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Wiz 4, 7 X7 7 — )V Nafi T N7 7 — )V Na$i
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HMKsr | 9T T =) F b)) oA SNRTFTS—)F YA
50mg 10.0mg
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YA, TFIVELVEO—A, LSO AT —A T Y VBT AT
Vo 7)) CRRIRET ATV, BT v, EE SRR
B HNFmoNay
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B4, 777 — L Nafi 777 — L Nafit
L 5mg [NIG] 10mg [NIG]
i, - FIE WHBDBET A VAT —T 4 ¥ T EE
e @@ (@E
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HE 5.7mm 6.7mm
JEz 2.7mm 3.7mm
B 67mg #132mg
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HIEREIH 2 NHEERRE B ICBIT AN anNs ¥ — - Ko
) OBEH OB % <)o

GEU 5 AME BERIE)
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kA

5.3 It - ZER OGO 72O I MHET A Y & &k L
TWLBEREGSRE L, 5B L Cld. BEEg L3+
THRGEEOBAE MR T A L,

AYanyg— . g0l OREORHEE)

54 ETWEMALTY Y SBEIC TN anNs ¥ — - o)k
BIBREOERIEIIHET LT,

5.5 MM/ IMGEANEIZW LCTIE, A4 o4 v &2, A
JanNy g — - B BRRIGEASEY) &HIE S A2 FEBINIC 0 AEE
WIGEXITH) 2 &,

5.6 RHIE IS ANHENGREEZE DACIE, Ay ans
& — - Y0 ) BRRIAEEIC L D B O SSEREN RS 2 A w36
LTV,

5.7 N any g — - ¥u ) EEERIAVLEIZIE. N any
5= En)DEETH L E RUONHEREIZL YA any
F— o) ERERTHDL L EZMRTH L,
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HEEL BACIETIANT T = vy Ak LCLE10mgx1H1
FRECIH ST 5 A%, FRIKIC & 0 1EI20meg % 1 H 1A 3% 595 2
EWTE D, B, WE, BiEE. WAEIHEES CIXSHENE T,
+ S CIX6HEM F oG LT 5,

(FEHERER)
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WM EE R OBRRICBW I, @E., AT TS5 — )
F UL ELTIMIOmg % 1 HIBRE%G-3 555, JWIkIZ & D
1M20mg# 1H 1RO 5§56 2 RN TE& 5, b, ., Sl
MEFToks5eds, /-0 7ubrR oy 4 ey —12Lk5%
RIECTHEAT D 284, 1a110mg X3 1R20mg# 1 H 2, X5
ARG T A2 ENRNTE 5, 72720, 1M20mgl H 2[A1$%
S EEOMBGELHT LA S,

o MERRER S
T3 - PR AR D RS MR A ROMREZICB VT, &
Wy OAZIEIART T = )b F ) Ak LClE10mg% 1 H1[HE
OG5, /o0 7O RNV RYTA e ¥y —ICLBHET
BRA 5 e W B R OMEFRRE I B VT, 1E10mg#% 1
A2l % 5-$ 25 2 L TE 5,

GEV 5 AT BB TIE)
HEHL BACIETIANT T =+ hY Ak LCLa10mgx1H1
FREORG34 5, 2B, @F. LAl E To5 L35,

*(T%JEIET’Z EVCERSBICHIT2BEEXI T _EHEEOER

e
WHE. AR INT I —VF F) Ak LClEb5mg#1H1
ARG 55, SRR T 5 OWE1X1R10mg % 1 H 1RREH%
H5452ENRTE S,

(ANYany a2— -0l OBREOHE)
WE, A IRNT T —)vF b)) sk LClE10mg. 7 E
XU KM E LCLREI750mg (Jiffi) KO 59 Au< A
2L LCLE200me (Jififi) 3% % FE:C1IH2M, 7H MR
®59 %,
B, sV AU v AE, LRI L CHEEEET L2 N
T&5b, 727201, 1E400mg (Ufli) 1H2ME% FRET 5,
TONYRITA Y=, TERFI VY VKN 5
2834 Y yOIFFKGIZL BN anNy y— - ¥ OBRRIG
RO OHE L., S bBERE LT, @, A
FSNT5 =) F b)) ak LTClE10mg. 7TEF T Y KA
WL L C1m750mg (JIfli) KO A o =% —)v& LTl
250mg? 3% % [T H 201, 7H MR IO#H5-3 %,
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[l 5-95Z N TE 5,
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7.2 JRIRDE L WA R O - $HG 0S4 121 20mgx 1H1
%5922 LB TEL (5% - TREZME D K3 imtt B Lo
MEFpRE:, 7O bR TA v Y — 12X BIBETHERNT S
BAEEHR). Ty TUNYRY T v ES =X BRI
TRIPEA 5572 B IR L1EN0mg X E1m20mg = 1H 2, & 5
(28 P G- AW Ad. PNHLEHA Tl i Al 2 ANEE L T
WHRWZ EERMERT LI L, BB, AHI1EZ20mgD1 H 2% 5-
g\ PSR CEE ORI EZ MR L 7258 I12R 5, [17.11
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(GhREHE)

8.1 AFlOFG I, MR G IFHAEIEE L, A M
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MEE L,
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8.4 P - BTV BT EER T ORI Tf ey =2k
LG THRAT D BB LAT) 2 &b Ly Ak, MRk
DREDREEIATH) DRV EHI-ETH L, 2, &
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85 ML D RlT, BIREFEOEMFERAHE Y KL A LN D Z
& (LEMS 2V 2AME) 2RO ) ARG, b, K
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WFIZE 3 CRIERE OIS D3 % o
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(7 v ME400meg/kg. 7 FHHE30meg/kg) THRRIBHME (5 v
FCALEBIE, v FCTHREORT ., ALEBIE) 25 shTwn
bo F20 T MIZTIXRT T =)V F YL (25mg/kg/H) .
TEXFT V) VKA (400mg/kg/HUE) RUN7 T A< A
v v (50mg/kg/ AL L) % 4B L2BrT, Mo
REOEALAFED HNT WD,
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ZeES %o
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FEENERT L L
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ML Y — RS T
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LEREBETHI L,

WF A TH 2,

11. EMERA
KOBWE DS BN D Z L HDT, BEZTHIATN
EORRO SN E IS AR B Y R LE AT 2
ko

11.1 EXEEIEA

1111 Pavy BEEARH), 7F7145x%>— BEEARH)

11.1.2 AMERRS CEEEARH) . MFERIRAE CHEAW). /iR
WA (0.1%A) . BIMEEMm (FEAH)

11.1.3 BIERFR (BEAH). F#ERES (0.1-5%ki) . ®E
(BHFEANHA)

11.1.4 BEEMRR (0.1%A50)
FEEL, WMk, MECIREE. RS ORE (RE) SR LN Y
AIE, ER IR oM 2 R L . AF OG- dik
T2 L0, BIBEERIVE VOGS EY) R LE % 4TS
&,

11.1.5 EEEE (WEAH)
R R B % SE (Toxic Epidermal Necrolysis : TEN) .
Fe FE RGNS #E (Stevens-JohnsonfEBERE) . ZIEALTFEED D &
PNLEZENH S,

11.1.6 SMBES (FEEARH), MEWBR (HEERH)
BB (BUN, Z L7 =% (CEETAIE,

11.1.7 &F b U LINEE GHEAH)

11.1.8 HEREBAEE (A
iAFe. B, CKES ., MR ORPIF7ae s B %%
B MR RRIE D S 5 b b 2 E D b,

11.1.9 RABEE HEAH)

11.1.10 #BELIRRE CHHEAHH)
AT, WETE, RN KE. R, R KEBEESEND
SbNbEIZENH D,

11111 BT 227 LMAE GHEARH)
ARAOEHHEG LD, QTIE, Ei, LUONEF L) K~
AT LMIERS H5bNLE EDNH L, T2, K~ 7 AT 740l
SEVERR L2V o AMUE. 7)) w7 2 IIUE 5 o TR B0
G EN D S, TNDOEMEEEVPEDLN LIRS S D
NEIE. M~ 7 42 AEREOWEE TV, BEHR0
SNHEE, T AV AOMALEOMY) 2 MEZIT) 2 &,
(82 ZH]

11.2 ZO/OEER

(BiBE. T-HB&E. WASHES. UHREEBER. Zollinger-

EllisonfEf&3. JEV'S AMBREYRIE. BAE7XEY &5

I 3 BEEX I+ =IRBEE OB RN

[==]
N~ IR

0.1~5%Aii 0.1%Ail BEEAH

B HUE 5. BAEE FHEIRE

I FUILERR A I | % R AL 3
TR, WFRRERIE | BRI &, ) v N3k

% . Fui B

JFF i AST. ALT. Al-jg¥ ) ve > oL
P. y-GTP. LDH|#

D L5

s I b5 BHiF

HILEF fEfL. T, MR
I, A,

LR N SN/
TYHE. b,
Fig . AR,
]

T MR, BEMEE
O NI
(collagenous colitis.

lymphocytic colitis)
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0.1~5%Ai 0.1%Ail A
FiER | B HEV, AL | HAER, BlE
(AN 3 TSN

PSS = AR 19
T, Hodb o,
ESIEL

Z ot waLAaru—\ryAaHE, FEBOLLO X, B
Vo mERREE - (BRI, JEE BLE. BAE. &7 v
BUN® EF, &E|EHE. L O, | &= 7 ME. KL
B A TSHES N |CKo b5 L

) B IS RLESE R S,
ANYanyga— - ol oREOHER)

16. FEWFEE

16.1 MMRE

1611 SANTSY—JLF U™ LEHIEE

TR A T1220mg % M AT T B ISR O 5 L 2B o Bk
T ER LB T A — Y OB e RICETY,
[1621 ZH]

AT ORI T A— ¥

e Cona [ AUC
et (ng/mL) (hr) (ng - hr/mL)
M 437237 3609 937 =617
% 453+138 53+ 14 901 =544

(Mean+SD. n=12)
F 7o, HERAEFI25mg. 10mg. 20mg# Hf T TREHS L
oW (G5HH) OFEMERE T A—F L TOLE) TH
52,
TR T2 B 5 AR 5K (bmg. 10mg. 20mg) DI#EH T X7 5
V= F )Y LD EEE ST A — ¥

0.1~5% A 0.1% A
AR %, WS T
e 1 ki IR %, IF BRI, Y
YOSEHRWMA, ) ¥ SER S
MR . sk
Ji- Bk ALT. AST. y-GTP® L% |Al-P. LDH® 5
B BE. UL E5
Wit T BB, SRS |1, [A%. W0, 18
B BIBM G, WA, fE|Z. B, RE%k. AR
B Th. EEAHE, S| R, s
e
WER | 50R HE
Zoft TR O 15 B, Rk, &0 L0
Tk, B, EEUR. BE L
. FROLUNE, RO
LR REESE. PR

) FEBUHE L EIES LT ZRIBEE BT I RT IV M) Y
Ay TEXFVV) VKNRG Y 59 20 <A 3 v O3F$EG 0K
F CORRRER K OISR Tt & S,

12. BRRRERBRICRIFTHE
ANYanga— - ol oREOER)
121 AJany4— - E0UOKREHELDEE
TINRT TS =V F M) T LEOTO N R T, T =T
EBFXFTV) KA. 75D 204 Y Y EOBEWE R A b
O =4 — )V ORRH PR 5-# TE % Tl BCIREBIFZ RO
HIEDEBEE 7 B ATRENED D B 7280, BCIRFETFEAERIZ X 5
BREHEZIT ) HEE. IS OFEHOFKGART th4:H LI O
HTHEBT LI ENET L,

14. A EDEE

141 EFZMHFEOZE

1411 PTPAEDOHEANIPTPY — F 2B L TIRHST A L9
883252 L, PTPY — FORAEKIZ L D WS T2 2 R
LA L, FICIEEILE B 2 L CHEFRIR 24 0 Tk 7 & BfE % BF
BTLIENDH D,

1412 AANIGERTH Y. IRMICH 2o TiE, WA Y . v
2RI, OAL T EIHEETL L,

15. ZD/DEE

15.1 ERRRERICE D C1E%R

1511 AKHOEPZ S HICBMEOERY) — F 2072 L OGS
Hbo

15.1.2 AN B A EBOBENE T, Tu Ry I rele
Z =2 X DEFICB W CEHEEICE ) BREESEIT. TS
. BHEEHo) A7 BnMpHE S TCnd, i, R0
EHIE (4ELLL) ofRE 288 T B0 ) 27 380
L7

15.1.3 WAMIBIT L FICABREE NS E L0 BIE7E T,
TUNYRYTA ey — %G LZEZ BT OA N
VUL TATAYNVICEBEGEGD ) A7 BN EHRE ST
‘/)%O

15.2 FEERPREABRICE D 1R

15.2.1 v MIbmg/kgbl I % 24E MR ¥ 5 L 7z bR Ic B w»
T, MECBIZH VT /2 4 FOFENAR LN EDHREDD 5.

15.2.2 #ER (5 v MEIOEG525mg/kgbl ) CHUIRBRE = K
CIAFH A a2 »onsHiE SN T T, HHIZHZ-
TITHIRI AR RE IR T %,

1523 Jv MIEHETHLT V75— (50mg/kg/H). 7
XV VKM (500mg/kg/H) K7 Iy 2aav ATy
(160mg/kg/H) ZPFH¥ES L2388 T, BB TOFRMEOBEE
L EBDIJRIBDOFEFIM OBTRD RS SN T\ 5D,

o Crax tmax AUC o0 t1/2
H2 il
LR RS S I (hr) (ng - hr/mL) | (hr)
5m EM* 146 =56 30 (2045) 23697 1809
g PM* 252+55 25 (1555) 585+137 42+05
lomy | EMF | 38383 | 33 (2050) | 5%=200 | 15=04
g PM* 509 =64 28 (2045) 1230 £ 200 38+0.3
20m EM* 654 + 348 40 (25-80) 994 477 23*14
€ "pMx | 822232 | 33 (30-60) | 23314663 | 37403

(Mean+SD., tmaxiZMedian (Min-Max) , EM n=16, PM n=8)
MAFREIEESR 7 b 7 10— A4P450 2C19 (CYP2C19) #BIAENL, Frddfn
LI NL,
EM (extensive metabolizer)
CYP2C19*1/*3
PM (poor metabolizer)
CYP2C19*3/*3
16.1.2 3EIGRAIRS
BRERAFFIZTNT TV — )T b 220mgh), 7TEF T
VU KMT50mg (i) . KUY 5 2n <A ¥ 400mg ()
fili) Z1H2E7HE (FH120) RERKOERS LEEO T XTS5
V= F )T LAOEYFRERT A= F I TOLEBY) TH
53)0
RN T2 BT 2 3R 0 AEHR G- RD e 5 X7 F V=) by
L DI EEI ST X — ¥

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

1 CYP2C19*2/%2, CYP2C19*2/*33 1%

Crnax tmax AUCo12 t12
(ng/mL) (hr) (ng - hr/mL) (hr)
gi/lm 5784293 | 30 (2040) | 934438 | 072%0.19
PM* . . .
i 048+138 | 30 (2030) | 2600%474 | 180=032

(Mean*+SD., tmaxlEMedian (Min-Max))
AR SR 7 b 7 10— AP450 2C19 (CYP2C19) #HANZ, Trtifza 1M
LY pEESN S,
EM (extensive metabolizer)
CYP2C19*1/*3
PM (poor metabolizer)
CYP2C19*3/*3
) KRR ROCHER [, RACIEIRTI V=V F by aE LT
1E10mg. 7EF T2V kFME LClE750mg (Ffli) KU27 59 A
o~ A rE LClA200mg (Jiffi) 37 % FEEZ1H2[E . 7H B
YL, B, 77V AUTA Y F, BEICS D CHEMEET S
LSTE D, 72720, 1M400mg (Jiffi) 1H2M % FRE$2.] TH
%o
16.1.3 EMFHIFEEFMHER
(5~NF5J—JUNage5mg [NIG])
(1) 777V —)VNafEbmg [NIG] &/%) T v PgEbmgw 7 1 A
F—=N—BIZ k), ENENIEE (FIRT TSV F MY TAL
L Chmg) % EERATS 712 Z2EHEHL [ 9% - L C s 5 X
TT = YT ARBACRBEE R R E L7z, 155 Y
kN7 2 —% (AUC. Cmax) 22T 0%[E X 312 Tht
FHRAT % 17 - 7245 F. AUCIlog (0.80) ~log (1.25) ®#ipHA
TH Y. Cmaxitlog (0.80) ~log (1.25) D&EFHILTH - 7277,
X EAEOFIGMHE DD log (090) ~log (1.11) T, 2>, AEHH
ERCVRHZEEI AL TV B 2 e, WH DY [F S A
Eﬁéﬂé hf:‘oo
XIMIFER T RNT 5= ViEE T XT T =) F b7 AR L Tw»
5o

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

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

HENT A — 5 BENTA—F
AUCo-10 Cmax tmax t12
(ng - hr/mL) (ng/mL) (hr) (hr)
5 R75— )L Na
Feome INIG) 1249+409 813+319 | 32=10 | 11+03
é‘”1°ybﬁé 12474399 7354283 | 38=13 | 10+03
mg

(Mean=S.D., n=30)



(ng/mL)
80 r —e— 575/ — U Nadi5mel NIG
70 -0~ /W) ZyMNESmg
Mean+S.D., n=30
60
m 5
34
4
40
i
BE 30 |
20
10 +
=g ___
0 = g -
0 1 2 3 4 5 6 8 10 (hr)

FX7' 7 = )V Nagbmg| NIG | G-t D M4 it FE DR
A NIZAUC, Cmaxf50 /8T X — & &, #ibeE o3
PO AR OFRIRIEL - RE S5 OSBRSS X o T2 2 T B MEAS
5o

(X775 —IVNagE10mg [NIG])

2) 777V —)VNagtlOmg [NIG] &%) v FElOmgkh 7 1
AF ==L, FNENLE (FXRTFTV—)VF R T4
& LT10mg) % fEEERS AT 112 2 IE IR LRl P 5 L C e
REARBEEZHEL, S5 N-RYEHE/ T 2 -5 (AUC,
Cmax) (2D CHREEHENT & 1T o 7250, Wi o Az P20 [ 4
DHERR S N7z,

Wi/ 8T A =% BENTA—Y

17. ERPREIE )

171 BMROCLL2M(ICET 555

(BiBE. T-HRBaE. UALkaE. ¥RMaER)

1711 —fERARABR R O —E5 MR HEEHER
Bk, TR, SR AE R N O A E Rz
H1110mgXi320mg % %5 L 7= — i B R sk B J OF T M kb i
HRER (G-I 0 6~8H) OFEFEIITEDOEBY THHY 17,

e S WHRETE IR

Hil 94.0% (18915120141

TR 99.4% (159%1/16011)

A Rl 5% 90.9% (50f31/55%1)
Wy £ b 83.3% (10f1/12%51)

F 7o, He BRI oMM A B R % RIC1H LA
10mg# 243 W35 5 L 7z Rl (CE BRI 2B 5
AR SERYIETIIERILT786% (336B1/4261) T - 7218,
HWEHEROCHEO 7O b Ry T4 e ¥y — BB
PEED @ i i B E B E A R & L7258 % o NS AT
WX BEBRITEDE LY TH-7219, [7.2 ]

1M20mg 1[H10mg 1[H120mg

1H1m 1H2[mA| 1H2[m

4otk 58.8% 784% 770%
B (60f51,/102f1) (80f1,/102f1) (77%1,/100f%1)

grade A KUY 65.1% 87.1% 79.5%
grade B* (561/86/1) (74451/851) (66151/8311)

grade C L OY 25.0% 35.3% 64.7%
grade D* (41 /16%1) (661,/1711) (11450/17%51)

AUCo-10 Cmax tmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)

407.35*161.31 | 256.46+120.86 | 32+0.84 |1.06*047

5T 5~V Na
#£10mg [NIG]
AVESVS

408.69=141.24 | 24372+7558 | 32+084 | 090+0.18

10mg
(Mean+S.D., n=23)
(ng/mL)
300 —e— FRTF/—)Nai 10mgNIG
~ -0~ /) TyME1Omg
250
Mean+S.D.,, n=23
200
it
4
150 |-
i

0 1 2 3 4 5 6 8 10 (hr)
FNT5 7=V Naftl0mg [ NIG | % 5 H DM ik FE DHfERS

A EENE ONICAUC, Cmax® 0 /85 X — & 1d, Bl o
i\%ﬁ@ﬁﬂﬁﬁ'%@%@ﬁﬁ%ﬁtiof%&éﬂ%ﬁﬁ
;a)o
16.2 DRIR
16.21 BEDFE
fREEER A T-1220mg & M f T T BB ISR OR G L2, A%
PG T A TG U tmaxS L7 R IE S 2 & & & (2RI
DRSS TWAHY, [1611 2]
16.4 X
fEE A T1210mg. 20mg % 108 G- L 7= W o i 4E v o
E. FICEREN L ETIBICL VAR L-F 4 —F LT
Hote TOMITHAHEFZF F 27 10— 24P450 2C19
(CYP2C19) ABI5-9 2B A T MU & 0 AR L7252 v
k. 3A4 (CYP3A4) 5325 ANV A ALEIGIC & ) AR L 72
ANER EDFRO S0 B 6, [10. ZE]
16.5 et
T e NS F-1220mg 2 8 1042 5- L 723 6. $% 5-1224 0 £ CI2
JRHNZ S XTS5 — )b b Y 7 A ORZACER M S s, A
WCTHDINVREVEBERTZD 7 V7 0 v BRERI G RO
29~40% ANH TV — VI ERD13~19%HkIE S 7z 5,
16.7 EYHEEIEA
I (A 277V —)v) CTHAHEEZF 7 o—24P450 2C19
(CYP2C19) ~OR#EAIC L W HEMEH RO LN TWL YT
PRXA, TVT7) Y RIVTFY ) WK LTINS T ) —
VI )T AEINS QRO MAJEE B 5 2 7w L8
WhHINTWD, T, 3 (VT IV =) THREEEE
F 7 a—2aP450 1A2 (CYPLA2) DFFE|Z L 0 HHEANEH AR
OHENTVDLTE T4 VI LTHIRT TV —)F M) T4
AR IR A 52 VW2 EPHE SN TV B 7D,

#1) XTIV —=)vF b7 Al0mg/H. V75 —)L30mg/H. % £
77— 20mg/ H % S LL_E 3 5054 RGOS HEFHR R TP IS 3
o s U AGHE (E2) &5 EEE

BEMERCHEO T MRy T4 v By —iHRICIKIT
P2 oA S F R SR & L 7 MERR RS 20 G- 0 IR S
I X DIEFIEHE (RFRHE) ITROEB) TH- 7220 2,

FETFEEE D FEM] 2
1[0110mg 1[0110mg ( .
95% S HEIX )
1H1 1H 28l P>
5528 %0 44.8% 73.9% 29.1 (189, 39.3)
IR (73/163f1) (119/16141) P <0001

a) 10mglA2[E-10mgl H1[El, b) y2H5E
#H2) IXRT IV = )vF M) A10mg/H - 20mg/H, V7T =)
30mg/H. 277V —=N20mg/H., TV A 7F—)L20mg/H % 8
DL 3% 51 | R IE R S MR I 23S
GEV 5 AME BEETRIE)
17.1.2 —EEHRILEHR
S AT EESTE Y S RIZIH 1 I0me > %5 L /- —EE
b AE (P G- - 4ER) 128 2R HEIR O 5E 4 &
R ORIRFRIT, ZNEN43.6% (4461/10161) . 55.4% (5661/
10161) T -7z,
EIERE, 10mgfk G- 01026001261 (11.8%) (2D b7z, &
&E'}H’Eﬁﬁéi\ 3B (2.9%) e OBEH w260 (2.0%) TH-
7222,
;ﬁ?)i%?z EUCERERICE T2 BEEX I+ HHEENOEHR
IE3]
17.1.3 —EERILEHR
BHE7 A1) ¥ (1H81mgXX100mg) DEM#HLG »LEL
L. 20 HEE I T ZHBEGEOMAR* AT A BEHE IR L
L7: “EEMILERBEORE R, Kaplan-Meierid: 12 & 0 #E5E L 72#%
?2455&'3?&@ B 3T SRRSO REHERIEI TR LB
ThHo720
BWERIE. X7 7 =) MY 7 510mgt 5-5 CT15745] 411441
(89%) . SmgfkG-HETIS6BIHTH (45%) IZFEH SNz TRl
PERNZ10mgPe 55 T T M BB 245260 (1.3%) . Smgfk 55T
I3 (1.9%) . BFEERERE 261 (1.3%) Th o722 20,

1H1[E5mg 1H1A10mg xifHEe)
(150%1) (15181) (151%1)
AR 4 211 326
D 28% 14% 217%
<§g%¢gﬁﬁiﬁﬂ) (104, 717) (0.35, 551) (1584, 29.27)
*fm‘ﬁ:ﬁf 011 005 B
(9592 I ) (0.04, 0.31) (001, 0.23)
PP P <0.001 P <0.001 —

a) Kaplan-Meier{%(2 & 237, b) Logranklize. ¢ WHIZT 7L/~ (1
[A150mg]1 H 3[a])
S5, TG24BLE, TXT T =)V F N L kRS2
MBS L2 A (BEFCiRORT6ERM % S-) . Kaplan-MeieriZ: |2
L0 HEE L 72 B 3T RIS o BAEE ISR, 1H 1A
5mgC3.7% (95%SHEIX M - 1.538.64). 1H1EI10mgT22% (95%
fEHEIXT © 0.726.75) THo7ze BB FG20HD M, i
FNRTF—=)vF b)) 7 A1H1ESmg X1 H 1M 10mgl2 8] b
2T, ARB2B ke G- L 722,



(BREXRB+=HREBBEICHTEAVINT Z— - EOYDOKRE

DB
17.1.4 EREEKRHER
Ay any y— - ¥n) ko 5 EE O+ TR EEO BE T

g E LZERNOBKRRE (SXTF)—)VF )7L, TEF
U VKRR 5 Au~ A4 Yy ®lH2ET7HBRROES)
B ABRREERIITEDEB) TH 5,

BIEHIZ. 9XT5V—F b)) al0mg, TEFT V) VK
MP750mg (i), 7 51 2A0<4 ¥ »200mg (Jl) #5512
L0 1296094061 (31.0%) (28O S, R EIERIE T #1641
(124%) . #KfE1361 (101%) THolze Tlow TNRNT TV =)L F
F 1) A10mg. 7EF Y V) YAKMIT0me (). 7T ) A
0~ A ¥ 400mg (FIif) 512X Y. 1236095561 (44.7%) 12
BIVER 8380 b, ERBEIEIE T HI2660 (21.1%) . #kE 1341

(10).6%% IR FEE 1361 (10.6%) . IERM7H (5.7%) TdhH-
7226 27)

5 w5 BRI
S ; o
AR | bist | [ Tommm] o
5875 /=1 F M) 9 Alimg
0 a 87.7% 833% 85.7%
TEFY Y VKA 0mg Ghi) |28/ H
559 204 Y Wmg (1) (57f51/65631) | (45f51/5461) | (102451/119%1)
FNT 7=+ M) A10mg
0 s 89.7% 87.8% 89.0%
TEXRY VY VKAT0mg Cf) | 20/ H
959 20945 100mg (i) (61491/68%1) | (36(31/41151) | (97151/10905)

B, WA CITbN A any vy — - ¥YayEitkoy - 2
05 S 2R3 2 BRI O BEIR B (2B WTh . FFEE O
PESNTNWAEB),
H3) FHEFOKGm, ROESGHBIETROLEBY TH Y. ENOKEH
BEROHE S 38755,
FNRT TV = NF M) AL LCIA20mg. 7TEF D) AR E
L C1E1000mg (JIli) K27 590 Au~<4 Y& LClE500mg (J1
fili) ©3# & 1H2ME. 7H R3S
I/, SO bRy TA ey — (S0 TFT—)), TE
XU VKA BE Oy S5) Aa< A Y DOIFIFEGIZL B
ANy — - ) OBRWIHEIARD TH o 72N TN
g — - ¥n) o BEE LI RBEEOBRE TR E L
ERNOWE (XTI —=)F oA, TEXT VY VKA
MO A Mu=g—) Vo1 H2E7H &% S) 2B 5 BREER
1%82% (4961/60%1) & #HiG SN TW\W5H9),

18. FuHFIP

18.1 1EA#F
FNRT G =)V N ) 7 DT ER I O BEVE SIS TG R (A
V727 IR kY, by Ry T (HY, K* -
ATPase) OSHIEA 156 L CREFRIEMEA ME L, W5k % #pil5
bo SHICHESNABFIHEOREIZIE, FIEHEML S0
B ONTH DT VY FF & B IEREON LI EE LT
WELDEEZLNDL, TOM, TV FF Lo TR
HEAES T etk b HEH S 530 30,

18.2 BEA W NFEIER

1821 HERAB FICBITAH A MY vHIMEES W L, 1H
[10mg# 5. 1H1M20mgk5-T & b 12540 H A 5 25 B 7 1)
EMZR L, %510 B RO7H H OB WEORAZRIZ1IH 1
10mg#% 5-CT72~76%. 90~96%. 1H1M20mg#%5-T88~89%.
99% T %32 33,

18.2.2 UHFRHERERIIBIILZ Y TF I A7) v 7 AMP
T & B R & B 539 (n vitro) o

1823 BB A ) EFEERIIBITA LAY IV, RUYIHT AN
CHBEER W, STy MBI BB E R e A Y
3 O R AR LR 2 AR & R g8 800,
A RXdHDBVET v MBI BRSWHHEIER ORI, o~
O bRy THEFNIRLELS, P AA ) YO EAEA R
\a34) 37)

18.3 BAWpHLF1EHA
TR AT T80 5 HApHIZx L. 1H1EGmegk 5. 1H1[H
10mg#5-. 1H1A20mg#5-TE b ICEW 2 FAIEAZRL., #%
5-5H H O 24K ff 2 pH4LL L & /R $EE M O &4 121 H 1 R5mefx
HOEM*T46%. PM*T63%. 1H1A10mgH5-OEM*CT58%.
PM*T72%. 1H1AI20mg#k5- OEM* T61%. PM*T76% T
52,

MIFBEEE T b 7 0 — 24P450 2C19 (CYP2C19) #HANE, Frl#fsT-5
X oI,
EM (extensive metabolizer)
CYP2C19*1/*3
PM (poor metabolizer)
CYP2C19*3/*3

18.4 H*. K*-ATPasefE=E{EH
7 & R X ) P 2-HY, K-ATPasellkf L. sl BHE/EH
&R $80 3 (jn vitro ) o

18.5 HiEEIEHA
Ty N O/ SEEREE D 5 VI EFERERZE (FESHHE
A MVA, KEHWHA MLV A, WMMEE, S AT77 3 v, HEE-
IH =)V ETAEY) ) AZxt Ly BOHEEERA S 5 vk H
R ZE O % 713 9735) 39) 400

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

1 CYP2C19*2/%2, CYP2C19*2/*33 %

18.6 1EA#F

(ANYanga— . ol BREOHEEL

TEXTVY VKR S Auax LTy, TEXV VY U
KA R A b =8 — ) & D3FIBFREICB IS 5T 5
V=V F MUY AOEENTEApHE ER XL L), T
EFXFTUY KR ) 2A0< A Yy OPEER SO b
CLIZHBHEEZBNBW 2,

18.7 BRE®IE

(ANYanga— - EOVURKREOER)
AFAAXIRHNTAY TNs y— - En ) BREETIVIZB N
T, BAERBICHTA2T7EF V) Yk E 2 5 2Aa< A
TYDFIBFHORRIE, TANTFT = VF M) T AENMADL S
LIS LY HIERIEAFRD S8,

19. B2 ICBET B IEB{LERIFR
—fR g %HR - XTS5 — )b+ b7 A (Rabeprazole Sodium)
1b4244 - Monosodium(RS )-2-([4-(3-methoxypropoxy)-3-
methylpyridin-2-ylmethylfsulfinyl)-1 /4 -benzimidazolide
313 CisHaoN3NaO3S
s 38142
R A ~MEACORETH S, KITBO THEITRT .
Iy =)V (995) IZHEITFR T 0.01mol/LAKERILF
MU ARRBICET 0 BHBETH 5o KREH (1—20)
BHEEE R E R, FERETEPRO N5,
L&
O—CHs

s

QO AT ERES

HsC

Na

N \ /
4

N 0]

20. BURW EDEE
201 7OV ISEHBITERY BT TRET L (GRIMETT
BIEHNBHD),

22. ‘@

(SA~F5J—JUNagesmg [NIG])
1008 [1082 (PTP) x10. HZJEAIA D ]

(ST —IVNagE10mg [NIG])
1008 [10%8 (PTP) x10. #ZMEHIA Y],
5005 [10% (PTP) x50, #2l#IA D]

1008 [7)V 348, T, EIRAIAD ]
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