, K~ AT Al
SEVERR L2V o AMUE. 7 1) w7 2 IIUE 55 o TR B0
AN D D, INLOEMERFEVEDLNDERDSD S D
Ngaix, A~ 7 2 ZBEEOMEZITv. BRSO
SNHAE. 7R YT AORMEZEOBY R EEITH) 2 L,
[82 ZHE]

11.2 ZO/OBEER

(BiEE. T-HEB&E. WAaSHES. UHREEBER. Zollinger-

EllisonfEf&3. FEV'S AMBREYRIE. BRAE7XEY &5

26T 2 BiEEXIS+ZEREEOBERIED

[==]
N IR

5z

0.1~5%Aif§ 0.1% A1 BHEEAN
R 5. SRR ER
iiiki3 FIMERR A . I | 7R mER A . i

ERBGAN. R Bk
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%
A

) VNEk
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1523 7 v MIEHETHL TV 7TV = (50mg/kg/H). T
EX T YK (500mg/kg/H) BROVZ IV Au~A v
(160mg/kg/H) % BF &G L7723 ERC, BB C OO N H
& EBIRROFEFIHR OBEPED 5N T2,

16. EMENRE

16.1 IMHRE

1611 IANT IV —ILF MUy LBEHGS
fEHER S T2 20mg &t B DU BRI AR LRS- L 22 RE O BR
?%Ki&ft%%ﬁ%ﬂﬁx—7®$ﬁﬁiﬁﬁﬁﬁm
1621 24

SR RRBRE O E Y BYRE ST X — ¥

ot Cona e AUC
3 Ae A (ng/mL) (hr) (ng - hr/mL)
AT 437 +237 36+09 937617
% 453+138 53+14 901 £ 544

(Mean+SD. n=12)
F 72, EER AT F125mg. 10mg. 20mg# #i & TREKRS L
7ok (% 55HH) OFEWEHE T X -V LU TOLB) TH
52,

TERER N T 12 B 5 SEH 5 (5mg. 10mg. 20mg) DIEH s 75
V= M) T AW EEIST A — ¥

0.1~5%Aif§ 0.19% Al HHEEASEH
Ji ik AST. ALT. Al-jfB¥ vV vE oL
P. y-GTP. LDH|&
D L5
e I b5 EULES
AL AL, N, PEER| IR R b | g, MRk, BEB
W, WA, | P &E. Hdan g ok B ok
M % 1. A#AK.|(collagenous
Gl colitis .
lymphocytic
colitis)
FEAhE R SEE DFEV, ALDOE | HAE, il
R B,
AR SRR, B IIK
Ty Hobon,
PRETS
Z oAt walvxAru—|hyarH, FE.JBOL5O%, M
Vo R - BRI R B EE. HARE. &
BUN® L&, &H|EHE. LONE. |7 ~ €= 7 IMLIE.
SR, IMATSHEE |CKO 7 pyiXi=inz
) FEBUEE RS R E & Do
(AUanyg— - E0YOREOHES)
0.1~5%kilh 0.1%F:
iR H I Ek A 0F R Bk 2 L 0 R BRI A
V) YSERI A ) 2N EREE
%, MG A ILER R
n
T H ALT. AST. y-GTP® L5 |AP. LDHO L5
TEER BE, e A
Wb TR BRE. BREEE. JE|E. ORE. JReg. O
WL MR, MRS, | B . AE L, AR
B, W, BRI, BE|AR. BE
JY e
FEAARRE R it OFEW
Z DAt FREREI 0 1 - PRIENFE, BRI, HoL
UL, Bk, &R, IR
=LA, FRAOL ORI,
REED LA IRFERFE . Fh
LI B

) BEBURESHEES LG BB B2 IR T IV b)Y
Ay TEXFTV) VKNGS 59 20 <A 3 v O3FFEG O RKER
I CTORKRRBNL CREREHRRE L &0,

12. BRRRERRICRIFTHE
ANYanya— .0l OBREORED)
121 AJany 44— - QU OKREHELDEE
TINRT TS = NVF M) LEOTO N R T, e =T
EXFTV) VKA, 75 A0 A Y VEOHUEWE LT A b
O =4 — VO PR 58 TE#Z Tl BCIREIFZ RO
HIEDBIETE 2 B REMEA D B 720, BCREMRRFKEIZL B
BREHEZIT ) Had. IS OFEFOFKGAR T th4:8 LI O
HTEBT LI EDNET L,

14. BHEDXE

14.1 EHRZFEOZE

1411 PTPAEDOHFNIPTPY — b2 L TIRHT A L9
8352 L, PTPY — FOREKIZ L D WS T2 B E R R
~HIA L, FICIEEILE B 2 L CHERBIR 24 0 Tk 7 & BHE % BF
BTHIEDRDH b,

1412 FHNIGERTH Y. IRHICH 2o Tid, WA . v
72DEII, OALETLIOERETLI L,

15. ZD/DEE

15.1 FREREAICE D 1EH

15.1.1 AHFIOEWHG T ICEEOE R — 72 B0 72 8 OHED
H5bo

15.1.2 AN B A EBOBENE T, Tu Ry 7S rele
& =2 X DEHFICB W CEFHEEICE ) RS E T, FREE
. BHEETTO) 2 7 BMp#HsE ShTnwd, i, BHERY
T (4EDLE) oE#EZ T 2EE T, B o) 27 258
Lf:o

15.1.3 WAMIBIT A FICABREZ S L L 72RO BIE7E T,
Ta YR TL ey — 2G5 LBEHEIIBWTCZOA MY
VUL TATAYNVICEBHEGEGD ) A 7 BN ERE ST
‘/)%O

15.2 FEEERREAERICE D 153k

15.21 7 v MZomg/kghl b2 2RI # G L - @RI B »
T, MECHBIZA VT 2 A ROFEDRA LN EDHREDVDH D,

15.2.2 EWER (5 v MEO#ES25mg/kghl ) CHUIRBRE =
CIHFH A a2 o¥EnsHE SN T 20T, HHIZHZ-
TITHIRBARRE IR T 5,

= | e max max (0- /2
il K (ng/ 'mL) ghr) (ng plgr/()rgL) (tkllrz)
Sme EM* 146 £56 30 (2045) 236 £97 1.8+£09
PM* 252+55 25 (1555) 585+137 42+05
10mg EM* 38383 33 (20-5.0) 539 £ 200 15+04
PM* 509 =64 2.8 (2045) 1230 %200 38+0.3
20mg EM* 654 =348 40 (2580) 994 =477 2314
PM* 822+232 3.3 (3.0-6.0) 2331 £663 37+03

(Mean+SD., tmaxiEMedian (Min-Max) , EM n=16, PM n=8)
MAFREIEESRF b 7 10— 24P450 2C19 (CYP2C19) FBIENZ, Frt#fz
XIS,
EM (extensive metabolizer)
CYP2C19*1/*3
PM (poor metabolizer)
CYP2C19*3/*3
16.1.2 3EIFARS
R AR TI2TRT T =) b)) A20mgh, 7EFT ¥
) Y KFIT50mg (iffi). ROV 59 A~ A T »400mg ()
i) Z1H2ME7HM (Ft12m) KAERE S Lo I X7 7
=)V N LADOEYEFENT A= F I TOEB) TH
53)0

:CYP2C19*1/*1, CYP2C19*1/*23 1%
1 CYP2C19*2/%2, CYP2C19*2/*33 &

RN T2 81T 2 3F6F B R GO M4 h 5 R T T — v+ Y
LDFEYEENNT A%

Chmax tmax AUCo12 t1/2

(ng/mL) (hr) (ng * hr/mL) (hr)
EM* (n=15) 578 293 30 (20-4.0) 934 +£438 0.72+0.19
PM* (n=4) 948 + 138 30 (20-30) 2600 =474 1.80+0.32

Mean*+SD., tmalEMedian (Min-Max)
MAFAHTEESE 7 b 7 10— AP450 2C19 (CYP2C19) #£BIALZ, TFRldfn 17
LI NL,
EM (extensive metabolizer)
CYP2C19*1/*3
PM (poor metabolizer)
CYP2C19*3/*3
) AR OHEIE B, RS IRT S —LF b oAk LT
1A10mg, 7EFX ¥ YKHP & LCLUA750mg (JIffi) ROZ7 51 A
o~ A re LC1m200mg (i) 3% % FEC1H20E . 7H RO
¥H4 5, B, o020, Y IE, LEICIS D CHEMET S S
LW TES, 72720, 110400mg (JJfii) 1H2M % FBREF 2, TH
5o
16.1.3 £EYFHIEF MR
TNRTZ—=)vF Y A8El0mg [HEL] KUY =y Mg
10mg#% . 7 HBAF —/N—EIZ L) ENENIEE (TRXT TV =)
F b AL L Tl0mg) MEHER AT P | AE A AL 145 L C
MEEFTRT T =) )vF M) o AEEHE L. 1550738 )
HE/%5 X —% (AUC. Cmax) 22V T90%fE MK M1 THiFH
FANT 24T > 7246 R log (0.80) ~log (1.25) O#HIPANTH V. M
FIO AW RS SRR S Lz,
WP RCYP2C19D i (5 T AIAEM  (Extensive Metabolizer) 2474
EnizE

:CYP2C19*1/%1, CYP2C19*1/*23 1%

1 CYP2C19#*2/*2, CYP2C19*2/*33 1

YL T X — ¥

HE ST A =% BHEING A=Y
AUCo-12 Cmax Tmax tiz
(ng - hr/mL) | (ng/mL) (hr) (hr)
TNT G = b LG
10mg [HET) 538+2399 | 288+133 | 33%10 |1.39+042
2¥1) Ly b+ §El0mg 569.0+2365 | 306+116 | 34+09 |1.33+042

(1%84% 5, Mean+SD., n=30)



(ng/mL)
400
—@—I~TFJ—IF hUYLsEIOMg [HET]

/=N Ty bEE10ME

1324%5, Mean£S.D., n=30

(&)
o
o

AN A S NIV AN R = 5= =
- N
o =}
IS] S}

0

0 2 4 6 8 10 12
A (hr)
e SR iR EE RS

MBEF R NICAUC, CmaxSE 085 4 — 7 1d, WEE 0%
§\Wﬁﬂﬁﬂ@ﬁ'ﬁﬁ%@ﬁ%%ﬁtiofﬁﬁéﬂﬁﬁﬁ
ZQ)O

16.2 TRIR

16.2.1 BEOFE
T RE R AT 112 20mg & M £ T UL BRI IR G L2k, &%
PG ETHRG I L tnaS L7 RIS 2 & & 2RI
EEIZD SN TWBY, [1611 SHE]

16.4 X
fERE R A F-1210mg. 20mg % #R %5 L 72 o 145 v o R
E, BIWCEERNLZRBICKOICEVER LT+ T —T VR T
Holo TOMICHAABMBEEZF F 20— 24P450 2C19
(CYP2C19) #HSB5-9 2 i 2 T MEES IS & 0 AR L7212 5 v
fk. 3A4 (CYP3A4) 5T 5 AR ALRISIZ X ) AL 72
2R ARDFRD B 72D 56, [10. 2]

16.5 Hkiftt
TR A 7 1220mg & fE O3S L -6 5724050 F I
JRANZ T NT T — )b F ) A ORECRIIRE S,
WTHBHNEYRIKRL D ZD 7 Vo0 v ISR G- DR
20~40%. A )71 7 — VRIS AR DS13~19%HEME S A7z 9,

16.7 EMHEEIEH
I (X 275V —)v) THAAHEEZF 7 u—24P450 2C19
(CYP2C19) ~O A L W HBEMEHS RO LN TWwDE VT
XA, TV Ty RIVTFYY) IHLTIRTT ) —
WF P A TNS DIEH DML I ZHE L 52 w2 LA
HEINTWDE, T, HE (T TI V=) TSR
F F 70— 24P450 1A2 (CYPLIA2) OFHEIZ X ) AHELEH AR
OHLNTVDLTETA) VI LTHEIRT T = F M) T4
IRV 2 52 W2 LA ST 50, 7,

17. BRERFSER
171 B3RO RLMICEET 555k
(BEE. +-ERaE. WakEs. SRdaEn)
1711 —iREERRBR R - TR EEHER
B, TR . OO R A O A T R SRS
H1H10mg X 13 20mg % #5- L 72— MBI 3Bk % O 1 & 1 e i
e (RS 6~8HM) ORI TEOLBY THBY 17,

PO AR B G =R

i 94.0% (189%1/20141)
+ IR 99.4% (1591/160%1)
W L g 90.9% (5011/556)
Wy &5 83.3% (1051/12f1)

T 72, Ho AR BUARRHUM: o M A 25 2 xf RIS 1 H 1A
10mg# 248 ¥ 5- L 7z Rt (CEEMRILEGRE) 12815
ARSI IEFI 38 3R 1378.6% (3331/4261) TdH - 7218,
BEHELCHEO 7O MR T4 v By — GBI
PEED oWk AE AR E R R E L %58 B O N SR
WX ADHEBRITEREROEBY TH- 7219, [7.3 BiR]

1[A120mg 1[810mg 1[A120mg

1H1m 1H2[m] 1H2[m|

4otk 58.8% 784% 77.0%
=r (60f51,/102151) (80f51,/10211) (77151/10041)

grade A KUY 65.1% 87.1% 79.5%
grade B* (56%1,/86%1) (74%1/8581) (66%1/83%1)

grade C K O* 25.0% 35.3% 64.7%
grade D* (41 /161) (681/1711) (11%0/17%1)

1) IXRT IV =) b Al0mg/H. 72V 77— 30mg/H. % A
7T — Vv20mg/ H % 8HA M LA 8 G-\ AREH O SHERRR R P IS5
MUy BV AGHE (S22 X L FIERE

BEHERCHEOTO MRy T4 v By —HRICIKIT
PEE2) D BB S R R & L 7R R 528 P 5 0 PIAR B
FIZ L BIEEREF (PIHE) ETEOEBY TH o720 20,

FRREOTNE
115110mg 1111 10mg o f=
1A 1l 1H 20l <954’14;}E!Zﬁﬁ>
R | as% 739% | 291 (189, 393)
BGSZRBRORIIR | (75/163m1) | (119/16161) P <0001

a) 10mgl H2[A-10mgl H1[El, b) x 2K
¥2) 9T IV =) b A10mg/H - 20mg/H. TV T IV — )
30mg/H., A7 7V —=120mg/H., TV A 77— )20mg/H % 8
DL B3 5120 RGOS AR T S 5
GEU 5 AME BB HRIE)
17.1.2 —EEHRIEEHR
S AT AESTE Y S RIZIHIEI0mg > %5 L7 ZHEE
Wb sty (FG-WRA4EM) 128 AL T ERO e LR
T ORI, 2 E1436% (44%1/101%1) . 55.4% (56%1/101
Bl) THo7z
BIERIE. 10megfk5-010260/ 12610 (11.8%) 2D 5Lz, F
&E')H’F))ﬂ . E3B0 (2.9%) K OREE w26 (2.0%) THh-
722, 23)
;IIT]%}JE?%?Z EVEBSEBICHITBEEX I T _EHEEOER
|
17.1.3 —EERILEHR
BHE7 AYY ¥ (1H81mgXiZ100mg) D EMEG 2 nis
L. 20oBEE I T RBEGOMEREY AT 588 v 5% L
L7 EEHIEERBEOM R, Kaplan-Meieri: 2 & ) g L7-9%
%2458%@%%@ BES I ZIRImE5 O RREHIEREI TRDO LB
Tho720
EWERIE. 9XT 5 —)vF b)) 2 10mgfk G- T15761 911441
(89%). SmghtG-#ETLo6HIH7HI (45%) ZFBd H/z. E4R
PERNZ10mgHe 53 C T K N5 4261 (1.3%) . Smgit 5T
THI3G (1.9%) . FFHERER 260 (1.3%) Tdh o720 2,

1H1E5mg | 1H1[E10mg K HEC)
(150f1) (15141) (15141)
TEEBIEL 461 251 32151
#5248 1 0 FRET S 2.8% 14% 21.7%
(95% 15 HEIX ) (1.04, 717) (0.35, 5.51) (1584, 29.27)
THBIZR S BN — R 0.11 0.05
(95%Z HEIX [H]) (0.04, 0.31) (0.01, 0.23)
P fili») P <0001 P <0001 -
a) Kaplan-Meieri#: (2 & %, b) Logranktse, ¢) WHizF 7L/~ (1
[7150mg]1 H 3[a])
(%)
100 -8~ 1H 1\ 5mng
90 -~ 1 H 11f10mg
e
80
70
§ 60
5 50
_% 40
30
20 S
10
0] @ me————— 8
T T T
0 12 24
At Risk BERAY 5 ORI (GB)
1H1M5mg 150 150 139
1H1ME0mg 151 151 142
xR 151 151 114

Kaplan-Meier: (2 & % B8 33+ 0B 05 0 AR R

S5, B2, SRTT—)vF MY Y A xR R52:E M
MRS L 7oA (BEFCRORT6EMHS:) . Kaplan-MeieriZ: (2
L0 HEE Lo BB SO T RGBS O BRI, 1H1A
5mgT3.7% (95%EHEX R © 1.53864). 1H1A10mgT22% (95%
BHEIXI © 0726.75) THhotzo B, HG24BLIEE, FIEEEIX
FXRTF = )F b A1TH1ESmg X IE1 H1H10mgl2 ¥y b &
2T BORS2 Bk 5- L 7226,

(BBEXIITEBEEICBIBZAYIN 42— - EOUNDKE

D#EED)

17.1.4 EINERKRER
A1) ANy y— - ¥n) B EEE LT RGOS &
WG & LZENORKRRE (SXT5 =) ) wa, TEF
SV VKR 5 Au<A Yy OLH2ATH S
B2 BRHEEITEDEB) TH D,
BIEMIE. 975V —)F b)) al0mg, 7EF V) VK
MW750mg (Jifif). 7 99U 2Aa~<A4 ¥ »200mg (Jiffi) #5512
L0, 1296014050 (31.0%) \ZFED B, EREIERIZ T HI166]
(124%) . #MHE1361 (101%) THo7zo Tlow TRXNT TS =)L)
N1 A10mg. TEF T2 VAKHMT0me (Sifi). 7 T 1) A
T4 Y 400mg (JIl) 502X 0. 12360d5561 (44.7%) 12



BIER R b, FE2EERIETHI266] (21.1%) . #E134]
(10).6%)% PRI 1360 (10.6%) . MEHE7H (5.7%) TH -
72270, 28)

ERADIIEIR (BRI Jrj;iﬂé_ﬁ f'|~
H i —718 (B %5 ]
FNT T F } 9 Alimg
AR S 87.7% 83.3% 85.7%
TEXV YY) VART0mg OOl |2/ H
250 2034 Y Nomg 1) (5711/6561) | (45%1/54%1) | (10261/119%1)
5875 7=hF b9 410mg
J 89.7% 87.8% 89.0%
TEEY Y KA 0mg (1) | 28/ H
» 502894 4img (1) (61151/681%1) | (3641/4141) | (9741,/109%1)

I/, FubrrRYTLA oY — (SYVTFITIU—N), TE
XV UAKHBE Dy ) Au~ A Ty DOIFIFEGIZL LAY

ANy — - ¥ ) OREREDS AR T > 7z~ a8y
y— - o) Btk BiEE I B EGO BB AR L L

EROWE (XTS5 —VF b a, TEXT VY VKNY
B Ma =& — Vol 207 HMEOH%RS) 12805 BRER
1382% (49%1/60%1) L5 SN TW5B2,

18. FAHFIP
18.1 1EA#F
FTRTF =) M) BTG O BRVESEIS TR (A
V7273 NE) 12, Fa bRy s (HY. K-ATPase)
DOSHIE Z 154 L CREREE A HE L, Mot s, 35
WZPHE X NS 21, EICTEREAL D S DY O
KHDHNITNVE FF X DEEEROWERPEG LT b0
LEZOND, FTOM, FNVETF A I K o TREEEMED IE S
LTBEME D HEN & L 530, 30,
18.2 BERNFHER
1821 BHEBMABTFICBITLH A MY MRSz L, 1H 1
F10mg# 5. 1H1M20mgk5-T & b 12540 H A 5 25 B 7 1)
fERZxR L. %510 B RO7H H O3 O RG] H 1A
10mght 5-T72~76%. 90~96%. 1H1[A20mgk5-T88~89%.
99%'(“37)6323‘ 33)0
18.2.2 UHFRMIERERIIBIILZ Y TF YN A7) v 7 AMP
FIIC & 2 B & B3 530 (in vitro ) o
18.23 BUFE A I FEERIIBIILI LAY IV, RUVITANY
CHECE RS W, Ty MBI BB EMBMW L e A Y
I IECE R A L) R MR A 7R g 360,
A XBHHNET v MIBIUT 2 EERSWHTWER ORI, o7
Uiyfyfmﬁﬁumﬁtﬁ<‘m¢ﬁzbu>®tﬁu¢&
V34, 37)
18.3 EAWpH LH1EHA
TR AT F1281F 5 HApHIZx L. 1H1EGmgHk 5. 1H1[H
10mg# 5. 1H1E20mgHk 5 TE HICEM L FAEH 2R L, #%
550 HO24B: i pHALL E & 7R $ R 0 #4131 H 1REI5mg%
H5.OEM*T46%. PM*T63%. 1H1M10mg#5- OEM* T58%.
PM*T72%. 1H1E20mgf 5 DEM*T61%. PM*T76%Td
52,
WIFACHEERE T 7 10— 4P450 2C19 (CYP2C19) #£HIAEIL, Ttz
X0 SEEND,
EM (extensive metabolizer)
CYP2C19*1/*3
PM (poor metabolizer)
CYP2C19*3/*3
18.4 H*. K+-ATPasefH=E/EH
75 BRI L D I 22H, KH-ATPasel2xt L, 5@iv FHEEH
%9803 (in vitro) o
18.5 HiEEIEA
T v N &7 S TRIEEREES & D\ ITFEER R A (SEG
ANV A, KEWIEA MLV A, WML, A7 7 3 v, k-
IH =)V T AEY) ) Zxb Ly WP ERA H 5 WidH
AR TR & 7R 9739, 39), 400
18.6 1EAERF
ANUanyg— - EQVBREORHED
TEFXFTVV) VAKNRE Y7 ) A0uv Ay, TEFY V) U
KR A ba =5 — )Lk O3RN PEREREICBIT LT XTS5
V=)V F U AOEEIFENpHE FRH LI EICED, T
EXFTU) VARIWIR Y ) 2auax A Yy OREEEY EO b
CEIIHBHEEZEZLNLW 2,
18.7 BREIR
AN angg— - EOVBREORHE)
AFAARI BN ANy ¥ — - ) ERETIVIZBWN
T, BNAERBICHT AT EF T V) vk E 75y A0< A
Y DBBEH ORI, TAXRT TV =V F M) T AN S T
LlZE Y HERED D 5P,

19. B2 ICET B EBIEZHER
— R - I XT 5 —)vF b 7 4 (Rabeprazole Sodium)
1b4244 - Monosodium(RS )-2-({[4-(3-methoxypropoxy)-3-
methylpyridin-2-yllmethylisulfinyl)-1 / -benzimidazolide
3 F 3 0 CisHaoNsNaOsS
o f 38142

1 CYP2C19*1/*1, CYP2C19*1/*2X 1%

1 CYP2C19*2/*2, CYP2C19*2/*33IZ

% L~ A RORATH .
KO T RT <L T/ = (995) 122
W,
0.01mol/LAKERALF bV 7 AGRIIZET %o
WPEC D 5o
K (1+20) BB 2R S 750

L2

fés

O—CHgs

HsC OJ—/
\ Us{E R
[:I:>§ \_/ BUsRis
N

\
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20. BRWLEDERE

20.1 PTPREIE 7V I EHIE R, N7 W EFRE, B2

THREFET A2 L,
22. ‘@
1008 [10$E %10 : PTP : #21E#IA D ]
5008 [10%E x50 ; PTP : &#AFIAD ]
10088 [ AF v 7RIV NT CHEBHIAY ]
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