20244F2 HELET (1R

B R RiRMRAT
FREM - 34

H ARG ol 0 B

JObk R THEEH
SGNXNTTIT—IvF M) LR

FATFIY-ILNaigs: 20mg -1,

RABEPRAZOLE Na masters 20mg onara.

WIS
) ER-EMEOLTE L VENTLZL

872329
JRBFE | 22200AMX00410000
Wi5e G 20104113

2. B2 (ROBHEIZIIBRELEWI L)
2.1 REN DR LB BOE DO BRI D &b % B#
2.2 7THZYFFENVEEEE, Ve VERBRE 2RSS B0
B 10.1 28]
3. #ﬁﬁk MR
3.1 #Rk
W54 575 =)V Na#i$E 20mg [+ —/F |
T 1 $eH
HRRT 55 ~75 =1 F k) 4 20mg
DYY=bh—=Jb, FABHINVI T A, KEILF B YA,
oy ruerkiluo—2, KEREe Fu¥y 7o
Envtla—A, AFT7Y VEES T AT A, bSO in
EIlIE] — A, AN, RYEZ VTV I— - TZ YL A

ZYNVBAFVIFELSK, A ¥ 2 ) VEEa R < — LD,
T VIVEREEF MY AL RY VL= b 80, 7 T b
VI FI), BbF 5 . EEE I8 oo ay

3.2 A OHERK

Wire 4 I X7 5 — ) Na #ift 20mg [+—/1T ]
PRI - HIE W - T4 VA T—T 4 v rEE (B
KM L8] N}
S SR N
1) =) =
K&& A% 0 7.3mm £ X : 37mm
B 145.0mg
il 2R TRTT 20 F—=NnT

4. RHEEXIITHE
BiE%. TZEEEE. MEIEE. WRMEBER. Zollinger-
Ellison fE{&EE

5. AR (IR ICEHET 5EF
AHN OG- HFEN L R R T 2 2 L 0HHDT, B
THWI L RIEED ) 2355 &,

6. AERUHAE

(BiB&E. T=1EBEE. WAEREE. Zollinger-Ellison fEIZE)
WL RACETRT T V= F P AL LT 10me %
1 H 1 MREORG 3525, FRIRICE D 11 20mg 2 1 H 1 M
%5952 EDTE L, BB, WH. Bl WaiBEET
MM E T, +BBEE I AME TCORE LT 5,

GEFERE )
W EEROEFICBWTE, @F, WAKIEZTIRT T —
VF M) AELTLIM 10mg %21 H 1 BEECRS3 525 9
RICED 1M 20mg % 1 H 1 BEEIHRG T2 E0NTES, &
B, @F. SHBFEFTO®REG LT, T2y Tu bRy TA
ey =X BEETHREAT S YA 11 10mg it 1
Al 20mg % 1 H 2 [, E 52 8 MMBREOHKGTH I LATE S,
f:lff L. 18 20mgl H 2 BlPs 513 BEOMBGE4% 49 584
IR %,

7. BERUAEICEET 3

(BB, +=1E&E. WEEREE. Zollinger-Ellison SEREE)

7.1 FRDE L WA RO - #EEE0B412 110 20mg %
1H1MZEGTAHIENTE S,

ERERER)

7.2 BRHDZE L WIGE R O - BHEMEORA12 1 H 20mg %
1TH1MES 522 EATEL (5% - FRERD B3 85k
HHEREOHFREE, 70 bR T4 By — 2L BEET
BIEART DR EIIRL ) T/ Fu by Ry 7L ey —
WX B HEBECTHEA TS BEFITH L 1 1 10mg i 1 1A
20mg & 1 H 2\, 3512 8HMMHES T 241, WHEHRE
THREEBRIER L TRV E2ERT LI L, B,
AFI 10 20mg O 1 H 2 [l 51, NSRS ©EEE ok
LRGSR [17.1.1 2R,

8. EELEANEE

(hBELE)

8.1 AF OG- HIZIX, MFRRL PR ICER L. BRI iR
IR - AL =R 24T) S EEFE Ly,

(BB, T2HEEEE. UaiaEs)
8.2 RIMOMMKEA 0 TR VDT, MFRFHEIIIHW RN
EHEFT L

BENEREEETIREFICHT AR
1 AOHE - BEREZEOH 2 8E
1.1 EEEIEOBTEEDH 3 BE
3 FTeEEERE
H?E%‘%%"C“H?‘]ﬁﬂﬁﬁ@%ﬁ%ﬁ& %o
5 =
TR AR HENR LT B W REVE O & 5 Lot ZE#E oA 3RS
fabtk % B2 & B SN LGEICOREE 52 L, B
B (F v MEIT400mg/kg. 7 ¥ FH#E 30me/kg) THRIEHM:

9.
9.
9.
9.
9.

(7 v P TILERIE, 79 FTREOKT, fLERIE) A3 S

nTwab,
9.6 &3ILiE

R LOARE R OHIREOH ML ZE L, BIALOMGEL
BHIEZRET 52 Lo BYER (T F) TR ABITY
5T EHE SN TV D,

9.7 /pRE

ANREE NG E L2 BRHABUI IR L T2,

9.8 EitE

THALEHEIRESE OBIWEH 258 & b N2 A 3RS 5 20 S|
B595 2k, AKHNIEE LTHBCRE S NLH, HiEE T
SRR TLTWw2 2 %L, BEFAz S 5bhb 2 &

ﬁi‘% é o
10. #E/EA

AH OACH AT ACH R F ~ 7 v — 4 P450 2C19
(CYP2C19) K UF3A4 (CYP3A4) OHGHRDOLNTWS,

[16.4 2]

72, AFNOHBRFWIIHEIENC &0 BRI OB % e
s 2 2 DD %o

10.1 HAZE (A

LEWZ &)

Bk

BERAEAR - 518 515

B - fakriR T

VA AR R
(LA THvY)
[2.2 2]

7 ¥ W F oD
WIT B BZNDD 5o

ARFH O RSy w1
HIZE Y. HANpH AL
HL. 77¥FFELDH
IRPEAICT L, 7 49
YL o I H i EE AT
THBENKH 5.

DV YY) v
(zya5 1)
[2.2 ]

YNVE Y vERBRED
TE %W 358201
W %o

AR D 53 WA i 1
A&, HApH 2 1
L, VVEEY ViR
SROUIAMET Ly U
YEY ¥ iR AT

BTFT2ZLvd 5,
10.2 FRZEE HFRKCEETS &)

A& AR - 58 7 B - fakiE
vaxy v AT FEH O 1 v i B2 A A K 0 B R 73 s I A
AFNT IR EATHZENDH D, |HICED, BN pH AL

A L. MTEH ORI E
EAES %o
Ar7ary—i AT FEH 0 1 v i B Y| A H 0 1 TR 53 s 0 AR

rTI74F=T

BKFF2B200H 5,

LY, HWNpH Ak
A L. MTHH ORI E
WS 2 B NN 5o

KEILT VI = A7
Vo KL= 7R v

ACH B 5 52 ]
PR IR ARTT L T A 4

BRI TH %,

2T A DA 51 R 2 T
L A5E e R P8 il A TR R
HENLN 8%, 6%IET
L7t Ddidid %o
AN MLFHF—H AN PLEFF— Ol P EANTSH 5,

FRES ERT L L
Do miMEO X b
R s Al N i R A
B EE. — RIS AR H]
Db ERIET L L
EEETHI L,




1. BERA
ROBEMWER D HSbNDEZ ENHDDT, BEE 5TV,
%ﬁféﬁ&b O N ARG & ik $ 5 72 ) e ALiE & 47
)2 &
1.1 EXLEIEAR
A1 2avy BERH) . 7714 7F%2— HERH)
11.1.2 SUMERKD CHEEARW) . EFERERE CHEAR) . MR
WA (0.1%A0) . WM BEARY)
11.1.3 BUEFF% CEEAW). FFHEEEREE (0.1~5%A0) . BE
CHEASHT)
11.1.4 BEEMME (0.1%Kih)
EBG MK, IPURINEE, B ORE (R52E) SN0 LIz
WA, R ER X BAE oM F M L. AF oS %
kg5 L & BT, BIBRE R VE VAl OG- 0 #EY) 7 L
#frH k.
11.1.5 EEBE (BEEAWH)
rhib k2 R B Al IE (Toxic Epidermal Necrolysis:TEN). 52
i RGIEARSE T (Stevens—Johnson JEfERE) . ZTALIED D O
bNBLZ DD b,
11.1.6 SHBEET BUEAH), MEEER BUERH)
BEkReMA (BUN, Z L7 F =% [0EETHIE,
1.1.7 |F bU Y LIGE CGHER)
11.1.8 HRUBREE CHEHEAH)
M. B, CK B&. MR ORp I+ 7ue sy Az
g & 3 DR BIED S S b b 2 LD b,
11.1.9 RABE (BEEAW)
11.1.10 $EELREE (HHEEAHT)
HAE, BEATE, LR, K8 A R URMS )
HOONLEIEDNDH D,
11.2 ZOMOEIER

0.1~5%A1ii 0. 1%Ai HHEEA
SABUIE 5, TR I Ei
FIMERK A | AR BRI A i
M ERREN. KPR RIS Y > ST
%, Al L%
AST. ALT., AlI-#BE ) V¥ D
I P. y-GTP, LDH| L5
D 15
TEBR % e B3 BiF
fERE, T, BEER R, R, | E A WERE, B
Wi, WA, Y ¥ e, B8 m K &
FiL % . e, R ( collagenous
R, B colitis
lymphocytic
colitis)
HI OE WV, 5HDHDOHAR, EiE
&L OMRAL DU
FiAARE R I LSRR, B8
KT, D>
1, SeHL
IV AT —|»dAH, #E. HOLEHO&, B
Vo PENRIG - (R FEE WL EIE. AR, &
Z ot BUN @ L5, & |EiE. LMK, |7 ¥ €= 7 M.
HR. 1 TSH|CK @ k5 [1:9eab7a SV PN
o e, KPALTLG

) JEBUHIE ISRt T &t

14. BREDZE

14.1 FEEIZFEDOEE

14.1.1 PTP A% O #HAIL PTP ¥ — F 25|y L CTIRHET %
IIIRET AL, PTP ¥ — hOEEKIZ X D, BVSifAEIE
RREARA L, FIIZEIlE2 B2 LOHBERHASOEE G
BHEZ R T LI DD D,

14.1.2 RHNIGHESETH 0 IRHICH 72 T HAZD v
0EFIC, OALETIIEETLHI L,

15. ZOOEE

15.1 ERER{ERICE D 155

15%;$%®E%&5¢Kﬂﬁwﬁﬁu—7%%bta®ﬁﬁ
5o

15.1.2 #AMC B 2 EEOBEHI%E T, 7u b v Ry T4 e
7 =12 X B IHEBIIB W CTERERE R S ISP, TR
Wi, BHEFIT D) 2 7 BNt S Tn b, FRIC, WHER
%f%%(1@&:)0%%%%”t%ﬁf\ﬁmmux7ﬁ
winL 7z

15.1.3 AN B 2 RIS ABRER 355 & L -8B o BIE%E
T, FAMYEUTAL ey —2 K5 LB BT 0
ANYTIA T4 T4 NI LB HEGD ) A 7 BEnAsH)
HENTW5S,

15.2 FEEREAREABRICE D 1B

15.2.1 5 v M2 bmg/kg Y b % 2 4EHIFR %G L7zt albsic
BWT, MECTHIZANTF 7 4 FOREDRA SN L OWETD
%o

15.2.2 B ER (5 v MEOBKS 25mg/kg Vb)) CHUIRRER
KM A 2> Y OBMAHRE SN0 T, HHICH
7z o TUTHARBBEEE SRR T %,

16. ZFEYEIHEE

16.1 MARE

16.1.1 INT SV —JLF MUY LBEEERE

TERER AT F12 20mg % M F XL AR IREIRE S L 720 B
?%ﬁﬁigft%%ﬁ%”ﬁx—7®Vﬁﬁ%ﬁtﬁ¢%
16.2.1 =4

FHA R ERBRIR O A SR Y B RE ST X — &

o Crmax tmax AUC
BTIRAT (ng/mL) (hr) (ng * hr/mL)
M 437237 3.6%£0.9 937+617
£ 453 +138 5.3+x1.4 901 +544

CF¥fE+S.D., n=12)

F 7o, BERAS T2 5mg. 10mg. 20mg #HiA T TREKRY
;tﬁ(&55an)@%%ﬁ%ﬂix—yuuT®k£hf
z&) o

R NS T2 B0 % S ER S5-kF (Bmg. 10mg. 20mg) O IiiE
HIGXRTF) =)V F b)) 7 LAY FHE T A —F

wri g | o | TR | e
- EM* | 146+56 (2'8;2.@ 236+97 | 1.8%0.9
PM* | 252255 | 22| 585137 | 4.2%0.5
e EM* | 383+83 (2_(3)_30) 539200 | 1.5+0.4
PM* | 509+64 (2'3;2.5) 1230200 | 3.8%0.3
- EM* | 654348 | (20 (| 994477 | 2314
PM* | 822232 <&3§1» 2331663 | 3.7+0.3

(CF¥E=S.D., tmax (ZHYAE (Min-Max) ,EM n=16,PM n=8)

MAMCHEESR T b 7 1 — 24 P450 2C19 (CYP2C19) #BIRIL, Titiltfs 1
BE ) pEIND,

EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*2 X
CYP2C19*1/*3

PM (poor metabolizer ) :CYP2C19*2/*2, CYP2C19*2/*3 3 I&
CYP2C19*3/*3

16.1.2 E£MFEIFEIFMHER
FINRT TV =)V Nadfigg 20mg [F—nTF ] ¥y Ty b
20mg &, Z7OAF—N—EIlI D ENZENRLEE (ST TV
—VF MU AL LT 20mg) REHEEA S TG R
B LTIl REICARREE 2 2 L7z, 155N -3EmBiE 5
A—% (AUC, Cmax) (22T 90%IE X B2 CREEH#MT %2
fTo72ki%, log (0.80) ~log (1.25) DOHPHNTH Y. WiHl
DA ZER R SEVEATER S 7z,
HYERE ST X =%

AUCo-9 Chmax tmax tiz
(ng - hr/mL)| (ng/mL) (hr) (hr)

FTNRT T =
Na Hi$e 20mg [+ | 2
-7

AV Y

Do

941.4+414.1|562.6+161.9(2.3+0.5|1.7%0.7

221990.2+504.81595.9+224.5(3.6+0.9 | 1.3£0.4

20mg

(CF¥HfE+S.D.)
(ng/mL)

—O0— FRT'FV —)LNakfifig20mg [+ —N\F )
—o— )NU T §E20mg
SEHfE +S.D., n=22

700 -
600 I
500 i
400 I
300 I

200

R~ — NN DN B ERE

100 |

(hr)
BRI

M4E 5 X7 5 — ViR E O HES
MBI NS AUC, Cinax 08T 2 — 713, HbH 0%
W MEOFRIUE L - W& O MBI X - T2 2 ] iglk
V5,
16.2 TRIY
16.2.1 BEODE
TERE A 12 20mg # MA T S ABISRORS L2, &
BB TR AETRERGICH L tna 25 1.7 BFREEES 2 & & b
WU A STV BY, [16.1.1 2]



16.4 Xz
TR AT 712 10mg. 20mg % RS- L 72K o 4E rh o A4
W&, FICIEREEN R ITRUBIZ X D A L 72 F F = — F UK
Thotzo TOMICHACHEEREF b7 u— 24 P450 2C19
(CYP2C19) 75BA5-§ % i A FOVALBUSIZ X 0 2Rk U 22 » 7
VAR, 3A4 (CYP3A4) P53 2 AV A MLRIGIC X 0 AR
L7z 2k AARDSERD b 2045 [10. ]
16.5 HEttt
TR A 712 20mg & RO G- L7286, 514 24 R E ©
WIRHIZ T XTS5 — v F + ) w7 A ORZBACERIZHE S g,
B THBHIVEVBERTZD TV T 0 v B PS
%@ﬁg%mm\xwwiy—wm%ﬁwﬁw~w%mﬁé
n7=va,
16.7 EHHEEIER
BEE (K A 75V —)V) THAHEEE T N7 u— 24 P450 2C19
(CYP2C19) ~oR#HEAICL Y MEMEHED LN T WS Y
TENSL, V77U Y R-TVT77YY) IHLTIRTS
V= F YT AR INS OEFOIMPREISEEE LS 2 v
ZEFMEIN TS, T2 i (5 TFF5V =) THF
RS F b 2 10— 2 P450 1A2 (CYP1A2) O#FEIZ X b HE
TERADPBOONTVAETF T4 Y VI LTHINT TV — )b
%hyﬁAMMW%EK%ﬁ%Qi&thﬁﬁ%éﬂTw
590,

17. BRERRRIR
17.1 AR ORLSM(CET 25
17.1.1 —RERRRHABR R U —E 518 LB B

WS T IR WU A S O & R e xRS
1 H 1 10mg Xi& 20mg %425 L 7- — &R AL O 8EE
Melbic kB (P50 : 6~8 ) OHFRII TR LB TH

2 1~16)

PO 37315} AR B TR =
i 94.0% (189 fi/201 fsi)
Ric) k¢ 99.4% (159 /160 1)
S £ g 90.9% (50 f51/55 1)
e 83.3% (10 #1/12 1)

WEAEROCHEOTE YRy T4 e ¥ s —iHRICI
PR ORI S 2R G L L3S 8 Bk o N ETRA
KX BHEBRIEITEREROLBY THo 101, [7.2 B]

1 8] 20mg 18] 10mg 1[5l 20mg

1H1 1H2 1H2

2otk 58.8% 78.4% 77.0%
* (60 %1,/102 1) (80 #11,/102 i) (77 $51/100 1)

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

grade C HO¥ 25.0% 35.3% 64.7%
grade D* (411716 1) (6 %1/17 1) (11 1,17 f1)

) 9R7IV—NF MY A 10mg/H. 9>V 75— 30mg/H.
F X7 5= 20mg/ H % 8 J M BB %02 kGRS AR R
P2

MuH VARG (WA 2) X TR

T/, EREIREBICB W CHN pH LA T 5 —
VF YA 1H1E20mg #5 1 H 1E 10mg #5512 X
T, MRS TAIRTIV—LF Py a1 H1
[5] 20mg $£5- DA PEA D H T 5810,

18. ZExhIEIE

18.1 {ERHRF
FGRT G =T b)) 7 DG EE G o0 B B T g i
(AN 72y 7 PR b, 7o by Ry7 (H. K-
ATPase) @ SH 3% W54 L CEERIGVEZ BILE L. B o-iwh & 3]
T b SHICHHESNMRGEOMMBIIE, EIIERRA
SO DOIEED B VIE TV Y FF+ 12 X BIHTER DL H
GLTwabnl¥EzoNb, TOM, ZVvyF4+ L ilkoT
BESRIGPEAS A 3 2 W REVE D HEW S 21920,

18.2 BESWHIEI1ER

18.2.1 MM ABEFIZBIAH A MY VHITER W L, 1 H
1l 10mg %5+ 1 H 1 9] 20mg % 5-C & 1850 H H» 5 W
ZEHWEM 2R L, %5 1 HHKRO7 0 H ORESWEOKHR
121 H 11 10mg #%5-T 72~76%. 90~96%. 1 H 1 [l 20mg #*
5T 88~89%. 99% T 52122,

18.2.2 v H FRHMBEMERIIBI LY TFINLFAL 2 v
AMP HIC & 2 B 5w % W3 %20 (in vitro)

18.2.3 8B A S HEHAERICBIIA LAY IV RYFIHFANY
YR E W, BN T v MBI A EBEE RS W L O e X
Z 3 S B A LR D 2 BRI % TR 47202320
4 XHBHVIET v MBI 2 GEa e omsi, tho
7a by Ry FHERANCHELELS, P ATA MY Yo R
I TR 200.25)

18.3 BA pH LR1EH
R A B T ICB A EWNpH L,y 1 H 11 5mg %5 1
H 1 10mg #%%5. 1 H 1 [l 20mg %5 T & H12EW 4 EAAE
MERL. #4550 H® 24 B IC pHA DL % 7R3 R o %)

411 H 111 5mg #5-0 EM* T 46%. PM*T 63%. 1 H 1[0
10mg #¢5-@ EM* T 58%. PM*T 72%. 1 H 1 It 20mg 5O
EM*T 61%. PM*T 76%CT® 52,

IFACETEESE T b 7 1 — 4 P450 2C19 (CYP2C19) FIANLZ,
TRELFRI)SHE SN S,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*
2 1% CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3 3L
1Z CYP2C19*3/*3

18.4 H*, K*-ATPase FHE{EH
77 R X D S 72 HY. K*-ATPase (2x) L. #FHEE
M %R$202 (in vitro) o

18.5 HiEBER
Ty RO SHERIEL D 5 ITFEERERIERZE (G
WALV A, KEWHEA LA, BIM#ESE YA77 30,
-5 ) —VROT7TAE) ) IZH L, MCHEGEEA S 5 »
13 REBR S S R & R §2)28)29)

19. BB T EEZRIFR
—fB%R: 9 N7 5 Y — v+ b v 4 (Rabeprazole
Sodium)
1t % % : Monosodium(RS-2-([4-(3-methoxypropoxy)-3-
methylpyridin—2-ylmethylisulfinyl)-1 4~
benzimidazolide
: C1sH20N3NaOsS
. 381.42
AR AB A~ AAORETH S,
AR KD THEIF LT =8 /= (99.5)
TR v,
A 0.0Imol/L AKEEILF bV & AGRICE LT

Z&)O

AR AT B -

ABROKIEE (1-20) REHHER S 20,
RS AR 51D

%
%

EY

g

O—CHs

HsC 0]

Na

N \ /
Suse

N (0]

20. BRV EDEE
20.1 7V IEHHEBIIEBERE BT TRETL I L,

2. Ak
(PTP) 100§ (10 $&x10x1 48,
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