&) VIATRIS

20244F2 LT (B0

BF kSR
HRhHAE - 34

s 5 NP5 —)UNagg5mglVTRS]

BAEEERIEES
TO kLR TEEH
INTTI=IVF M) LR
— O mmm "
N5 —)VUNafE10mgl VTRS.
RABEPRAZOLE Na Tablets
5mg 10mg
EARES 30200AM X 00255 22300AMX 00930
R 5 B 48 202046 H 20114£12H

) EE - EMSEONTEIC LT AL

2. B (ROBEICBEELEWVWI L)

2.1 R OBIR LBBHE DB ED & % B

2.2 7THIFFUEMGEMIE, )WY ) VIEREEA S RO RE
[10.1Z:H]

3. #HRE - MR
3.1 8%
584 I NT 5= VNafibmg [VTRS| | 975 — )V NafE10mg VTRS ]

ek HlE X799V =) | Eh HE XTI =)VF

7 A
A B FU® LA 5.0mg N4 10.0mg
D-vv=bh—), BIL~7 AT 74, HERELO—2, L FEF Y
THENELO—A, ANAT—=AH NI A, KEREEE FOFy
o # TV O—A, AFTY) VYT AT A, TFLELE— A,

LU AT—AT Y NVBIAT )V, 7)) 1) VIR A7V, B
F& o, WOET@LE. AvFyoay

3.2 RAIDOMERK

s o
W | B e
i) T I I=F
= ekt
SNTF— ) ‘E’ ‘E’ PR
i s RZ5 | BhE7 40
aztomg i (A = Tty
5.7mm 2.7Tmm 67mg
g, <E€> <::> = et
Na§10mel VTRS RZ 10 Wi 7 4 v &
vevme [ s TR Y,
6.7mm 3.9mm 132mg

4. BEERIIHHR
OFEE. THEBEE. WaNEE. YWRERER. Zollinger-
EllisonfEf&E. VS5 AMBREYERE. ERAET7IAEY V&
SEFICH 1T 3 BEEXIE T2 HEREE OB
OFRICHTFBEAVANT 42— - EOYDKREDHE)
BBE. TREEE. BMALTY 2/ &, $FRMEMm/IMRRD 1%
KR, RHBREICHT 2ARKRAERE. ANVaNsa2— -
EOUVBEER

5. WMEERIIHHRICEET 2FE

(GhaEEIE)

5.1 RHNOFGAERENZ L DRERE BT 5 2 LD HOT, BT
HBWI EERHERDD 2S5+ E (EMALTY v o3&, RIHE
FELZF T 5 NHEEIRER BB A any & — - ¥u)) ok
WO % H< ),

GEU 5 A BEWRIE)

5.2 ¥ 5Rth2A R E B L OB E2 MR L. RO U E AR
B HNRWEEAICIE, BERPS O R AE 2 55 2oy
IHFENOEE G T 52 &,

(BERE7ZE V5B E T 2 BEE I+ =1RE a5 0B RIH)

5.3 g - SEROEIHI O 70 IRHE T A ) v 2 kS L <
WL BEERGHG L L. BSHAICHE L Tk, B U
B DR Z BT A2 &0

(ANYanyg— - g0l OREORHE)

5.4 #ATHIHEMALTY » SEIZR T 2A) a5 — - Eo) Rk
BIEDOHNEIHET LT

5.5 FESSPEIM/ MR A HESEBER IR LTl A o4 Y52 B,
AN TNTF— - ) BREEFRDSEY) &R S LD EBNC O Ak
WIGHEEIT) 2 &,

5.6 FHIEEIN T 2NREREEEDIHIE, Aansy— - ¥
) BRIEEIC £ 2 BRROFHERIHNI RT3 2 B 5 IR LT,

5.7 N)ansy— - vo ) EEERICHVLERIIE. AN ans
F— ) NEtETH L E R UCNEFERAEIZ L DAY oy
F—  ¥n)EEERETHL I EEHRTHI L,

6. AERUVHE

(BiBE. t=EBEE. WAEEEE. Zollinger-EllisonfEZE)
WE. RN T ANT T =) )AL LClE10mgx 1H1A
G325 WRICE D 1E20mex 1 H1EFE$ 595 2 L 28
T&2%, 8. W, Bl WaHmEcldsamEc, 2k
Wi Clk6EM F oL LT 5,

ERERER)
R

WFEEEROBRRICBW L, B, AIETINT T =)
F MY AL L TlEN0meg%x 1 H 1R CO$HRS-3 525, Wkic &)
1E20mgZ 1A 1A %552 2 £ TE S, B, W, 8
MEcokGe4s, $/2, FarrRyFA1ovesy—12ks
EECTHIERN T2 %4, 1A10mg X iE1R20megx 1 2, &5
WCSHEMREI% G52 N TE D, 72721, 11H120mgl H 20a1$%
GUIEEOREGEE2HT 556125,

- HERERR L

TS - FR A A 0 AR G B E R OMEFRRRE IS BTl @
BAIZIE T NT 5 —)vF b )4k LCLall0mg# 1 H Ll
545, $/20 TRV TA U EY =L BIEETHR
AT 43 e W B R OMEFRR IS BV CiE, 1E10mg% 1 H 200
BOEGTLZED0TE D,

GEV 5 AME BEWTIE)

. RAIZIETIRT T —)vF Yy Al LTCLE10mg% 1H 1A
IG5, 2B, #@E, HME cob L35,

(ERE7 AEV 58I BT 2 BB+ =RBEE0BEHIT)
WHE. AR TINT T =V F) Ak LClESmgx1H1AE
RIS 225, RA T3 0% 131E10meg% 1 H R %59
HIEWTE D,

(NJany z2— -0l OBREOHED)

. RAIZIETIRT T —)vF Yy A L TCLE10mg. 7EF
) vAKRIM E LCLE750mg (Sifii) RUS7 5) Au< A vv
& L C1EI200mg (JIMM) O3%] % [AEEZ1H 2007 0 FFRI3 53 %,
B, 77N Au~YA Y F, LEISUTHENET L2 LT
&%, 72721, 1101400mg (Juffi) 1H2M % ERE$ 5,
TUNSRYTA VR EY =, TEXFT D) VKB 7 59 A
U< A Y YO3FFEGIC L DAY anNy 5 — - ) OBRBIREDN
A OB AL, T b B EFRE LT, #@E, BAIIET T
I =NF b)Yy AL LTCLELOmg, 7EF TV YkFE LT
1E750mg (JIffi) KOS A F =%V —)b & L C1H250mg® 3% %
FEFIZ1H2ME, 70 &35 2,



7. BEAERVRAEICEEY 33

(Bi&E. +HEBEE. WALREE. Zollinger-EllisonfEf&REE)

7.1 JIRDEE L WA R O - BAME 0S4 121120mg % 1 H 1[0
B’H5$HIENTE D,

(FRMEBER)

7.2 JIRDE L WA R OFREEE - BAME 0S4 121120mg % 1 H 1[0
B35 EDTED (5 - FME D R0 Al R OHERS
B, Ta bR T A ey — L X BEBECHEAT S A
BB )e T2, TR UEYTA LYY —I2 X BB THER
43 7 BB IR L1IA10mg X 13110 20mg % 1 H 2], & & |2 838 [ 4%
548413, WHEERE CHEREEERNIGRL ChinwZ &%
RSB L, B, AHIA20mgn1 02513, WK T
HIEORBUGE TR L 2 5EICR A, [17.1.128]

8. BEELEANER

(hEEHE)

8.1 ARHIOFG-HIIE, MR IFHERE ISR L. EHINIC A=
WA - AL EIT) S LD EFE L v,

(BigE. T=HBEE. UALEE. JFU 5 AMEREYRIE)

8.2 BEMOMTRERA T ThvO T, MFHEEICIIHV AW &8
ZF L,

(R RE R OMIFEE)

8.3 FIE - FRZ M BTHEERL T MRy TA vy =12k 5
ERCHIRA TG BB LAT) 2k & Ly KR, HEFRLEOL
BLORVEFIATI ZLORWEIHET L &, T AFHIE,
TV 3 — VARRURIBREE O A i M OB A S AL, IR S R
272 ) kT A A IIRE LR EEZEE T A2 L B,
Frgk e A IS ARSI 2 G 5 7 KIS R AT 2
EISEFE Ly

GEU 5 AME BEWRAE)

8.4 ML D iy, RIS ORI HY B L ABNE 2 &
(LB H72 0 2HU L) 2RO ) 25 TH T L, 2B, KHO
B GAYERE AN OEMIE [ O oW AL ERE BIC X A IER %
BEHT 2 2 & B2 DT, WHBIREFIZL) NSO 0EETRY
CERMERT AL,

9. FENHREFI2EE AT IEE

9.1 AHHE - MEEZEDH 2 BE

9.1.1 EYBEBEDCREEDH 3 BH

9.3 FrigeEEaE
JPRSZ BB C PV IRE O35 A3 % o

9.5 111%
TR JATIR L C W 2 WTREVE O & 2 I3 iE#E E O A kb b
P LS EHEB S NDBEICOREGT LI L, BWER (v
b #11400mg/kg. 7 Fi30mg/kg) TREFHEM (9 v Tk
FBIE, 7Y FTHREOMET ., fLHEE) AHESNTwd, $7,
Ty MIINTFV—)F )L (25mg/kg/H). TEF TV
) VKA (400mg/kg/ HULE) KOY7 5y Au~ A (50mg/
kg/HULE) #4380 HP%S L7238 T, M THIREDFEL )
OSSN TWA,

9.6 IR
IR EOB R ORILREOF M E ERE L, EILOME LT
ILEMET 22 &, BIER (59 ) TR 2 &8
MEENRTN5,

9.7 B
NREE R E LBRABIIERL L Tz,
9.8 SiE

HALZHEIRE D RIEH 2SS 5 b LA 3Rt 5 % 7 SEE IS
THI L, AFNTTE LR S NE A, @i TIFHkRe
PET LTV ZENE L BN S 5DNL LN D2,

10. HE{EMA
KEN OB IR HEEEF 7 0 — 4P450 2C19 (CYP2CL9)
T U3A4 (CYP3A4) OSSO 5N T W5, [16.45M1]

T 720 A OB WIMHEIEZ &0 PF SR QWL 2 #5313
EEA1Y 1 e RSN Y S0
10.1 GEREE HALEWVI L)

S %

FRPRAETR - 15187715

B - fabE T

(P20 M) | BT2B2W0d %, D HApHA LA L, Vv
[2.22H] ) R O WITAME T L,
VIIVE B YOl EATT
THIELDH D,
10.2 GrREE BHRICEET S L)

E Sk FRRIEIR - $E5 1 7 B - fabe T
IRy AHFHEH) O MR A A5 5 | AFH o> B 55 W B F S &
AFNTITXRY Y | WD D, ). BEMNpHAS LA L. HFk

F O At S % o
A 7 ad V= | MHFEHOMABREIMET 55 | AFOEBRSWHFIERIIZED
rI4F=T BENDDH B, HMpHA EA- L HTFHH O
IEIT 2 BEND D 5o
KIRALT V3 =7 | RFHAE G A EBIRRA R | B3R TH %o
LV - KERAL~ | IR R G- 1R R £ IR
TRy NGO | T AE b AR A A
i) ZNEN8%. 6%BILT L7z& D
WED D Do
ANMMLFHF—b | AN FLFT— P OMARES
LATL DD L. mHED
AMMLFH— M EESET LY
Hlx. —REICARF OFS %
ETHZL2FETLI L,
1. BMER

1"

7 8 Vg
H(LA75 )
[2.22]

T W F N OMEANEEET S
BENDDH D,

ARH OB R WA X
D HApHA LA L. 74
FENVOBEREPET L, 7%
FFEL DI RIEAE T $ %
BTWDDH b,

YVE YY) VIR

VVE Y v O/ % i

ARHN O W o s BRI &

WOBWEHDH S5 b DT EDHLOT, BEL 452
PR B NG kT B 7 EE ) e LE &

A EXEEIER

N

EAANE L1
T Tk

A 2avyy BEAH). 7F7147F%2— (BERH)
11.1.2 AMMEGHEA GEEEARH) ., \FBWERE (FHEAH). MR

2 (0. 19%Ai) «

pidiiibica =¥ i NN I A

11.1.3 BIERT R CHIEEARI) FFEREREE (0.1~5%A%)  BE (U A)
11.1.4 BEMM% (0.1%KiH)
FEEN UK, DPULIREE, MEoRE (BRE) SN0 b NIcHE
lZiE, eI XS oREr £ L. RAlo%ES 2T 3

Lz,

11.1.5 EEBEE (HEAH)
rhE SR B S RI#E (Toxic Epidermal Necrolysis:TEN). Fz2JE
FEERIEETE (Stevens—JohnsonEMERE) . ZTALKEDH S5 bILS

CENBH B

RBIERE A E PR ORGFEOBY) R NEZTH Lo

11.1.6 2MBEE GEAH). BEHER HEAH)
BEEREMET (BUN, Z L7 F = V%) ([EETHI L,
1.1.7 |F MU LM BHEARH)
11.1.8 HERUGBBE (HEAH)
WiRFE. B, CK RS, MR ORp I 4708 FA 25
& DR RURIED D H oD 2 DD S,

11.1.9 HAEE GHERH)
11.1.10 $BELIRRE CHEEAH)

FAZ, BETE. KRS, DR, AL

PNLZEDRDH 5,
1.2 ZOOEIER
(BiEE. T-BEE. WaHEE. HFHREMEER. Zollinger-
EllisonfEfREE. JEVU S AMBRENRE. BAET7XEY U5
BC BT 3 BiBER I+ BB EEOBRME)

Bl BRSNS 5

0.1~5%Aif 0. 1%l BHEEAH
B BUE Fe95 . SRR HIRIL
g FIIERI A FLMERREIN, | ARMERR A, S ERk
IRk %, Al %, ) Y SERIRAD
JFFIiE AST. ALT. Al-P, eV o Ls
y -GTP. LDH® 5
[ e ME b5 iE




0.1~5%Ai 0.1%Ail BREA
HALE FERL. FHRL BRI | O SRR, o Y S, | EAE MBI B
SN RSP Hh7oh, e, ik | mEERE%

AR, Bk

(collagenous colitis.,
lymphocytic colitis)

TAE, i

FEANRER | S DIV, K5O X, R
S DUBEIBETD | ISR
BT, doboh,
ESTET

ZDfth WavAFa—)b - itk | Y AHE, FE BRE | Hob 5o %, M
BEWG - BUND LA, & | 588G BBE. L VUK, | . A, m7 >
FIFR, I TSHEE N CK® E5- =7 MUE, K~
T MIE,

LA
) FEBUHEE AR E &,
(ANJanyg2— . 0y oREOFHE)
0.1~5% A4 0. 19%Ai
JEBRE . HRE TR
JiiIR3 R A UFRRERYE % . PR BRI, ) v XER
WA ) SRS ISR
1 I EkEE
JiFTied ALT. AST. y-GTP® L4 Al-P. LDH® I-5
TEER G T, M b5

et e THL AR, PR, I, 18
IR, A, R, T
A, B
Hrbiie % | B R
Zofh RGO 15 BRI 7 FR . 75 0D L UG, B,
EHAR, UL EA. FRO LTIV,
JREED bR SRR ShE
) BV T IR IC B B I RT T F P YA, TERY Y
) YAKRHR DY 9 Aa< A 2y O3FNI G- OAKGEREE T ORR R O #E e
BMEE G,
12. BBRBRERRICRITIHE
(ANYanyg a— - ol oREOHEE)
1221 AJanya2— -0l oBREHELDEE
FNT GV F b)Y T LREOTA NSRS T, e EY =T E
X VK. 7o) Au~A Y VEOHIEWE R A o=
T = VORI GHTIEE Tl BCIRRIMAGRER O H EH
BRETEIC 7 D UTREMED S 5 720D, BC-IRFZMAGABRIC X 2 B 2
AT HAIE. TN DK OB T (R4 DI O T YRS
HZENET Ly

14. BRALDZE

14.1 EHIZFEEDER

14.1.1 PTPAEOEHIIPTPY — M2 5W Y L TIRITT 5 X 948
B 5T L, PTPY — FOREAKIC LY L BEOEE A AT A& R A~
AL, FICEZEAA B I L CHERIIRSOEE 2 GIHEL IF5ET %
ZEDVD D,

14.1.2 ARG ESETH Y. RITICH 72> T, ALY, Bz
NEFIZ, DARLETEIEETHI L

15. ZOMOEE

15.1 ERER{ERICE D 154k

15.1.1 AFORHFEGPICEEOE R ) — T 428D L Ot hd b,

15.1.2 MBI A EBOBIENET. 7 by Ry A ey —
2 & BIHRIC B CEAERE 20 ) BeBAET BT, FRAETE . Bk
FIHD) A7 BEINBHE SN TWD, FFI2, EHERCEDHR (1
UL OREEZITEET B0 A7 L 72,

15.1.3 MAMI BT 2 RIS ABEEE 25 R & L2 O BISIE T,
TurrRYTA ey =% HE5 LCBFEIIBWTI/OA M) Y
TLTATAYVIZEDEBEGEO ) A7 MR E ST,

15.2 FEERPRAAER (CE D < 1Bk

15.2.1 7 v MIZ5mg/kghl k& 24 BRI G L - d R BRIC B »
T MECHIZHVF ) A ROFERASNT £ OMEDD Do

15.2.2 B FEEx (7 v MR 525mg/kghl ) CTHURIRE = L O
MY A B X O HEENTVWLOT, [FHIZH-> Tl
PRI BB IR 50

15.2.3 v NIH#ETHAH TV 7TF =) (50mg/kg/H). 7%E
X)) YAKRIY (500mg/kg/ H) K7 5 1) Au< A ¥~ (160mg/

138, HINZ, Bt TV %, B,
R, TR, Bk

kg/H) ZHEHHS L2 C, BB CoOHFEOMME & B Ik
WOFEHFIH OBEEEA RS HN T b,

16. ZFEMEHRE

16.1 IMARE

16.1.1 BE - REHRSE
TR NS F1220mg & M E T SUS AR IAR %G L 72RO BEBRF IS BT L
7B ST A — 5 ORI EFITRTY, [16.2.15H]

ARPRFIRIE OB RE ST A — 5

Cmax tmax AUC
1 e
el (ng/mL) (hr) (ng + hr/mL)
LiONE 437+237 3.6+0.9 937+617
o 453+138 5.3+1.4 901 +544

(Mean=S.D., n=12)
F 72, A 7125mg. 10mg. 20mg# M AT TRERS- L2k (%55
HH) OFYBE T A—FIZUTOLEB) THDHY,
TERE N T2 B 5 A% 5 (5mg. 10mg. 20mg) DI s X735 —
W DY ADIEYTYRE/ ST A — ¥

Conax Tmax AUC oo tiz
% - FBIH
"R 3 (ng/mL) (hr) (ng - hr/mL) (hr)
s EM* 146 =56 3.0 (2.0-4.5) 236=97 1.8+0.9
mg )
PM* 252+55 2.5 (1.5-5.5) 585+137 4.2+0.5
0 EM* 383+83 3.3 (2.0-5.0) 539 %200 1.5%0.4
mg -
PM* 509 +64 2.8 (2.0-4.5) 1230+ 200 3.8+0.3
EM* 654 =348 4.0 (2.5-8.0) 994 =477 2.3+x1.4
20mg -
PM* 822+232 3.3 (3.0-6.0) 2331 +663 3.7%0.3

(Mean=S.D., tmaxlEMedian (Min-Max) ,EM n=16,PM n=8)

MIFAHEER T b 7 10— AP450 2C19 (CYP2C19) #BUFNIL, TRidz TRl L ) 5 s b,
EM (extensive metabolizer) : CYP2C19°1/*1, CYP2C19*1/*2X1£CYP2C19°1/*3
PM (poor metabolizer) : CYP2C19*2/*2. CYP2C19*2/*3XZCYP2C19*3/*3

16.1.2 3ZIBFAKRSE
BHEBRARFICTNT T =T b7 A20mg™, 7EFT D) VAKHY
750mg (JIfili) . e Y7 5 ) Av~ A ¥ 400mg (FIili) % 1 H 2007 H ) (Fr12[E)
FEREOPES L 72D 5 R T 57— )b F b 7 AQIEMBE ST A — 5 (132
ToLBh)THEY,

TR NSS T2 313 2 3R 0F DR G- R DA 5 X7 T — v R ) 7 A

DI ERE/ ST A — 5

Conax tmax AUCo-12 tiz

(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.) (tmacld Py (Fe/Mil — HoRAE) )

SAFACHIEEE T b 7 10— 4P450 2C19 (CYP2C19) HEUMIX, TrRiEMETRIL ) SN D,
EM (extensive metabolizer) : CYP2C19*1/*1. CYP2C19*1/"231ZCYP2C19°1/*3
PM (poor metabolizer) : CYP2C19*2/*2. CYP2C19*2/*3XZCYP2C19*3/*3

) ARFEHE R ORI T, BAICIETI TSy —)bF ~ U4k LClE10mg.
TEF T L) VKR E LCLHT50mg (i) K7 T ) Aux ALy L LTLE
200mg (i) o3# % FEC1H20, 7THM&EORG 35, 2B, 77) 2034
Vid, BB U CHEENET A AT E S, 7275 L, 1H400mg (Jffi) 1H2M
ZERET L] Thb,

16.1.3 E£YFHEFHEER
(F~FF5J—IUNagesmg [VTRS])

N7 — )V Nafebmg [VIRS] &%) T v Fgbmga, 7 0 AF —/N—

By EnENSE (5 RTFV—F b)) Ak LComg) BERAST

Vs AR L AR 19 5 L CIAE 5 X7 5 — )V b ) 7 AR EE A fI5E L.

O NIEWENE/ ST A —F (AUC. Cmax) 122\ TI0%LE HE X I 242 THE

FHRHT 2 AT o 724595, AUCIlog (0.80) ~log (1.25) DN TH - 720

CmaxlZlog (0.80) ~log (1.25) DO#IPHAL T - 7245, FEZLWMED VI ED

#=Hlog (0.90) ~log (1.11) OHPANTH ., 200, IR CHE L2

UL T2 Z e s, WAIOAEYEN RS TERR S iz,

MRS RT T — I N LAOIEYFE T A — 4

HEINT A—F BEINT A—F
AUC: Cmax Tmax Tz
(ng  hr/mL) (ng/mL) (hr) (hr)
7 N7 F ) — L Nafi
+ + + +
5mg [VTRS 124.9+40.9 81.3+31.9 3.2+1.0 1.1%£0.3
s%1) Ly b §ESmg 124.7+39.9 73.5+28.3 3.8%1.3 1.0+0.3

(P + BRHER . n=30)



AR 7 X7 Z =) M) 7 A ORI

801 —e— FNT5— L Nadi 5 mg[ VTRS)
70t o /X1 T v E5mg
2 60F P fE + R 22, n=30
ga 50 -
o 40
£ 30 |
T
& 20
=R

o 1 2 3 4 5 6 8 10
g (hr)
MHE PN ONICAUC, Croad 0078 A — ¥ 1d, WERE O BIR, AR OFRIL
% - BRI BRI & > TR 2 WREMEN D 5,
(SNT5J—IVNag10mg [VTRS])
N7 T — ) NagtlOmg [VIRS] &/8) v bElOmgh . 7 B A 4 —/3N—
HIZL ) ZNENLE (ST S5V —F b)) 74k L Tlomg) EHERAY
TFICHAER RIS L TR S X7 5 — )b~ U 7 LR & E
L. B5NEEWERE/NS X —% (AUC. Cmax) 122 TI0%IEHEX 12
THRRHENT % 47 - 7245 5. log (0.80) ~log (1.25) O#EPANTH Y. WH
DEY R #Iimk*}’éht%

MEEHF T RT T =)~ 7 AOIEYFRE/ ST 2 — ¥

HIEINT A =4 BEINTA—F
AUC: Cinax Thnax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)
7 ~N7F V' — )V Nafi
+ * * *
10mg [VTRS 407.4+161.3 256.5+120.9 3.2+0.8 1.1%£0.5
78 Ty b §EIOmg 408.7+141.2 243.7+75.6 3.2%0.8 0.9%0.2

CFIgfili + #EHER %, n=23)
MFEF T XT T — )+~ 7 A OWREEEHEF
250

200

a —e— 575/ —)LNa$E10mgl VTRS |
f\o T 081 Ty M E10mg
o 150 7 N it 3 ¢ _
— I £ R A, n=23
100 k‘f”
&=
fd
£ 50 I
0 il
4 6 8 10
5 (hr)

MAEPEEEN ONICAUC, Coad22 00785 A — & 1d, #ERE O FRIR, AR OFRIL

IEL - RS O BERSEIC & o TR B TREED D 5o

16.2 RIR

16.2.1 BEOHE
RS F1220mg % Al B U BRI RS L 72, AR5 Tl
TG U tmax?SL TR IE S 5 & & D IS AEAR 2 ASRRD H LT W
AV, [16.1.120]

16.4 X
fEEE A 1-1210mg. 20mg % #2 ¥ L 72 EF o Mg oS L, 32129k
R RIS LV AER L 72T+ =T MR TH - 720 Z DM FFAEH
E#F b7 10— AP450 2C19 (CYP2C19) 2SB5-5 B A F VALRISIZ & D
A L 72 A F ViR, 3A4 (CYP3A4) 2SB5-3 2 Ak U ALRUSIC & ) 4R
B L 72 AV R AEHERS Sz T [10. 28]

16.5 HEttt
TR AT T1220me % #R 9% 5 L 72856y 5142400 F CLILRPIZT RS
T =TI MU T AORERIEHE ST KB TH D0 VR B R
207N arBIsaEIES & O/#29~40%, X )V 7 — VERHL AR
13~19%Hki S 727,

16.7 EYWHEEER
HIE (AT T =) CTHRBEESEF b2 o—24P450 2C19 (CYP2C19)
ADORBFEEIC L WV HEMERAPBRDOSNTWBE Y TENRA TV T 7Y~ (R-
TNT7 7)) W LTINTT V=) b 2agEld 2 n s DK ot
WIS EER G Z VW PG SN TWD, 7B (T TIV =)
THFCHEESR T b 7 10— 4P450 1A2 (CYP1A2) OFEIC L W HAEAEMATE

OHLNTVETH T4 ) VIZFLTHINT TV —)bF )T AgEld i
FECHE ARG 2w EHHE ST B,

17. BRERELER

17.1 A RUORLMICEY 5%

(Bi&E. THEBRE. WaiEs. SRMERER. Zollinger-EllisonfEMRE)

17.1.1 —RERRHBR R EE R IEEHR
B, TR, W R g W A RS & % RIS TH LI 10mg
1320mg % #%-5- U 7z — A FRR BB O " E B LB (351 : 6~ 83 )
DEAETEDOEBY TH ALY,

JSE 373 WS G
Hils 94.0% (189%1/201%1)
(=t =11 hiee 99.4% (159%1/16041)

ST A g% 90.9% (50f1/55%1)
Wy & i 83.3% (1061/12f1)

F 720 HoZ ZARFEDUAIREUME 0 G £ R % xf RAZ 1 H 1E110mg % 24308 8]
5 U 7R (CEEMRIILEGRER) (2 B 2 ARSI IEFT 56381278, 6% (33
Bil/4261) T - 722,
SEHTEROCHEO 7O b By T4 v e ¥y —BEIHPTEE o £
HRBHEEZ G L L7 G3EBEONBFEMEIC L 2HERITEOLBY
Tho72?, [7.28M1]

1IA20mg 11A]10mg 11A120mg
1H1E 1H 28 1H2E
aofk 58.8% 78.4% 77.0%
* (60%1/102f51) (80%1/102f51) (7741/100f41)
. « 65.1% 87.1% 79.5%
grade A LU grade B (5641/86/1) (741/85091) (661/83f1)
. « 25.0% 35.3% 64.7%
grade C RU" grade D (4691/161) (661/1781) (LBi/1780)

D) FXT TV =F b)Y al0mg/Hy 7>V 7TV = V30mg/H, 4277V =)
20mg/ F % SR L1455 5 12 i XS AR Lo T 5
MOy YV A (QA2) 12X 2 EGEE
FEHAEROHBEO 7O Ny Ry T4 e ¥ — BRI o
BRER R E LR 25R 5 O NHSIRANIC X 2 JEFTER (hoflse)
BETHEROLBY THo 722D,

534 a)
1[E10mg 1[E10mg 3%50/1’ (;;EEET
(U=}
LA 1] 1A 2l PAEY
- 44 8% 73.9% 29.1 (18.9, 39.3)
50 4 g+ 3
PSRRI (73/16361) (119/16161) P£<0.001

a) 10mgl H2[a-10mgl H1[El, b) yx*H5E

H2) XTIV = )y Al0mg/H - 20mg/H, 7>V 77V —=V30mg/H, * 2
77V =N20mg/H. TV AT T —)V20mg/ H % SEE LB G IR ER LA
FERRE A IS

GEV 5 AR BEWRIE)

17.1.2 —EERLEEHER
O A E S GE % 5 R ICTH 1A 10mg % % 5- L 72 — 5 5 i Ll
(35 AGRM) 12810 2R EIRDSEETH RN OREEEIL, 2he
1143.6% (44451/101%1) . 55.4% (5661/101%1) T -7z,
EIER L, 10mg#e 501026041260 (11.8%) \ZiEH 5z, EREIER X
BAL3HI (2.9%) K OHEERI 260 (2.0%) THh -7,

(BERE7ZXEY L#5EICE T 3 BEEXIE+1EREEOBEFIMG)

17.1.3 —EERIEBHR
EHET A Y » (1H81mgX13100mg) DEMHAG #LEE L, 2o H il
BT T TIRBEEOMARE Y AT 2 BE 2R L& L TEHERILERBRO
#%. Kaplan-Meieri#: 12 & 0 58 L 7-4%5-248 i 2 0 B 855 U3+ ek
B DR FERIETEDOLEB) Th o720
BRI, 9T 5 —uF b 25E10mgt% 5B TL57BI 1461 (8.9%) .
Smg#% G- #ETL56GIH 7] (4.5%) (258 Btz E 2 FIEH X 10mgtk 5-#
TR OMEE&200 (1.3%). Smg#s 5-HEC FHI3H (1.9%). KFHERESLH2
B (1.3%) Td o725,

1H1[5mg 1H1[10mg xR
(150f1) (15141) (15141)
I 4151 215 3261
e 524314 O PAEF SR 2.8% 1.4% 21.7%
(95915 HEIX ) (1.04, 7.17) (0.35, 5.51) (15.84, 29.27)
FHBIZR 9 BN — NI 0.11 0.05 -
(9595 HEIX ) (0.04, 0.31) (0.01, 0.23)
Pl P<0.001 P<0.001 -

a) Kaplan-Meieri: (2 & 2352, b) Log-rank#isE. ¢) xtiks 7L/ >~ (1H50mgl H3lAl)



100

90
30 -0 1H1[15mg
o 70 —O— 1H1/810mg
60 O R
i
% 50
EY
40
o
20
10
0 . e S 5
0 12 24
At Risk B 5-mGH» S oW ()
1H1[E5mg 150 150 139
1H1[H10mg 151 151 142
pagict 151 151 114

Kaplan-Meieri: |2 & 2 8 {55 3T 23805 O B E 5

S5, BE24BELE, TXT T =) F M) A EE R FeR5238 ke
G L7z%E (REFCRAR76M %S ) . Kaplan-Meier##: 12 & 0 58 L 72 8 i
B3+ R o BRI, 1H1EISmgT3.7% (95%13 HE X H
1.53,8.64), 1H1H10mgT2.2% (95%EFEIXH : 0.72,6.75) THo 7o %
B, G4, MEBET X7 TV =) M) 7 A5ELH1ASmgIZ1H
LAE10mglZ¥) ) B 2 T feARG238 ki 5 L 7277,
(BEBEI+BEEICBI AU N 24— - EOUOREORHE)
17.1.4 EREEFRHR
A anNy y— - va ) o BiEE I SRBEEOBE 2R E L2E
NOERBER (FXTF = F )T A, TEFTD) YKL 5
AUYA Ty OLH2MA7HBFEHRS) 2B 2BEFIITEOLBY) TH b,
BIEHIE, 9 XTS5 —)bF b)) 510mg. 7EF ¥ ) Y KHT750mg (J1
fii). 77V AT~A T »200mg (JIfifi) #5112 &0, 12960414061 (31.0%)
IR b, ERFEIERNIZFHIL6H (12.4%) . %AE1360 (10.1%) TH -7z
F72. 9T T —)VF b)) A10mg. TEF T ) LAKRIT0me (FI1M)
79 AU~ A Y 400mg (D) #5112 &0 123604556 (44.7%) (ZHl
TER SR80 S, EREIERIZTH266 (21.1%). $KHE1361 (10.6%),
R (10.6%) . BERTH (5.7%) T o722,

- ] - PHCES
HIEFH D1l 5w 5% : [N
Bk (=1 e if
S NT o P L
FNT T F 1) 7 410mg 87.7% 83.3% 85.7%

TEF TV LARHT0meg (i) | 20 /H

» 50 A4 Y Y 00mg i) (57f1/6561) | (4561/5461) | (10261/11951)

FRTF =)V F +) 7 510mg
TEF T D) L AKMWTE0mg i) | 2[E/H
790 Au<A Y 400mg (i)

89.7% 87.8% 89.0%
(6145/6881) | (3661/41%1) | (97451/109%1)

LB, W TN any y— - Ea ) BHoE -+ TIRB S
x4 5 R O R R I2B VT, FREOREIESNT VLY,
W) FEH OB G, ROESHMETEROLB) TH Y. BEINOKZHER L
R B,
-—f\*;% V= F b m AL LCIE0mg. TEFY YY) VAP E LCLAE
1000mg (3fif) K07 59 An~4 3>k LClE500mg (Fi) 3#]%1H 20,
7H BRI 5
F72, U bRV TA S = (ST TV=)) TEFI VY U
KK 7 5) 2Au~A 2 v O3FHEGIZL AN ANy sy — - ¥ayo
BBV I TH o 72~ 9Ny ¥ — - ¥ ) ko B il d+
BB OB EZFRE LZENOWKE (XTI uF Mo A, TEX
U YRR A PO =y — Vo1 H2E7H &R OH%S) 2B 5K
HH1X82% (4961/6061) L i T w 5%,

18. EExhEEIE

18.1 fEFAHAF
TR T = T NIEEE I O BRI TR (AT 2 v T
IR 24y, Fa bR YT (H. K-ATPase) OSH#E: % i L TR
MR IS L. BRI A I 2%,

18.2 BEEINFIER

18.2.1 MEHEM AR TIZBUT 20 A MY 2 HEER w2 x Ly 1H 1RI10mgHe 5
1H1EI20mg 5 T & b IHEG WA SFEWRIHER 2R L, %51HH R
OTH H O 58 O/ 2131 H 10 10mg#k 5- T72~76%. 90~96%. 1H1
[20mgft 5-T88~89%. 99% T 5%,

18.2.2 XL IEARIZB T Y 7T VIV A 2 ) v 7 AMPHIEIZ & 5
HEE W H5 2% (n vitro)

18.2.3 1BIEH A Y EEERKICBIFA LAY I 2, RUF AN VR
Gy ENZ T v MIBIF B HEEEEERG I DN e AL X 2 RS BRSOk
L5 7) e BRI A& 7R 4750790

AZXHHNIET Y MIBUT 2 BB WIIHIERoREIL, o 7o ko R
FHEHNE LA, MiA 2 ) 2O BRI RGBS,

18.3 BERpH ES/EA
fEFER AR T2 BT 5 HWpHIZH L. 1H1ESmg#S-. 1H1A10mg# 5. 1
H1BI20mge 5T & b IZEM A LAERZ R L. #55H H 024k 12pH4
PIE R 084131 H 1E5mgHk 5-OEM* T46%. PM*T63%. 1H1[H
10mgf%5- OEM*T58%., PM*T72%. 1H1[E20mg#% 5-OEM* T61%. PM*
TT6%TH 5%,
MTACEEES T b 2 10— 4P450 2C19(CYP2C19) BRI, Fredtz T M L Y & b,

EM (extensive metabolizer) : CYP2C19*1/*1, CYP2C19*1/*2X{ZCYP2C19*1/*3
PM (poor metabolizer) : CYP2C19*2/*2. CYP2C19*2/*31£CYP2C19*3/*3

18.4 H'. K'-ATPasefA=1EA
75 BRI L ) L L 2H K'-ATPaselxh L. sV HEMEH 27535990 (o
Vitro)

18.5 HUEEIER
Ty MRV EERIEE S 5 VI TR ERERL S A N LA,
HKIBMEA P LA, BIFELR, Y ATFT Iy, El-28 ) -V ROT7 A Y
U2 Sx Ly BROHEBME & 2\ I3 BRI S S M A R e

18.6 1EA#EF

ANYany z2— - EOVREOHED
TEXY V) VANWREZ S) 20~ LYy, TEXRY VY VKW RO
A MOy =V EDSFHHEEICB A INTIT S —)LF b o ADE
ENEHHNpHE LA SELZLICED, TEF VD) VKRR 1) A0
<ALV OBHEETEEED LI EIZH D EEZLENLY,

18.7 BRERE

ANYany z2— - E0VREOHED
AFFARI BN ANy ¥ — - C0 ) EEEFVICEWT, HNAER
B2 7EXFY V) VkAME 2 5 20< 1 Y Y O8I0 0% FIL.
FSNT TS F P LEMALIEIZED ., MFNEIED SN,

T Y

19. BRRSCET 2 EIEZHFER
— BRI T 5 =) F 1) 7 4 (Rabeprazole Sodium)
1b2% : Monosodium (RS) -2- ( {[4- (3-methoxypropoxy) -3-methylpyridin-2-
yllmethylf sulfinyl) -17-benzimidazolide
4530+ CisH20N3NaOsS
it 381.42
PEIR © B~ A momRTH 5.
IKIZHD THEITR T, 7 /=) (99.5) IZHEITR TV,
0.01mol/L/KER L F + 1) w7 23T 5o
WG ETH B,
R (1—20) 1dheEMEE R S v,
REED RO HND,
AL
O—CHs

H3G oJ—/

Na

%s\\ N RUBRRILS
N O

20. BRV EDEE
20.1 PTPERII 7V IEEFIER. N7 BRI & GRE LT TR 5 2 &,

22, ‘G

(75 —IuNagiEsmg [VTRS])
1008 [1088 (PTP) x10. SZ##IAY ]

(T —IUNagEi0mg [VTRS])
1008 [10%¢ (PTP) x10. #ZJEHIAD ]
5008 (1068 (PTP) x50, FZMEEHIA D ]
10088 [48, NT. HZJRFIAY ]

23. EEXH

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

2) MHERABEE SR URARSEIRER (%) Ty ME 201412, 267552,
CTD2.7.6.1)

3) SRR ANENEERER 08 Ty ME/Se T Y/ 0T ) ARG/ 7T vy
Fgg/H 7)) » 1 2007.1. 26748, CTD2.7.6.1)

4) APER BRI ESERE (977 V' — W Naebmg [VTRS))

5) HHNEH  ERRER (57T V' — )V Nafibmg [VTRS))

6) FEAER  AEWFRSERE (979 — )V NafEl0mg [VTRS))

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

8) Ishizaki T, et al. : Clin Pharmacol Ther. 1995 ; 58 (2) : 155-164
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