ke 20264 7 HERET (58 3 i) B EEmRDEES
% 20254 3 AdkET (58 2 hR) 872329
Ik - ERMAAE - -
SR 36 Ok ViRY TRREH RES  |22200AMX00818000
SARPSY—ILF MUY LEE BR7ERAtE 20104114

SNITSV=b7runLgE 20mgro Ry

Sodium Rabeprazole Tablets 20mg [SANDOZ]

2. R (ROFJBHEICIRESULEBEWVNT L)

2.1 FRIDO B3I LIRBHREDBHERED & 5 B

ERERER)
7.2 TR E L WIBEROESN - #iatE0B 5121 E20mg 2
IHIERE S22 e TE 2 (B3 - B2 DRI

BEROMRFEE, 70 bR A ey =LKk 2I0E
THRATDEHEIR) . £z, Tubr Ry 71k
U —IZ K 2B TR 7372 B3I L1E10mg i3]
[E20mgz1H2[E. & 5ICGEEHRES T 25 a1, WHRHERE

THREEERPBRL TWAVWI ERERT LS & &

¥ 2.2 Ve VEREEZESFOEE [10.1 2]
3. HERE - MK
3.1 #8R%
Hr7E 44 FRT 5V —)LF b7 LEE20mg [ K]
BRI 1$EHHE IRTFV—LF R U P LA20mg
D-w> = hr—), Bt %YL, ERuFs SO
Elitilo—2, KEfREL FuFr ot
] O—2Z, AT7V VBT L, TFILELTO—

2, RO =R THZIVBEBIAT L, ZUtY) ViE
BT ATV, YL7. BibF¥ >, BEZZEHRk.
JIVF N ay

3.2 REIDMER

B AANER20mMgD1 H2ER G 13, WHRERE CEE O
BELHALIGEICRS [17.1.1 2],

8. EERREANEE
(GhEELHE)

8.1 AFIOBEHICIL, MEGPHFHEEIER L. EMIICM
WARORE - MEAELERREZITO CEFEE L.
*%8.2 KAIORPAKSICIVEY ATV LMEFH 5D S

ENBHOT, FHZ RIS 2. ENICh~ S
AV LBERBET B Lo [11.1.11 BHE]

(BiEE. TERER. MEias)

8.3 REIOMEREBRAS T3 TR LOT, MFREICEAVZL

B A SRTSJ—LF kYD L5E0mg [V~ F]

LN WEEDT A VAT —TF 1 v 75E (BTESE)

* = Al

=
[EXE] 7.2mm
. E& 3.4mm
HE 147mg

4. MEEXIFZHR
BEEBE. TZTERBRES. WESHMEE. BRAERER.

Zollinger-EllisonfEf=EE

5. MEEXIFHRICEHET DFR
KROBENERBICLZEREZERT A EPHHDOT, &
HTHEWT EZHERDS 2 /595 &,

6. FRIERUAZE

(BEE. TTEmEE. WEIES. Zollinger-EllisonjEl®

iz )
BE. BACIETIRT TV —)LF MY L& LTIEIOmg %
IHIEREO#RES 9 %25, WRICK D 1EI20mg % 1 H 1B O#
54520 TES, B, @Y. BEE. WEHEE T
SHME T, +ZIEBEE TIIoEME TORE LT 5,

GERMERER)
WHEMEEEROBBICBL T, BE. BAICRSIARTS
V= MU L& LTIENOmg® | HIEREO®R S 9 205,
RIRICE D 1E20mg = | HIEFEOR G925 2 &P TE D, &
B, B@BE. SEEETO®REELET S, £/ow U bRV T
A Y —IC X BIHETHRAT D 2HA. 1E10mg N1
1E120mg# 1 H2[E, =5 IC8HEBREORE TSI ENTE %,
7272 L. 1E20mgl H2EB5 3 EEORMBEELET 5154
IZIR %,

7. FENUHEICEET R

(B85, T Ema%s. WEEhER. Zollinger-EllisonfElx

)

7.1 IRAE L WA R OB - BB & I1C1E20meg %
IHIE#HES 922 ENTE S,

ZEDVEFE LV,

9. HEDERZAIDEEICEHT IR

9.1 BHIE - IEREEDH D EE

9.1.1 B BEBIEDEBFREDS % EE

9.3 FHiReEEESE
A BE CHEMEDRE D H 2.

9.5 Wi
TR SUF IR U C W A RTREE O & 5 R ICIZIAR Lo AR
DfElEtEE EE 5 S KIS NBIEEICOABEET S L, B
MEE (v MEO400mg/kg. 7 FEE30mg/kg) THa
RBEE (9 bCLERBE, VY FTHREOET, (LEE
) PHESN TS,

9.6 =ZFLIm
BB LOBRRERUBARBORREEER L. BALOHS
NigHIEE eI 5 2 & BMER (T v b) THITHAE
TIBHZEPHRESNT VB,

9.7 INRE
NRERNR E U7 EBRREHBIIER L Tz,

9.8 HHE
HLEBERSEORIER S H 6 b NG EIIRET 574 L EE
IZBRE5T 5, REIEEE LB TREIS NS A, B
ETRIFREMERLTVWAZ ENEL., BIERH 5
5T ENHB,

10. ¥8E1EH
RKEIORBFICIHFRBEESRF 70— 2L4P450 2C19
(CYP2C19) K& UBA4 (CYP3A4) OESAIRDSNT L5,
[16.4 2]
Fio. AEIOBEESWIEWERIC K 0. HHRZER O TN 2 (2
EXIIHIT B DD B,



*10.1 HAER

BHAELRWLWT &)

11.2 ZDfthDEIER

A5 HRIEIR - SR B - RET 0.1~5%FKiH | 0.1%KH BERH
DLCE Y | UL CC ) RO | AR 0 B B i (A B RE. R BRE
(Z¥25 > h) HzREBETH2BENSH|ICED. ERNpHP LR i HMEREAD . HRImEREA . 17
(2.2 208] P L. UL kS MERBHN, WP ER|FRERIES . U~
DORPAHET L, UL iz, A |2 SERED
g Y OMFREAET [ AST. ALT.[BEULE>D
TRIENDS, Al-P. y-GTP. |15
10.2 HRER (HAICEFET B L) LDH® E5
= — ‘ R ME L5 iz
e BRI - BB B - AT A - - S— _
SEEDD, AEEAO &Ry | SR BRywiEfem|  (Toe (B PR B, SR e TR, SRS
AFLTTFLY  |REBCENDS. Ic& 0. BPpHA LR R, 1B, | Y 5E, B b |IREBR (collagenous
U A O Y (2 O % 7z, O, &|colitis. lymphocytic
5. #ORHR, BB |colitis)
TRoa7 = [RERAID R RE A A BB WIRER | |7\ il L
FI4F=T To2BENHHB. |[IK&D. BHpHA LR B RIS
L. HEF A O TN 1] AR I
H9 2 BENDB 5. el
IKEEAL 7 L X =7 L | RAI B 5 IR BT ISR CH 5. @
s . i =S EkE \ — e
}ff;Agig%%Tm%f ?Qﬁiﬁéﬁﬂﬁﬁ *%[Z DA BILATO— | hTHE. FEHOS 5O, EETE.
N s - TR - (B, R B, BY Y EST
%ﬂg?% ’”’6%&be,(& BUN® L&, B|HERE. LOUON|IMWE ZH(LIE
DEER B, - E?\M¢Tﬂuﬁcxwkﬁ
= ° s
AFRLFF—F Xk FUFT— FOm | BFEARCH 5.
ARG i Ll W) RIS £ ST
%, GABOX N R LF
F— b2 BET HIBE . -
Ot s e el 14. BRLOER
EhIETHIEEEET 14.1 ERIRZMFOER
Bt 14.1.1 PTPREOEAIZPTPY — b4 SHD H L THRAT 5
_ EOfEMT 5. PTPY— POEEKICK D, BLSAL
1. A PEEREARIA L, BICREE BT L ORIBRAZOE

WOBWERDNH6bNEZENHEHDT, BEELZ DT
VW, BEIRD SN HEEICIIHRES RIS 5k SHE) 20
BEITOZ &
1.1 EXZEIER
1M.1.1 Yavg BEERH), 7FT45FY— (EEREH)
11.1.2 ROEBREA (BHEARH). EEBEMNERE EEAH). m
RS (0. 1%K%0) . AMEEM (SEERH)
11.1.3 BIFERFR (BEERH). FFEEEEREZE (0.1~5%K¥H) .
BE (HEARH)
11.1.4 EEMAA (0. 1%K%E)
FE MR, FPIRAREE, MEORE (REF) Eroshn
AT, B ICEXREOMEESER L. REIOH
axdukg s e i, BIBKERLEVHOBREGEDHEL)
B EITD T &
11.1.5 KEEE (SHERH)
PR SR ARE (Toxic Epidermal Necrolysis :
TEN). KEHREREERE (Stevens-JohnsonfE&EEE) . £
ALREDSH S DNEENDH 5.
11.1.6 [IUBEE FHEAH). BEUHERX BEERH)
BHEEMRE (BUN. 7L T7F=U%) ICEBT ST &,
1M.1.7 &F MUDLMEE (SEEREH)
11.1.8 EIERIARIE (SEEAHR)
. B, CKER. mMHPECRFIA7ue sy E7
R E T HBENHRBES H 5 bNE T DD 5.
11.1.9 |RAOEE FHEARH)
11.1.10 $EELIRAE (BEERER)
AR, BEETH. RRYEE. O, AL, BR 2us
BHobNBIEND 5,

#1111 BT RYDAMGE (BEEREA)
AEIOEHZEGICED, QTEREE, B8, LUNEZEI K
TITRVILMESHSDONEZ ENH B, Fio, KT H
O LMEICEERE L7z &AL S 7 A MEE, & F 1 ™7 A MIRESE
DEMREBEEZMEOBEN DD, TNOOBRERTE VD
NBERD D 5 bNIZHEEIE, P~ 7R LIEBEOH
EZTO. BESDBOONTEEIE. X727 LOHTE
DY) 2 WEBEZITH T &o (8.2 ]

BuaEEMRT L ENH 5,
14.1.2 KANIBBERETH O RAICH > TlE. WALZD,
W70 ETI, DAL LT LHOEERET S &,

15. ZDMDER

15.1 ERERERICE D 1B

15.1.1 AAORZSHICEEOE R ) —T2R0 - L0H
E0H 5,

15.1.2 I BT 2 EROBRMHET. Tu bRy T 1
LBy —IC K AIBBICB W COBHERE IS REE BT, F
BAFIEIT. BMEETOY R 7EMPRESN T WD, I,
AR OCEAR (1M E) OmEEZZ I EBE T, B
DY AT HHEMLTz,

15.1.3 BT BT B EICAREE 2R E LIEROBEH
FTCT, TR VRV Ey =25 LEEBEICBWNT
TJAARN)TDTL « T4 T4 VNI BBBEERDY 71
MAyEShTW5,

15.2 FEERPREEERICE D < IEHR

15.2.1 v biZ5mg/kghl L2 2RO S L 7z BRI
BT, THICALTF ) A FNORENH LN LEDOFED
H5Bo

15.2.2 #$MEE (T v MEOREG25mg/kghl 1) THRIRE
BEROMAY A OF 2 OBIPRESNTND2OT, HH
127z > TIFHRIFEAEIER T 2.

16. ZEYERE

16.1 MHNRE

16.1.1 SRTFSV—-)LF MU D LBAIRS
A S TI220mg # B T I3 BRIROKRES LIZR0
WEREBICHL LI EYBRR/ST X — 5 OFHEZRITR
IV, [16.2.1 ZH]

BENRBEBRROEY B/ VT X -5

Cmax Tmax AUC
A=
BSEM (ng/mL) (hr) (ng - hr/mL)
MET 437+237 3.6+0.9 937617
B 453+138 5.3x1.4 901 +544

(Mean+S.D., n=12)
¥/, BEMAETICOmE. 10mg. 20mgZ s N TRER
5 U7k (#55HE) OEYEHEISTA—-FZILTOEDB
NTH5Y,



BREABFICBI 5 REREGE (5mg. 10mg. 20mg) OliEHT X7
T =T P LOEYHREINT A —F

= Crmax Tmax AUC (-t Ti2
e (ng/mL) (hr) (ng - hr(/m)L) (hr)
Smg EM* 146+56 3.0 (2.0-4.5) 23697 1.8+0.9
PM* | 252+55 2.5 (1.55.5) 585137 4.2+0.5
10mg EM* | 383+83 3.3 (2.0-5.0) 539+200 1.5+0.4
PM* | 509+64 2.8 (2.0-4.5) 12304200 3.8+0.3
20mg EMX 654+348 | 4.0 (2.5-8.0) 994477 2.3+1.4
PM* | 8224232 | 3.3 (3.0-6.0) 2331 +663 3.7%0.3

(Mean=£S.D., TmaxldMedian (Min-Max) , EM n=16, PM n=38)
MAFRBERT 7 u—L4P450 2C19 (CYP2C19) FIAEUZ., FEl#fET
BMEOAEENS.
EM (extensive metabolizer)
CYP2C19°1/"3
M (poor metabolizer)
CYP2C193/"3

16.1.2 EMPHNRES IR
SANFSY—)LF hUD LEE0mME [P R]
FIRTF—)bF M) LEE20mg [ K] &%) Ty b
$820mg%. 7O AL —N—HICED ZhENIE (FRTSF
V—LF b A20mg) BERARTICHEARERORS
LTSt R A LA 2 HIE U, 5o N EYEg s
A —% (AUC, Cumax) 12D TI0%(EHEX % I T MiEHiR
W &4T > 72455, log (0.8) ~log (1.25) DHENTH V.
RAI O EM RS AR S N7z,
FRFTV—)LF U LEE0mg [ K] BE5%OMmE
R
(ng/mL)
700

: CYP2CI9°1/°1. CYP2C19°1/72X1%

:CYP2C19°2/72, CYP2C1972/°3XiZ

—o— INTF = F M) LEE20mg R
—o— N TyhE20mg

Mean=S.D., n=46

600

500

400

300

200

FERET — NN D NBE

100

0 .
0 2 4 6 8

10 12
514850 (hr)

HWBEE)ST X —
AUCo—lz Cmax AUCw MRT Tmax T1/2
(ng - hr/mL) | (ng/mL) | (ng - he/mL) | (hr) | (hr) | (hr)
;’;?;i;i”’ 1038.65 | 589.67 | 1050.35 | 4.45 | 3.6 | 1.48
20mg [+ K] +381.37 | +£219.85| +386.36 | +0.91| £1.0|+0.49
JRUT v ME | 1131.67 | 679.82 | 1144.03 | 4.61 | 4.0 | 1.32
20mg +501.1 | +£286.17| £503.98 |+1.23| +£1.4|+0.47
(Mean+S.D., n=46)

MAEFEELCICAUC, CraED /ST X =71, WEED
IR, (REOEEE - FEEORBEEFICL > TRL ST
BN D 5,
16.2 DRIN
16.2.1 BEDFE
BEEAEFIC20mgZEE T IEERICEOKS U7 K,
BRBEETIREETRSICH U Tnad’ ] 7THREEET 5 & &
BRI EEZESRO 5N TWVBY, [16.1 2]
16.4 {5t
R A B FIC10mg. 20mgxFOH 5 Lz Ko mEHoR
L. EICHEBRNLETRISICEDER LIz F AT —T
WETH 5720 ZOMICHFREEESRF N7 1o —24P450 2C19
(CYP2C19) HBAE5T B A F NALKISIC & O AR L 7z fid X
FIUIE, 3A4 (CYP3A4) MRS T 5 2 LA MERIGICED
HRL LT AR AR D 5N 99, [10. 2R]
16.5 Hett
BB FI220mg# B OHKS Lz i56. S5 524/ &
TIZRAIC 7A77/—»%F07A®$Wk¢iﬁﬁéﬂ
T REWTHEHVARVBEROZO TV 0 v Biask
PHREEDRI29~40%. ALK T — VB E&{EA13~19%
PEtt s Y,

16.7 EYHEE(ER

HE (A ATV — ) THREEEEF M7 u—L4P450
2C19 (CYP2C19) ~oR##HEIC L VHEEERAPRD SN
TWAHITEISL, TLT77UY (R-ILT 7Y V) I2xt
bf%Nfij—wbeWAﬁi’h%@iﬁ@m¢ﬁﬁ
B REZ VW EPRESNTWD, /-, HE (5
VI =) THREESRZT o u— AP%OLM
(CYPIA2) OFBICIVHEEEAPROONT WS T A
T4 )R LTHIRT TV —)LF b U7 LSEIXIMAFEE
ICHEBEEZ W ENRESNTNEY 9,

17. BRPRRLHE

17.1 BUERUTREEICEET 28R

17.1.1 —iRERREER N U —EE R EGEER
BEE. T HEBEE. SREEEBRROWEENEE 2R
t:lEIIEIOngLiZOmg%&’——}bf:—ﬁ“ﬁﬁﬁfﬁ%ﬁ&vgit
MR (B EHR  6~8EM) OB RROEBD T
% 67) *16)0

e WREIAER

BiE5 94.0% (189¢f3il/2014)
+ I ES 99.4% (159fl/16011)
W EE R 90.9% (505l/55f1)
W& BRI S 83.3% (10f5l/12151)

BEREERCHEO T bRy 71 e €y =g
D O EEREE 2 NRE L RE8ERONHER
BICLDIBWRIITROEBY TH -7, [7.2 2]

1[8120mg 1[E10mg 1[8120mg

1H1[E 1H2[m] 1H2[H

Sk 58.8% 78.4% 77.0%
(60f51,/102451) (80f1/10251) (77{51,/1001)

grade AU 65.1% 87.1% 79.5%
grade B¥* (56l/86f51) (741511/85451) (665/83151)

grade CK U 25.0% 35.3% 64.7%
grade D* (44511/1641) (6511/1741) (11411/17%1)

F) IRTSFY—)LF FYUTAI0mg/H. >V F5J—L30mg/H. *
A5 =V 20mg/ H % SR 54% I RIS IS
¥ud LS (82 ICLHEER
F7o. BREEABRICBOWTENpHLERERAN IS S
V=)L MU A%ELH1E20mg 5 1 H1E10mgik 51 b
N, BB ICNT A2 IS TV —)LF b7 LSE
1B1[E20mg#H 5 0B AENTRO 5T 28 10

18. FENEIE

18.1 {ER®

FINRT T —)bF MU LIEE SIS O BRI SR TR (A
(A7 zr7 I RE) 122D, FabkrrRy7 (HY K-
ATPase) OSHEZ B L CTERGEE2HEEL., BOW2E
MHEIT 5, SSICHESNBEBEEOREICIE. FIC(EH
BRI & DEYIDIEE D B WL TV EY F 7 12 X B IEEED
HEPEELTWAHDEEZONS, TDM. LY FF
NSk - THREELEIET A gk s N5,

18.2 BEEDMIHIVER

18.2.1 EEBRABFICBIFAH A MY VHEERS WIS L, 1
H1E10mg#H 5. 1H1E20mgik 5 TE b ICREMH» 6 F
B2 MEER 2R Uy 5 1HBEOT7HB OB WE O R
RIF1H1E10mgi% 5 T72~76% 90~96%. 1H1[E20mg#%
5788~89%. 9% TH 502,

18.2.2 VY FHHEHBBERICBI A TFILTA ) v
AMPHIEIZ & 2 BEE W% H] 5 52 (in vitro).

1&23@@%55%%%ﬁwﬁuézx93y\&yyﬁx

MY CHBEBESW. XCT v MBI 2 ERE RO

e A% 3 /ﬂﬁﬁm mcﬂbﬁﬁtmﬁwm%T?m”u
A4 XHBNIET Y MIBT 2 BESWNHIEROEEL. f
o7a ARy FHEEANCHEBE UELS . BT A M) ok
%ci/}\fxbﬂzk 25)0

18.3 BHNpHLFER
BERABFICHB T2 EWpHICH L. 1H1ESmg#kE., 1H
1E10mg# 5. 181E20mgH5TE b ICERHE ERIER %



R U, #55H B O24R B ICpHALL L2 R 9 B E O EI &1
H1E5mg# 5 DEM* T46%. PM*T63%. 1H1E10mg#
EOEM*T58%. PM*T72%. 1H1E20mg5DEM* T
61%. PM*T76%Td 5%,
MAFRBEEEE T b 7 u—A4P450 2C19 (CYP2C19) FIFA
&, TREEFRIDSHES NS,
EM (extensive metabolizer) : CYP2C19'1/°1.
CYP2CI19'1/2X1xCYP2C19'1/3
PM (poor metabolizer) : CYP2C192/2. CYP2C192/3
XIZCYP2C193/73
18.4 H*. K*-ATPasefB=E1ER
Ty BRE L DFEL -H. KT-ATPaselcxf L., L EE
YER%77RT % (in vitro).
18.5 FLEBIER
Ty bW BEEREE D S5 WITERBEMERE (Fn
WA MLV A, KEHER ML R, WPELR. V2T

VEF & 5 WIZ B REREWE A2 RS 2. 30,

19. BIWEICEY IEEZHFR
—RREEFR
FXR7FYV—)LF b)) 7L (Rabeprazole Sodium)
==
Monosodium(RS)-2-({[4-(3-methoxypropoxy)-3-
methylpyridin-2-ylJmethyl}sulfinyl)-1H-
benzimidazolide
¥
CisHaN3NaOsS
DFE
381.42
527N
HE~HMERBDOHMRTH 2.
KIZEBDTHET T T/ =)k (99.5) IKHETRT .
0.0lmol/L/KE&MtF b ) 7 AFIKICIET 5.
g TH %,
KB (1-20) I3FEeEa RS 50,
TEmBTENERD 5N %,
L&
0—CHjs

HsC

Na e

¥ /—€i§ BRI

[::I:/; . \ /RO
N

\
‘0

0]

20. BURVLEODER
20.1 7V IEERRITER ZE T TRFT S Eo

22. =
1005 [10%E (PTP) x10. ¥RAIAD]

23. EEXWR

1) Yasuda S, et al. : Int. J. Clin. Pharmacol. Ther.
1994 ; 32 (9) : 466-473

2) BRNBEBRABEEZWRE U EREERE (%)
T ME 2014 12H26H4&RR. HEERMIE2.7.6.1)

3) HNER  EMENESERE (SXTFV—LF hY
7 L$E20mg [ R])

4) Yasuda S, et al. : Clin. Pharmacol. Ther. 1995 ; 58
(2) : 143-154

5) Ishizaki T, et al. : Aliment. Pharmacol. Ther.
1999 ; 13 (Suppl.3) : 27-36

6) Ishizaki T, et al. : Clin. Pharmacol. Ther. 1995 ; 58
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8) A#f BHIFA» : Modern Physician. 1994 ; 14 (S.) :
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9) BAFRAIEA © Modern Physician. 1994 ; 14 (S.) :
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10) ANEfERIZA : Modern Physician. 1994 ; 14 (S.) :
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FI5) : 1-22

12) #JI[73C1F A : Modern Physician. 1994 ;14 (S.) :
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13) B £13% : Modern Physician. 1994 ; 14 (S.) :
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14) #1183 : Modern Physician. 1994 ; 14 (S.) :
116-123

15) &AW BBIEA : Modern Physician. 1994 ; 14 (S.) :
124-136

l6) M &34 : Modern Physician. 1994 ; 14 (S.) :
137-147
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107 (4) : 522-530

18) —MERHBRE O —EEMEERE (S) Ty ME:
2010E12H21 HA&GR. BERES)

19) S+t tiE B ARER S EERERIPDI2016,795

20) HERIZA I EIAE. 1999 ;27 (4) 1 705-712

21) #HEIEH A - ARIEE. 1994 ; 41 (7) : 143-150

22) Fujisaki H, et al. : Biochem. Pharmacol. 1991 ; 42
(2) :321-328

23) Fujisaki H, et al. : Drug Invest. 1991 ; 3 (5) : 328~
332

24) ¥tk 2135 0 G. 1. Research. 1993 ; 1 (5) : 493-496

25) W& P& 0 G. 1. Research. 1993 ;1 (3) : 274-280

26) BENpHERER SV v ME 20145 12H26H&GE.
HEEEREE 2.7.6.1)

27) BEWFSIRIZ 2> © HARSEIEZ24E5E. 19935 102 (6) : 389~
397

28) Morii M, et al. : Biochem. Pharmacol. 1990 ; 39
(4) : 661-667

29) &tk %1F2 @ G. 1. Research. 1993 ;1 (5) : 497-500

30) HUEEER (VSU T v NE D 20144E12H26H KRR HEE
BERHTE 2.6.2.2)
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