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i) EE - EMSEONTEIC LMY AL

2. B (ROBEICBEELEWVWI L)

2.1 RHOBIR LBBHRE DAL ED & % B

2.2 7THIFFUENMGEMIE, )V L) VIEREEA S RO RE
[10.1Z:H]

3. #ERE - MR
3.1 A%
5844 I NT 5= VNafitbmg [VTRS| | X7 5 — )V NafE10mg[ VTRS

ek HE X799V =) | Eh HRE XTI —=VF

7 A
A5 FU® LA 5.0mg N4 10.0mg
D-vv=bh—), BIbL~7 AT 7o, HERELo—2, L FaFy
THENELT—A, ANVAT—AH NI A, KEREEE FOFy
wom # TNV O—A, AFTY VYT AT A, TFLELE— A,

LU AT— AT Y VBIAT )V, 7)) 1) VIR A7V, B
Fo v, WOETELE. AvFyoay

3.2 RAIDOMERK

A Ein]
Wikt HHIE el \‘ .
R ] ) - F
GRS G =) = iﬁ*ﬁﬁ
Na$it5mg [VTRS v — RZ 5 Wi 7 1 ;yA
L e & SR Y.
5.7mm 2.7mm 67mg
TNT T @ Q @ 15*#15
Na$£10mgl VTRS ] RZ 10 riE 7 4L 4
EfE 7 ik =74 v T
6.7mm 3.9mm 132mg

4. HEERIIHHR

OFEE. THEBEE. WaMEE. YWRERER. Zollinger-
EllisonfEf&#. VS5 AMBREYERE. ERAE7IAEY V&
SIS 1T 5 BEEXIE T2 HEREE OB

OFRICHTFBEAYANT 42— - EOYDKREDHE)
BBE. TREEE. BMALTY 2/ &, $FREMEMm/IMRRD 1%
®iR. RHBREICHT 2ARKRAERE. AVaNsa2—
EOUVBREER

5. WEERIIHHRICEET 2FE

(GhaEEIE)

5.1 RHN O AR L DRERE BT 5 2 L AHLHOT, BT
HWI EERHERDD 2S5 THZE (EMALTY v 3@, BIHE
FECRT A NEBEEREE ICB T AN any vy — - Yoy ok
WORB % H< ),

GEU 5 AMB BEWTRIE)

5.2 ¥e5-th2AhE B s L OB E2 MR L. RO U E AR
B HNR WA, B DSORRAE 2 55 720 hoEy)
IHFENOEE R T 52 &,

(BERE7ZE V5B H T 2 BiEE I+ =1RE a5 0B RIH)

5.3 lifg - SER ORI O/ IRHE T A ¥ v 2 fkF S L <
WHBEREGARE L. HERAICE L Cid. Bl Ui+
BB OPEEZ R T A2 &0

AYanyg— - g0l oOREOHE)

5.4 HATHIEMALTY Y NIRRT 2 A) anNy & — - Eo) KR
EIROHNEIHET L T,

5.5 FEFEVEM/NORAEEEBIRICR LTl A R T4 52 ZHL,
AN TNy — - ¥ ) BREIAHDEY) &I S B IERNIC O AR
RiGHEIT) 2 &,

5.6 FHIEWIT S 2NRBEHRREFDINIE, AVanyy— - ¥
0 BRRAEC & B BREOFEREFIHN T 2 BRI L T,

5.7 AN anyy— - Cu)ERERICHCLEIZIE, AN any
y— - ¥u)BHETH LT LR OANRGEREICE DAY 3Ny
y— CO)EREERTHDL L EMERTH I L,

6. AERUVHE

(BiBE. T=EBEE. WALREE. Zollinger-EllisonfEZE)
WE. BANCIETRNT T =) )AL LClE10mgx 1 H1A
G- 255, JIRIC & ) 1E20mg% 1 H LR %53 5 2 LA
T&2%, B, W, Bl WadmEcdsamEc, 2k
Wil Cli6EM F CoFxb LT 5,

ERERER)
R

WFEEEROBRRICBW L, #HE. AIETINT TS =)
FhY AL LTlEN0megx 1 H 1R CHRS-3 525, wikic &0
1E20mgZ 1 B 1A %552 2 £ TE b, B, W, 8
MEcokGeds, I/, Far Ry 71y —i12ks
EETHIERN T2 %4, 1A10mg X iE1R20megx 1 2, &5
WCSHEMRE %G5 2N TE D, 72721, 11H120mgl H 20a$%
GUIEEOREGEE2 AT 55612 R5,
- HERERR L

TS - FR A A 0 AR G B E R OMEFRFRE IS B VT, #H
BAIZIE T NT 5 —)vF b )4k LCLal10mg# 1 H Ll
545, $/20 TRV TA U EY =L BIEETHR
ANT53 e W B R OMEFRRIEIC B CiE, 1E10mg#% 1 H 200
BOHEG$TLZEDTE D,

GEV 5 AME BEWTIE)

. RAIZIETRT T —)vF Yy A s LCLE10mg% 1H 1A
RIS 5, 2B, #@E, 4HEFE o5 L35,

(ERE7 AEV U5 S (T 2 BB I+ =RBEEOBEHIF)
WHE. AR TINT T =V F) Ak LClESmgx1H1AE
RIS 225, RA T 50861310 10meg% 1 H R %S9
HIEWTE D,

(ANYanyzZ— -0l OBREOHED)

. RAIZIEIRT T —)vF by AL L TLE10mg. 7EF
) vKRIM E LCLE750mg (Sfii) RUS7 5 Auw A vv
& L C1mI200mg (JIMM) O3%] % [AEEZ1H 2007 0 FFR3%5-3 %,
B, 77N AaNYA T F, LEIDSUTHENET L2 LT
&5, 72721, 1101400mg (Juffi) 1H2[ % ERE$ 5,
TUNSRITA Y CEY =, TEXFT D) VKHIB 7 59 A
O~ A2 yO3FFEGICL DAY anNy 5 — - ) OBRBIGEED
A OB AL, TIUb B EFRE LT, #@E, BAIIET T
I —=NF b)Yy AL LTCLELOmg, 7EF TV Yk E LT
1E1750mg (FIfifi) FeOSA =% —)b & L C1E250mg D37 %
FEFIZ1H 2, 7H MR35 2,



7. BEAERUVRAEICEEY 3 FE

(BiBE. +=HEBEE. WALREE. Zollinger-EllisonfE&EE)

7.1 JIRDE L WA R O - BAME 0S4 1211120mg % 1H 1A
B’H5$HIENTE D,

(FREBER)

7.2 JIRDE L WA R O - BATEO %4 121M120mg % 1 H 1[0
B35 EDTED (5 - FME D R i Al R OHERS
B, Ta bR T A e Y — LK BEBECTHEAT S A
BB )e T2, TR UEYTA LYY —I2 X BIEHETHER
43 7 BB IR L1IA10mg X 13110 20mg % 1 H 2], & & |2 858 [ 4%
54413, WHEERE CHEREEERNIGRL Chiknl &%
RS HT L, B, AHIE20mgn1 02513, W T
HEORBUGEL TR L 2 HEICR A, [17.1.128]

8. BEELAEANER

(hEEHE)

8.1 AHIOFG-HIIE, MR FHERE ISR L. EHINC I a=
A - AL EIT) S LDV EFE L v,

(BigE. T=HBEE. UALEE. U5 AMEREYRIE)

8.2 BEMOMPREATThVvOT, MFHEEICIIHV W &8
ZF L,

(R RE R OMIFEE)

8.3 FIE - FRZMBTHEERL T MRy TA vy =124 5
ERCHIRA TG 2 BZ I LAT) 2k & Ly KR, HFRLEOL
TLORVEFIATI) ZLORWEIHET L &, T AFHIE,
T 3 — VARRURIBREE O A i M O U s A S AL, IR DS R
272 ) kT A A IIRE R EE T A2 b B,
Frg ik e A IS ARSI 2 G 5 7 K R AT 2
EISEFE Ly

GEUV 5 AME BEWRAE)

8.4 M L D iy, BSOS ERDHY R LABNE 2 &
(LAM 72028 L) 2RO ) 2#HGT 5T L. B, KHD
P50 . NS OB EIES K Mo LR B & A ER T
BEiiT 2 2 & B 20T, WHBREFIZL) NSO 0EETRY
CERMERT AL,

9. FENHREHI2ERE AT IEE

9.1 AHHE - MEEZEDH 28E

9.1.1 EYBEBEDCREEDH 3 BH

9.3 FrigeEEaE
JPRSZ BB P VERE O3 553 % o

9.5 111%
TR JATIR L C W 2 W REVE D & 2 PRI I3 iE#E E O A kb b
P LS EHE S NDBEICOREGT LI L, BWER (v
b #11400mg/kg. 7 Fi30mg/kg) TREHEM (9 v Tk
FEBIE, 7Y FTHREOET ., fLHEE) 2GS N Tnd, 70,
Ty MIINTFTV—)F ~) L (25mg/kg/H). TEF TV
) VKA (400mg/kg/ HULE) KOY7 59y Au~A ¥ (50mg/
kg/HULE) #4380 H%S L 723B T, M THRIIREEDFEAL DS
HHSNTWVW A,

9.6 IR
B EOB R ORILREOF M E ERE L, IO L
LEBET 22 &, BIER (59 ) TR 2 &8
MEENRTVD,

9.7 IRE
NREE R E LRBRABIIE/L L Tz,
9.8 EiE

HALEHERFEORIEH A S & b N 7B SRS 5 2 SEE IS
T5Z o AFNIEEL LUFIRTRF SN2, s TIFiae
PERTLTW2EZEHNEL, BRI D 5D d 2 b b,

10. HEEMA
KEN OB IR BEEEF 7 0 — 4P450 2C19 (CYP2CL9)
T U3A4 (CYP3A4) OS2 SN T W5, [16.45M]]

T 720 A OB T WIMHEIERZ &0 PF SR QWL 2 #5313
EEA1Y 1 e RN Y S W0
10.1 SEREE HALEWVI L)

S %

FRPRAEIR - 1518715

BT - fabE 1

7 8 VR
H(LA75 )
[2.22]

T WV OMEAEEET 5
BENDDH D,

ARH OB BRI X
D HHApHA LA L. 74 %
FENVOBEREPET L, 7%
FFEL DI REAE T $ %
BEhDdH b,

JVE YY) VIR

VVE Y v O MR %

ARHN O W o s BE IS &

AFNTITXT Y

(a7 M) | BT2B2W0H %, . HApHA LA L, Vv
[2.251] YY) VR OWILHME T L.
VIV EY) YOI
FTHIEDDH D,
10.2 BEAEE (BFRISEET S &)
ES P FRRIEIR - H5 1 7 B - fabR T
TvIFT v ATFIEH O MRS ERS 2 | AR 0 B 8R4 W FHE IS &

ZENH D,

). HWpHA LA L. HHFH
OIS 5 o

4 T3 =
TIA4F=T

MFEH O M AP RREDPILT 3 2
BEhNH 5,

ES Ik Zigre TG INP U
BHWpHAS LA L. HFHEH O
AT 2 BZ NN D S,

KEEALT VI =
L - KERIE~
Ve PN Y1)
il sl

R B - 2 LA 1) ]
TR ol Al ) 45 5 1 I 5 i P
T3 LHE i L AR T A A
ZNTN8%. 6% T LAzLD
Wi hid % o

BRI TH %o

AR RLESF— R | AR L ES— b O A
AT E Db BHED
A bR bR LT 58
Gl —BEIICRA OB %
by 2L EBIET L,
1. BEIfER

ROEWEH D b b Z LD BHDT, BlgEE 1412
AR O N7 A 3BT 2 ks 5 7% S 2 s &
1.1 EXLEER

=

EAANE L1
TH Tk

=

A 2avy BEAH). 7F7147F%2— BHERH)
11.1.2 AMMEGHEA GHEEAH) ., |FBWERE (FEAW). MR

2 (0. 19%Ai) «

BRI A

11.1.3 BIERT K CHEEARI) FFEREREE (0.1~5%%)  BE (U A)
11.1.4 BEMM% (0.1%Ki)
FEEN UK, DPULIREE, MEoRE (8RS SN0 LN E
WZiE, e IC XS oRE T £ L. KAl 2T 5

P YN

11.1.5 EEBEE (HEAH)
rhE SR B BB RI#E (Toxic Epidermal Necrolysis:TEN). FzJE
FEERIEETE (Stevens—JohnsonEMER) . ZTALKENH SIS

CENBH B

BB RE A E R ORGEFEOBY) 2 NEETH Lo

11.1.6 2MBEE FEAN). BEHER HEAH)
EEgREMET (BUN, Z L7 F = V%) ([EETHI L,
1.1.7 |F MU LME BHEEAH)
11.1.8 HERUEGBMBE (HLAH)

FiRFE. BIE, CK S, MR ORp I 470 FA %25
& DR RURIED D H oD 2 DD S,

11.1.9 HAEE GHER)
11.1.10 $BELIRRE CHEEAHT)

FAR, WETH. KRS, DR, AL

PNLZEDRDH 5,
1.2 ZOOEIER
(BiEE. T BEE. WaHEE. HFHRMEER. Zollinger-

EllisonfEfREE. JEVUS AMBRENRE. BAET7XEY U5

BFC BT 3 BiBER I+ BB EEOBRmE)

Bl BRSNS 5

0.1~5%Aif 0. 1%l BB
HEBUE B SRR L
g FIIERI A FLIERRN, | ARMER A A ERk
IRk %, Al %, ) Y SERIRAD
JFFTiE AST. ALT. Al-P, HBEY Vo Ls
y -GTP. LDH® 5
TGB ME b5 iE




0.1~5%Ai 0.1%Ail BREA
HiLE FERL. FHR BRI | O SRR, 2 Y S, | E AL MBI B
SN RSP Hh7oh, e, ik | mE A%

AR, Bl

(collagenous colitis.
lymphocytic colitis)

FAE, i

RS | S DIV, K5O X, R
S DUBEIBETD | ISR
BT, Oodoh,
ESTET

ZDfth WAL AFa—)b - it | Y AE, FE BRE | Hob 5o %, M
BEWG - BUNO LA, & | 588G BEBE. L OVUE, | . A, m7 >
FIPR, I TSHEE N CK® 15 =7 MUE, K~
oy AdE. ot

L3
) FEBURREE AL &,
(AJanyg— . 0y oREOFHE)
0.1~5%A:4ii 0. 19%Ai
JEBRE . HRE TR
IR 3 R A UFRRERYE % . P BRI, ) v/ XER
Wy ) SRS VISR
1 I ERsE
JiFTiee ALT. AST. y-GTP® L& Al-P. LDH® I-5-
TEER G B, M 57

ik T BAE, PREEE. . T
Wi, A, R, T
A, B
Hrtbiie % | B BEW
Zoft RGO 5 BRI 7 FR . 75 0 L DU, B,
EAR, BT EA. FROLUTIUE,
JREED b5 SREERE . ShE
) BV AT IR IC B B I RT T F P Y AL TERY Y
V) YAKRHMR DY 9 Aa< A 2y O3FNE G- OAKGEREE T ORRRB L O #E e
BMEE G,
12. BBRBRERRICRIETIITEZE
(ANYanyg a— - ol oREOHEE)
1221 AJanya2— -0l oBREHELDEE
FNT TSV F b)Y LREOTA NSRS T, e EY =T E
XY VKHW., 79 Au~A Y VEOHIEWE R A o=
57 = VORI R G T E % TlE, BC-IREMA AR D H E D
BRETEIC 72 D TREMED S 5 720, BC-IRFZMAGABRIC X 2 B2
AT HAEIE. TN OFEX OB LGHET (R4 DIE O T YRS
HZENET Ly

14. BALDZEE

14.1 EHIZFEDER

14.1.1 PTPREOEHIIPTPY — M5 WY L TIRITT 5 X 998
B 5T L, PTPY — FOBEAKIC L Y . BV AFHRAT B E R A~
AL, FICEZEAA B I L CHERIIRSOEE 2 GIHEX IF5ET %
ZEDVD D,

14.1.2 ARG ESETH . RTICH 72> T, ALY, Bz
NEFIZ, ODARLETEIEETHI L

15. ZOMDEE

15.1 ERER{ERICE D 15k

15.1.1 AFORYFEGHICEEOE R — T 42807 L Ot hd 5,

15.1.2 MBI A EBOBIEMET. 7 by Ry A ey —
2 & BIHRIC B CEAMERE R ) BeBAET BT, FRAETEIT. Bk
FIHD) A7 BEINBHE SN TWD, FFI2, EHERCEDHR (1
UL OREEZITZEET B0 A7 L 72,

15.1.3 MAMI BT 2 BICABEEE 2R & L 72O BISIZE T,
Tu R TA ey =2 HE5 LBFEIIBWTI/OA M) Y
TLTATAYIVIZEDEBEGEO ) A7 BEMAHRE ST,

15.2 FEERPRAAER (CE D < B3R

15.2.1 7 v MIZ5mg/kghh k& 24 RIS L 2R BRIC B »
T MECHIZHVF ) A ROFEDRASNT: &£ OMEDD Do

15.2.2 B FEEx (7 v MO 525mg/kghl ) CTHURIRE = L O
MY A B X > O HEENTWLOT, [FHIZH-> Tl
PRI RE 1T E S 50

15.2.3 v NI THBH TV 7TF =) (50mg/kg/H). 7%E
X)) KR (500mg/kg/ H) K7 5 1) Au< A ¥~ (160mg/

138, N %, B0t TV %, B,
R, TR, Bk

kg/H) #HEHHS L2 C, BB CcoOHEOMME & LIk
WOFEHFIH OBEEEA RS HN T b,

16. EMBNRE

16.1 MepigkE

16.1.1 BE - RIE®RS

FERER A T1220mg % Al A T S BRI S: L 72 mIc s L
ToHEMENEE N T A — & O E RITRTY, [16.2.15H]

AR RFIRE OB L 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
HE) OEWEPHE/ ST A —F IZLUTDEBY) TH DY,
TR T2 B 5 A% 5 (5mg. 10mg. 20mg) DI s N75 ) —
VDY KDY TYRE/ ST A — ¥

Conax Tmax AUC oo tiz
%t FBIA
"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)

PR T b 7 10— AP450 2C19 (CYP2C19) #BURNIL, TRidzFR 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 ) VKHY
750mg (JIfili) . e U087 5 ) Av~ A ¥ »400mg (FIili) % 1 H 20017 H [ (Fr12[E)
R G- L 7D T R_T 57—V F 8 ) 7 AOSEYFRE/ ST A — 5 (13D
ToLB)THDLY,

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

DI ERE/ ST A — 5

Chnax tmax AUCo12 ti2

(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.) (tmacldHFYLfii (/M — HRAE) )

SAFACHIEESE T b 7 10— 4P450 2C19 (CYP2C19) HEMIL, TrRiEMETRE L ) SN D,
EM (extensive metabolizer) : CYP2C19*1/*1. CYP2C19°1/"231ZCYP2C19°1/*3
PM (poor metabolizer) : CYP2C19*2/*2. CYP2C19*2/*3Xi1ZCYP2C19*3/*3

) RFEMER R Tl RAIIE T XTI =) b v Ak LTlillomg.
TEF T L) VKR E LCLET50mg (i) K7 T ) Aux ALy & LTLAE
200mg (Jfifi) 3% % [EEC1H200, 7HERE%S3 5, B, 77) A0 (Y
Vid, BB U CHEENET A EATE S, 7275 L, 1E400mg (i) 1H2M
ZERET L] Thb,

16.1.3 £YFHEFHEHER
(F~FF5 YV —IUNagesmg [VTRS])

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

2k ) EnEN1EE (SARXTFV—F Y ak LThmg) fEER AT T

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

O NIEWENE/ ST A —F (AUC. Cmax) 12D\ TI0%ME X I 242 THE

FHRHT 2 4T o 724595, AUCIlog (0.80) ~log (1.25) DEPFHHATH - 720

CmaxiZlog (0.80) ~log (1.25) DO#HIPHAL T - 7245, FELWMED VI ED

#Hlog (0.90) ~log (1.11) OHPHNTH . 200, HFILRAECHEILZEE)

AL CTW2 2 e s, WAIOAYEN RS HERR S iz,

MRS T =T 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) Iy b §ESmg 124.7+39.9 73.5+28.3 3.8%1.3 1.0+0.3

(P + BRHE(R . n=30)



MR 7 RT 77—V 8 ) 7 L ORI
80
70+

—e— 575" —)LNabi 5 mgl VTRS
o-/¥) Ly ME5mg

FI9ME + R, n=30

01 2 3 4 5 6 8 10
g (hr)
ML ONIZAUC, Cond5 D/8F A — 1%, BRBRH O, AR ORI
[B% - BRSO RERSM IS X > TRZ DML D 5,
(SNTFJ—IVNagE10mg [VTRS])
N7 T — ) NagtlOmg [VIRS] &/3) v b§ElOmgh . 7 B A% — /83—
HBICE ) ZENRENE (SRTTV—)bF M) ak LTl0mg) R ALY
FAHE AR HL R 4% 5 L Tl 5 X7 5 — )b 8 ) 7 AREE &l E
L. 5N WEEE/ T A — % (AUC. Cma) 122V TI0%MEHEX 512
THERHENT 2 1T - 7245 %, log (0.80) ~log (1.25) OHEFAHNTH V. HWiHl
DAy [ #Iiﬁ)ﬁk*}’éﬂf:%

MEEHF T RT T =) ) 7 AOIEYFIRE/ ST 2 — ¥

HIEINT A =4 BEINTA—F
AUC: Crnax Thnax Tz
(ng * hr/mL) (ng/mL) (hr) (hr)
7 ~N7'F V= )V Nafi
+ * * *
10mg [VTRS. 407.4+161.3 256.5+120.9 3.2+0.8 1.1%£0.5
781 Ly b §EIOmg 408.7+141.2 243.7+75.6 3.2%0.8 0.9%0.2

CFIfili + #E8E(R 72, n=23)
MFEF T RT T — v+~ 7 A OWEFEHEF
250

200

a —e— 575" — L Naftl0mgl VTRS
f\o T 081 Ty M E10mg
S 150 7 L it 3 ¢ _
= FIfE + R S, n=23
i
100 \’».”
&
£ 50 I
0 il
4 6 8 10
5 (hr)

MAEPEEEN ONICAUC, Coad22 00785 A — & 1d, #ERE OFRIR, A OFRIL

IEL - RIS OSBRSS X > TR D TRENED D 5o

16.2 TRIR

16.2.1 BEOHE
MR AN T-1220mg % A A F S B ISR IR 5 L 72, AT S Tl
TG U tmax?SL L TRFBIE S 5 & & D IS AEAR ZEASRRD H LT W
5V, [16.1.120]

16.4 X
fEEE A T-1210mg. 20mg % #2135 L 72 EE o Mg oS3 L, 32129k
RIS L VAR L7z F =T MR TH - 720 Z DM FFAEH
E#F b7 10— AP450 2C19 (CYP2C19) AS5-5 B A F VALRISIZ & 1
Ak L7zl A FOvdk, 3A4 (CYP3A4) 2SH5-§ 2 A vk VERUSIC & ) R
B L 72 AV R SRR ST [10. 28]

16.5 HEttt
TR AT T2 20me % #R 9% 5 L 7285y 514240 F CLIRPIZT RS
T =) )Y AORERIIRIB ST, REWTH D H VR R
#0770y BIsa I ES & O/29~40%, X )V 7 — VERHL AR
S13~19%FHEil S 727

16.7 EYHEEER
I (AT T =) CTHRBIESEF b2 o—24P450 2C19 (CYP2C19)
AORBFEEIC L WV HEMERAPBEDOSNTWBE Y TENRA TV T 7Y~ (R-
TNT 7Y ) K LTIRT T —)bF MU agEE I NS DK O
BB LG22V EPHE SN TwL, FRHEGG Y TIV—))
TGRSR T 7 0 — AP450 1A2 <CYP1A2> DFEI L) HEAE AR

OHLNTVETH T4 ) IZFLTHINT TV —)bF ) o eI
FECHE A 2w EHE ST B,

17. BRPRRHR

17.1 A3 RURLMICEY 5 H5%

(Bi&E. THEBRE. Waihias. SRMERER. Zollinger-EllisonfERE)

17.1.1 —RERRHBR R EERILEHR
B, T IR W EE g W A RS & % RIS TH LI 10mg
1320mg % #%5- U 7z — A BRI O " E B LB (3531 : 6~ 83 )
DEAMETEOEBY TH ALY,

JIE S35 BRI

B i 94.0% (18911/20111)
(gt )% ¢ 99.4% (1591%1/1606%1)
S EIE 5 90.9% (50f1/55%1)
VRessigie 83.3% (10f1/1241)

F 720 HoZ ZARFEDUAIREUME O G £ 8 R % xf 21 H 1E110mg % 24308 6]
5 U 7R (CEEMRIILEGRER) (2 B 2 NS IEFT 56 381278.6% (33
Bl/4261) T 722,

WEHEHEROCHED 7O b Ry 7L v e © 5y — BB o @i vk &
HEHRBHEZ G & L 7G58 M%ONBEMAEIC & 5 mJéT X TERDOLEBY
Th-o72?, [7.2881]

1IA20mg 11A/10mg 11A]20mg
1H1E 1H 2 1H2m
Lofk 58.8% 78.4% 77.0%
* (60%1/102f51) (80%1/102f51) (7741/100f51)
. X 65.1% 87.1% 79.5%
grade A LU grade B (5641/86/1) (741/85091) (66:1/83f1)
. ® 25.0% 35.3% 64.7%
grade C RU" grade D (481/16(1) (661/1781) (LB/178)

D) IRT IV —=LF MYy al0mg/H, 7YV T TV —N30mg/H. A A 75—
20mg/ H % S [ LA E P G- 0212 RGOS MERR R P 2 FE 38
MOy YV A (QA2) 12X 2 EEE
SEEHEROCHEDO O N YRy T v e ¥y — BRI o i A
WRERRE L HEFHEES2B 5 OB X 2 IER5E (hJuklE)
BTHEOLB) THo729,

e a)
1[A10mg 1[E10mg 3%50/1’ (;;EEET
(U=}
LA 1] 1H2l PAEY
o 44 8% 73.9% 29.1 (18.9, 39.3)
50 4 43
PSRRI (73/16361) (119/16161) P£<0.001

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

H2) XTIV = F) 7 A10mg/H - 20mg/H, 7>V 77V —=L30mg/H, * 2
75— N20mg/H. TV AT 5 —)b20mg/ H % 8T M LI 4% 5 5l R A
FRERLETRICFS

GEV 5 AME BEWRIE)

17.1.2 —EERILEHER
O A E S GE % 5 R ICTH LA 1I0mg % % 5- L 72 B 5 i L ical b
(35 - 4RM) 12810 2R EIRDSEETH RN OREEIL, 2he
1143.6% (44451/10161) . 55.4% (5661/101%1) T -7,
EIER L, 10mg#e 501026041260 (11.8%) 1ZREH 5. EREIER X
BAR3HI (2.9%) K OWEERI 260 (2.0%) THh -7,

(BERE7ZXEY L #5132 BEEXIE+1EREEOBHIMG)

17.1.3 —EEHREBHAR
EHET AEY » (1H81mgX13100mg) DEMHAG #LEE L. 2ol
%%Xu’l:?‘éﬁ%?ﬁﬁd)ﬂ%ﬁﬁ%’ﬁ*f% BELANG L L ZEERILERARO
#i%. Kaplan-Meieri#: 12 & 0 #fE5E L 7-4%5-2408 i 2 0 B 55 &+ bk
55 D BRIETT5E KtiTﬁ@uo D Thotze
AR, 9T T = F 8 A5E10mek - B CL57TRIR 1461 (8.9%) .
Smg#% G- #ETLo6HIH 7R (4.5%) 1258 B vz, E 2 EIEH 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
(150f%1) (15141) (15141)
I 4151 215 3261
e 52430 1% O PAEF SR 2.8% 1.4% 21.7%
(95915 HEIX ) (1.04, 7.17) (0.35, 5.51) (15.84, 29.27)
FHBIZR 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., ¢) xtik7 7L/ >~ (1E50mgl H3lal)



100

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

Kaplan-Meieri: |2 & % 8 155 Ad T 23805 O B E 5

S5, BE24BELE, TXT T =) F M) A E R FeR520E ke
G L7z%E (RFFCRAR76M %S ) . Kaplan-Meier#: 12 & 1) 58 L 72 8 i
B3+ R o BREHE I ERIZ. 1H1EISmgT3.7% (95%13 HE[X H
1.53,8.64), 1H1[H10mgT2.2% (95%EFEIXH : 0.72,6.75) THo 7o %
B, BG4I, FIEEIE T AT T = M) A5E1H1RISmg X IZ1H
LAE10mgl2¥) ) B 2 T feARG23 ke 5 L 7277,
(BEBEI+ B EEICBI AU N 24— - EOUORBREORHE)
17.1.4 EREEFRZAR
ANYANTF— ) B0 B A IR OB R AN R L Lz E
NOERBER (FXTF = F b)) T A, TEFT D) YKL 5
AUYA T OLH2MAT7THBFEHRS) 2B 2BEFIITEROLB) TH L,
BIEHIE, 9 XTS5 —)bF b)) w7 510mg. 7EF ¥ ) Y KH750mg (J1
fii). 77V AT~ A T »200mg (JIfifi) #5112 &0, 12960414061 (31.0%)
IR b, ERFEIERNIZFHIL6H (12.4%) . %1360 (10.1%) TH -7z
F72. 9T T —)VF b7 A10mg. T EF T ) LAKRIT50mg (JI1H)
79 AU~ A Y 400mg (D) #5112 &0 123604556 (44.7%) (ZH]
TER SR80 S, EREIERIZTH266 (21.1%). $KHE1361 (10.6%).
RS (10.6%). FERTH (5.7%) T o722,

- ] - PHCES
HIEFH D1l G- 5% : TN
Bk (=1 e if
S NT oL
FNTSFY F M7 A10mg 87.7% 83.3% 85.7%

TEF TV LARHTS0meg (i) | 20/ H

Yy 5 A< A Y Y 200mg i) (57f1/6561) | (4561/5461) | (10261/11951)

FRTF = )F M) 7 A10mg
TEF T D) L AKMWTE0mg i) | 2[E/H
799 Au<A Y 400mg (i)

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

LB, WV TIT b)) Ny y— - Ea) B0 E -+ TIRBEEIc
x4 B BRH O R 128 W Th, FREOREIESNT VLY,
W) FEA OB G, ROESHMETEROL B THY . BEINOKZHER L
R Do
ai$7°%~/>w— Ry A E LCLEZ20mg, 7EF S LY LAMWE LTLE
1000mg (ifif)) K027 59 An~4 3>k LClES00mg (Jf) H3#%1H 20,
7H BRI 5
F72, U RYTA R ES = (ST TV=)), TEFIVY U
KK 7 5) 20~ A > Y O3FHEGIZL AN anNs sy — - ¥ayo
BBV TH o 7oA 2Ny ¥ — - ¥ ) ko B i d+ i
BB OBEEEZ IR E LZENOWKE (9XTF = uF M)A, TEX
U YRR A Pa =y — Vo1 H2E7HE&ZOHES) BT 5K
HIH1X82% (4961/6061) L i &Tw 5%,

18. EExhEEIE

18.1 fEFAHRF
TR T = F T NEEET I O BRI TR (AT 2 v T
INER) IR, Ta bk ARy T (H. K-ATPase) DOSHEE# 56 L Tl
UL E L. B Py 5%,

18.2 BERIEER

18.2.1 MEEM AR FIZBUT 20 A b Y 2 HEER 5w R Ly 1H 1RI10mgHe 5
1H1A20mg#k 5-T & b IZHRGWH 2 S HFMRMFEIERE 2R L, %510 H %
OTH H O 58 O/ #3131 H 1A 10me#k 5- T72~76%. 90~96%. 1H1
[120mgft 5-T88~89%. 99% T 5%,

18.2.2 X IEARIZB T ALY TF VIV A 2 ) v 7 AMPHIELZ & 5
HEE W #1525 (n vitro)

18.2.3 BIUEH A Y EHEERKICBIFA LAY I 2, XUy H AN VM EER
Gy SENZ T v MCBUF B HEEEE RGN DN e A S X 2 RIS BRSOk
L5 7) e B A& 7R 4750790

A ZXHHNIET Y MIBUT 2 BB WIIHIER o EEIL, o 7o kv Ry
TREANCHE LE L, M2 Y YO ERIEA DB,

18.3 BERpH ES1ERA
TR AR 12 BT 5 EWpHIZH L. TH1ESmgHS-. 1H1A10mg# 5. 1
H1[BI20mge 5T & b IZEM A LA Z R L. #55H H 024k 12pH4
PUE RS 084131 H 1E5mgHk 5-OEM* T46%. PM*T63%. 1H 1A
10mgf% 5 OEM*T58%., PM*T72%. 1H1[E20mg#% 5-OEM* T61%. PM*
TT6%TH 5%,
SRS T b 2 10— 4P450 2C19(CYP2C19) BRI, FredtZ T M X 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
7y BRI L ) B 2H K'-ATPaselxh L. sV HEMEH 253599 (o
Vitro)

18.5 HUiEEER
F v b EAV:EEEREEH 5 \VIFERERBERZEZ (SR P LA,
KEWEA LA, WIFIREER, Y AT 730, HB-2% ) - VROT7 A K
U 2) Sx Ly BROHUEBHEN & 2 13 B R S S M % R 9042

18.6 1EA#EF

ANYany z2— - E0VREOHED
TEXY V) VAN ROZ S) 20~ LYy, TEXRY VY VKM RO
A MOy =V EDSFHHEEICB A TINTIT S —)LF b o A0k
ENIHHNpHE LA SELZLICED, TEF VD) VKRR ) A1
<A Y Y ORHEETEEEO LI EIZH b EEZLENLY,

18.7 BRERE

ANYany z2— - E0VREOHED
AFARI BN ANy ¥ — - C0 ) EEEFVICEWT, HNAER
Bl 7EXFY V) VkAME 2 5 20< 4 Y Y O8I0 0% H L.
FSNT T = F MU LEMALIEIZED ., HFEMEIED SN,

19. HRRSCET 2 EIEZHFER
— BRI T 5 =) F b 1) 7 4 (Rabeprazole Sodium)
1b2% : Monosodium (RS) -2- ( {[4- (3-methoxypropoxy) -3-methylpyridin-2-
yllmethylf sulfinyl) -1Z-benzimidazolide
4530 - CisH20N3NaOsS
it 381.42
PEIR © B~ A ROmRTH 5.
IKIZHD THEITR T, T /=) (99.5) IZHEITR T\,
0.01mol/L/KER L F + 1) w7 2302 5o
W ETH B,
K (1—20) 1dheEMEE R S v,
RETED RO HND,
AL
O—CHs

H3G oJ—/

Na

%s\\ N RUBGRILS
N O

20. BRV EDEE
20.1 PTPERII 7V I4EFIE RN T BRI & GREA L TR 5 2 Lo

22, ‘G

(75 —IuNagEsmg [VTRS])
1008 [108 (PTP) x10. HZ##IAY ]

(FXTZJ—IUNagEi0mg [VTRS])
1008 [10%¢ (PTP) x10. #ZJEHIAD ]
5008 (1088 (PTP) x50, FZMHEHIA D ]
10088 [48. NT. HZREFIAY ]
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