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250mg M 3#) % [AlHE (21 H 200, 7H BREO#%S-3 %,
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M3 59 52 LR TEL (H5 - FREEREY B3 mit B RO
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0.1~5% A 0.19% A i BN

I FMEGR A, AR mER A,
MERSE I, SFER| P ERBE S, ) >
KL, gl |/ SEkid

JFF e AST., ALT.|#®eJ)rEero
Al-P. y-GTP.| L&
LDH® F5

i M _E5 iE

HALER fEfs. M. BEIHESE. WM. A |E L. Rk, BH
BB WK . WE| VS E. B (M E N KB &
L N 7ziv. 1. f&|(collagenous
BANR, ¥ |colitis.
lymphocytic
colitis)

Mt R | B HEV, HAHO|\HAE, FiE
&R, MUK
AN 1)
R BT

HOoboh, &
e
Z Dt WalLAro—|h 3T AH. FHOLLDE,
Z%

o RN - L R, BB E . B A
BUN® b5, &\, BEE. L. &7 €=
HR. M TSH| L&, CKo| 7 iMiE, R~ 7

15.1.2 M B 2 EBOBEM%ET, 7u by Ry 74 el
5 =12 LB WEICBWCEMEBEICHE D REEE. FHEEE
Pi. BHEEITO ) 2 7B ShCwd, i, BHERY
FEHIHE (HELLL) e 207288 T B0 27 58
Lf:o

15.1.3 AN BT 2 BICABEE Z R E L2 BROBEH5E T,
T NIRRT ey — TG LBEFHIIBY T OA MY
UL TAT AL D BIGEGEO ) A7 EINRE ST
\/\%O

15.2 FEERFREABRICE D &R

15.2.1 v MIbmg/kgbh % 24E MR OG- L 72 BB Ic B v
Ty MECTEIZH VT ) A FOREDRALNT L OHED DB 5,

15.2.2 #WER (5 v MEOKS25mg/kghl ) THURIRE R K
QI A T F > OB RE SN THLDT, iHIZHz>
TIXHURBRBERE ICERE T 50

1523 v MNIH#ETHAHF VT F =) (50mg/kg/H). T
EFT V) LA (500mg/kg/H) RO Z F)aa< ALy
(160mg/kg/H) #ZPEM#ES Lzstbic, BB CoOFmMEOBH
L EBDIIRIBDOFEFEIH OBETRDFED H T b,

16. EYENE

16.1 MARE

16.1.1 INT SV —ILF MU LEEIERE
BEHEN T T2 20mg % # 5 T U RIS IS L 72 RO WERE 4 (5 L 7235 E)
/8T A — 5 OFHEEFRIIRTY, (1621 BH]

AR R O I BRE/ X T A — &

BEm et 24 t T A LE b Conax i AUC
55
AL HLE (ng/mL) (hr) (ng * hr/mL)
AT R T . AT 437+237 36=09 937+ 617
F) SSBUHE X BLENGE R &, o 53138 s34 R
N o . (Mean*SD., n=12)
NDANTy 58— - EO OREDHHED £7-. ERATIF25me. 10mg. 20me? AT TRUES L2 Fr55HH) 0
0.1~5% A1 0.1% A1t BT A= ZIEUTOEBY) TH B,
EHEAE S, HIRE TR PRUEBAS 712 51 2 55 (mg. 10mg. 20mg) OIYEH 7 <75 /=L F by
I 1 ki 2 UFERERHE S | 0 bR e B s - o -
> < o T ok /] ~ e | e g ‘max ‘max 00 12
AN i RaL, Y B | R | g/m) (hr) (ng - hr/mL) (hr)
PNEREEZ /MR . EM* 146+ 56 30 (2045) 23697 1809
L IERIE I SV 25255 25 (1555) 585+ 137 4205
T fiek ALT. AST. y-GTP®|Al-P, LDH® L& 0 EM¥* 383=83 33 (20-50) 539 =200 15%04
5t R 500+ 64 28 (20-45) 1230=200 38+03
IEEE e . ME LS somg | EM* 654+ 348 10 (2580) 994 +477 23%14
T TR W, BRERE . (NB. DMk o € [P 802+232 33 (3060) 2331 +663 37+03
I ﬁﬁ\ I EB\H?’? :ﬁﬁ/}%;{\ I]E;‘: MNE "jé %&— * ﬁlﬁ % A (Mean*SD., tmaxiZMedian (Min-Max) , EM n=16, PM n=8)

S R, AL BEAR | EEOME. Bk
PRI, S e

it R | W HFEW
Z DAt TR O B HHTE, e, wo

LU, Bk, &0
Ry BUEES. FROL
O, RO EA IR
HESEH . ZHEEHIR

SAFCHEEE T b 7 10— 4P450 2C19 (CYP2C19) HHANL, TrldEfETH LY s
EM (extensive metabolizer) : CYP2C19*1/*1, CYP2C19*1/*23X13CYP2C19*1/*3
PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3X$CYP2C19*3/*3

16.1.2 3FIBARE
BEFEBATTIZTXT T =)V F b )2 A20mgh), 7EF T2 2 KAT750me (1)
i), ROZ IV Aa~A > »400mg (Jifli) A1H2M7HE (GF2m) RIS L
DT RT T =)t b ) 7 A OEYHRE T A= FZUTOLEBY) TH DY,

TS T12 3505 B AF I AR G QM T X T T — )V | ) 7 A OFE) BT
NG A—F

) FEBUBE LS LI T ZHRBEEIC BT A I RXT T — v
M)A, TEXFTDD) VARAME Y7 7)) A0~ A2 D3
HIFZ5- O ARG F TORRRER N S EmRA T &,

12. BFRREBERICRIEITEE
(ANYanyg— -l OREORHEE)
121 AYIaNY 42— - EOUOKREHELDEE
FGNRT G =)V F M) I L EDOTOA N R T, EY —RT
TRV VKN, 75 AaxA Y UV EOREWE RO A b
U= — VORAFRHEGETEZ T, BCIREITFARARD
HIESBRENEZ 2 ZWHEMEDSD B 726, BCIRFZMAKERICZ L D
FRBEPEE 2 170 At SIS OFH PG T H4E L O IR
HCE_TLIIENET L,

14, BRAEDZEE

141 FERIZFEOEE

1411 PTPEEDO#EFAIIPTPY — 2S5 ML TIRFT 5 X5
883252 L, PTPY — FORAEKIZ L D WG T2 B R
~HIA L, FIZI3TLE B 2 L THERRI 45 0 B 2 A0 2 0F
BITLIENDH D,

1412 FANIGERTH Y RMIZH 2o Tid, BAZY . v
20T, OAL T EIIEETL L,

15. ZDMOEE

15.1 EERR{EMA ICE D < 154k

15.1.1 ARHOEMHEG HICREOE R — 7% B0 72 L 05
d;)éo

Chnax tmax AUCo12 tuz

(ng/mL) (hr) (ng - hr/mL) (hr)
EM* (n=15) 578 +293 30 (2040) 934 +438 0.72+0.19
PM* (n=4) 948138 30 (20-30) 2600 =474 1.80+0.32

Mean*SD,, tmaxiEMedian (Min-Max)
SMOFCAHTEER T b 7 10— 4P450 2C19 (CYP2C19) B, TRl#ifa B L v s
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*23iZCYP2C19*1/*3
PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3X1¥CYP2C19*3/*3
) ARHEROHEE EE. RACEINT I —)bF Y oAk LCLHE0mg. 7
EF TV YR E L CIET750mg (J)fii) K7 T Anv Ay E LTI
200mg (Jiffi) O3F & EEEICIH2ME, 7THHEERG 35, 28, 77 A0< A
Dk, BB CHEMET 2 2 EATE S, 2720, 1H400mg (Jiffi) 1H2[E
ELERET L] THD,
16.1.3 EMFHIEFMHEHER
FINT T =F )T LfEdmg [HETL] ROV Ly MEdmgk, 7 0 A G —/3—
TS ) ERENLE (ST TV = b7 AL L Thmg) BEEEA TV Ak
R O#HG L ClEdR I T 7 — ViR HE L, 155N EWERE/ ST X — 5
(AUC. Cmax) 22 T0% SR ML THEHENT 217 - 72458, log (0.80) ~log
(1.25) OFPNTH O, WH DY FRESEEAHERR S 720,
MR RCYP2C190 A T RIAEM  (Extensive Metabolizer) (2578 S 7-#

IEWMBE/ X T X — ¥

HE ST A =% BEINT RS
AUCo~10 Cmax Tmax tiz
(ng - hr/mL) | (ng/mL) (hr) (hr)
FTNRTF—=F M) LgE|
Smg [HET 200+78 117+42 28+10 16=05
281 Iy b §ESmg 203+76 113+36 2708 15+04

(1§85, Mean=S.D,, n=50)



(ng/mL)

120 +
—@—INTFJ—IF by L§ESmg [HET]
/- /XY Ty bESME
100 i
! 138#%5, Mean+S.D., n=50
o 1
,’E 80 4 |
7 :
’7\; :
5 %07
7 g
% 40 |
=
=
20 1 A
0 . .
0 2 4 6 8 10
B8 (hr)
I3 e FEHERS

MR AR OSICAUC, Cmax®0 /85 A — & 14, BilRE ORI, AR ORI - I
45 D BR G IC & > TRA BN D % o

16.2 TRAR

16.2.1 BREOHE
REHER AT T 12 20mg % A T T SRR %S L2 F, ARES TRGA TS 12
Ho U tnacdS LTRERIE S 5 & & S IS EAEATRD ST b, [1611 2]

16.4 1Rt
TR AT T1210mg. 20mg % #E 11455 L 72 FED AR O id. FICIRER N 2 0%
JERIBIZ XV ER L 72FF 2= T VR TH o720 ZOMICHFRHEEEF b 7 0 — AP450
2C19 (CYP2C19) A BI5F 2 Wi A F VALKIGIC & O i L 225 2 F vk, 3A4
(CYP3A4) 7SB5- 2 ANk ALBUSIC & 0 A L 72 200 AR AARDSER®D & 7zDs 9. 6
[10. ZH]

16.5 Bkttt
HERE AT T2 20mg % R G- L 726, %5 B2 TICRPIZIRT TV — )
F )Y AOREARIIBI ST, W TH LA VRVBEROZO 7V s 0 ol
FEIRA G DRI20~40%, AV H T — VAR AT 3~ 19%HEE % AL 7=0s 9,

16.7 EWHREERA
M (F A 79 =) THAHMERF ~ 20— 4P450 2C19 (CYP2C19) ~O R #HEE
BICEVHEERAPROSNT VLY TENRL, TLT7 7)Y (RTVT 7Y Y) 2k
LCIRT T = F )T JEINE OFEFOMAFEEICHE LY 5 2 0 2 LD
ENTWVE, £/, HE (709753 —)) THAHEEF 70— 4P450 1A2
(CYPIA2) OFMIZ L W MMM RBOOLNTRETFE 74 ) VIS LTHINT T
Vb ) AR I E G R h W ERE SN TR0 7,

17. BRERRRIR

17.1 FahERURSMEICE T 2 R

(BEE. T-EE&E. Wathins, WREaER)

17.1.1 —fRERAREHBR R U — EE R LB
HisE, T IRRR . AR RUE S OV A IS 2 6 RIC1TH 1R 10me i3 20mg %
G L — iR RN O I E ML (B G 6~8ilIH) DML T RO &
j’o’ U ’C&Z)S‘ —17)O

JOER S LS IR

i 94.0% (189%1/2011)
T AR 99.4% (159%1/160f1)
T R 2 90.9% (50%1/55%1)
W) &I 5 83.3% (10%1/12f1)

70, HeS A ARRSHORRBLIE 00 ¥ ik #0584 & 5 RUC1H 1 10mg & 248 35 5- L 724
FRfE (CEBEBRILEGER) (2B 5 ABESIN IR ERI378.6% (3361/4261) Tdh o
7218,
FHHER RO 70 N YRy 74 v e €y —HRISIRGUIETD o i il 4 s
BB E L7358 B O MBS L 2 BRI TED LB Y THo 7219,

1H 1[H5mg 1H1[A10mg e
(150f31) (151%1) (151%1)

FFEBIEL 411 2151 3201

524385 0 R F e 28% 14% 217%
(95915 HEIX [H) (104, 717) (035, 551) (1584, 29.27)

FWIH T BN — Rt 0.11 0.05
(95% 15 X 1) (0.04, 031) (001, 023)
P 1D P <0001 P <0001 -

a) Kaplan-Meier#: (2 £ 235, b) Log-rank#isE. ¢) #fiEid7 7L 7 » (1[HI50mgl H3
[iil)

(%)
100 -8~ 1 H 1 5mg
90 -~ 1 H 11110ng
o
80
70
§ 60
B 50
£
30
20 4
10
0 - I 8
T T T
0 12 24
At Risk 5Bt > ORIRI GB)
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X :072675) THotzo HbB, HH2AMPFE, #HEEIETNT TV —VF MY T4l
H1M5mg3 i3 1 H1M10mgl2 8] 0 2 T\ feR62:8 M kieiz 5 L 7220,
(BREBXE+IEERBICSTB2AU N 4— - EOUOKREOHHE)
17.1.4 ERERREER
AN INYF = Ea ) BEo B d IR O BE A R & L2 BN ORRK
HEE (FNTFTV—NF MUY A, TEFVV) VRRMBRYZ 5) A0~ A2 YDl
H20E7 H B DS 2B ABREERETEDOEB) Th b,
AITERIX, 9T 9 —)vF P17 A10mg. 7EF T 2 YRRWT50me (i), 7
F)Auv AL r200mg (i) $e512 L0, 1296104061 (31.0%) 1RO, £k
HIPERE o651 (124%) . BAE1360 (101%) THh-orzo 720 INTFV—)F b
V7 510mg, 7EX TP YRHMT50meg (Jifli). 75U Au~v A ¥ 400mg ()
fili) #5012 & 0. 123645561 (44.7%) \ZREIVERASTRS S, £ EIER LT #i2686)
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FNT TV =VF 7 Al0mg
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1A]20mg 18/ 10mg 117120mg
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(6015110241 (80f1,/102151) (77%1,/100%1)

N - 65.1% 87.1% 79.5%
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grade C U grade D | (116 (66/1760) 11760

E) IANTIV—F Ry Al0me/H, IV T I —30mg/H, * AT 5=
20mg/ H % 83 M LL_E#5-$ 2 RIS MERRRR L P I T %8
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PRI RIS
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18. FhFEIE
18.1 {EFMRF
FNRT T = N F BT AFERGAIE O BRI TR (AL 7 = 0T 3 ME) 12
%Y, 70 kR T (HY, K-ATPase) OSH3E% W5HG L CREEIEMER HE L. B
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f@ 6327‘ SS)C
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/*3
PM (poor metabolizer)
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FRUBIZFII L ) 74 &
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