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%ﬁ\&w‘wmﬂ%\%ﬁﬁiﬁ(%%%)%ﬁ%
O H5NTHEITIE, HP D ICHEXIREDOME % £
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14.1 EZFIRZMIEOER

14.1.1 PTPRZDOEANIPTP — b5 WO L TRAT %
EOEEIT B L, PTPY— FORBEMKICE D, LS
AP EERBEATA L, BICIZEA 2B L THER
RAREFOEELEMELHHET LI ENDH B,
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15.2.1 v bicSmg/kgbl FA2EMIEORSE L - Bk IC
BWT, MTHICHLF ) A ROREDSHALNT-ED
HEDD 5,

15.2.2 BER (5 v MEO#S25mg/kgbl ) THRKRE
SMAOMAT A aFs OEINPRESNTNEDT,

15.1.2

15.1.3

ERICH 7z > TFTHFRIRERICER T %,
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16.1 MRE

16.1.1 EERRABFI220mg 2z & N IFBRICEORS Lz
RFDOWERE BICHE N L EMBRE/ S5 A — 5 DFI{E

ERIRTY, [16.2.1 2]
BEMRABRROEYERINT A -
Cmax tmax AUC
kil (ng/mL) (hr) (ng * hr/mL)

FMEET 4374237 3.6%£0.9 937+617

B 453+138 5.3x1.4 901 £544
(Mean=S.D., n=12)
F7-. EREBASETIC5mg. 10mg. 20mg#% A~ T

RIE#RS L-F (%55HH) OEMEIREST X —F 1%
DTFoEBYTHBY,

BERASBTICBT 5 RERSE (5mg. 10mg. 20mg) DI
BHINRT TV = )T LOFENERE T X —5
Crax tmax AUC @ tiz
Rog ZRE (ng/mL) (hr) (ng - hr/mL)|  (hr)
Smg EM* 146+56 .0(2.0-4.5)| 236=%97 1.8+0.9
PM* 252+55 .5(1.5-5.5)| 585*137 4.2+0.5
10mg EM* 383+83 .3(2.0-5.0)| 539£200 1.5+0.4
PM* 509+ 64 .8(2.0-4.5)| 1230£200 | 3.8%+0.3
20mg EM* | 6544348 .0(2.5-8.0)| 994+477 2.3+1.4
PM* | 8224232 3 3 3.0-6.0)| 2331+663 | 3.7£0.3

(Mean=*S.D., tmaxidMedian (Min-Max) ,EM n=16,PM n=8)
MAFRBEERF b 70— L4P450 2C19 (CYP2C19) F£IRANZ., FEli#E
EFEEDAEENS,
EM (extensive metabolizer)
CYP2C191/*3
M (poor metabolizer)
CYP2C193/*3

16.1.2 E£MFHIEZFEHER
TIRFSZI—=F M LEE0mE [ 17 7] &89
Iy ME0mgE. JUAF—N—EIZLDEhEh]
$E (IXRTFTV—=F MU TLELT0mE) BEERA
ICHEEBEEREOR S U ISR RE R RE % Hl
ﬁb\ %Eﬂt%%?ﬂﬁﬁ/\"—?x-y (AUC\ Cmax) Iz
’)L\’CQO%GH?EEF'EEJF& THREHRIT 21T > 72 /6 R log
(0.80) ~log (1.25) @%BIP\TCE%V) HAI DL
RIS SR S N2,

:CYP2C19'1/1. CYP2C191/72X 1%

:CYP2C19%2/*2. CYP2C19°2/*3X &

HFENTA—% SENTA—4

AUCo12 Chmax tmax ti2

(ng - hr/mL)| (ng/mL) | (hr) (hr)

SNRTF)—=)LF L 1038.65 589.67 3.6 1.48
$E20mg [r377] +381.37 +219.85 +1.0 +0.49

o 1131.67 679.82 4.0 1.32
SVEREROME | o) g | 286,17 | +1.4 | +0.47

(Mean=+S.D., n=46)
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IZ& VAR LA F UK, 3A4 (CYP3A4) HEIST
B AN MERISIZ E D ER LTz ZA LA AN RD 51
72049, 110, 28]
Bt
BB FI220mg & EOHE Lz, 51524850
FTICRHICTIRNT SV —)LF U LADOKREKIZE
HENT, REWMTHE LR VBIERTZD )L 70
VEEAEASHREEDORN29~40%. XIVH T —IVERE
BIED 13~ 19% R =< izl 2
ZEYIRE{ER
HE (A X TV —) THREESRF M7 o—LP450
2C19 (CYP2C19) ~oR#EFEEIC L VHAEMER»R
ENTWVBEITENRL, TLT7UY (R-ILT 7 Y)
IR LTIRT TV —)LF )7Lz n s EFOIH
BEICEELZEZ W ENRESNTWS, £, EHHE
(5275 =)L) THAHBEEREF b 70 —24P450 1A2
(CYPIA2) OFEICLVHABEANROLN TS T
T4V LTHIRT TV —)LF b7 LG IMTEE
ICEHBEEZ W EPRESNTNED) Y,
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17.1 BXERURZEEICET 258

17.1.1 —RRERREER N O — S SR B ER
BiEE. TTEBEBE. BREAEEARUYESTIEE
2 RICIHE10mg X 1320mg % % 5 U 7o — iR i R &
BRO_EERERE (56 ~8EME) DRE
BREOEBN TH B,
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TR RIS

BiEE 94.0% (18951/201451)
T IERES 99.4% (15951/160f1)
MR RE 90.9% (501/551)
V)& ERIES 83.3% (1041/12/1)

BEABKUCHEO SO bRy T e ESY —i0E
IIRFUES O W B R BE 2 R E LR 58ERK
DNEFREIC L DBERIETROE B TH 727,
(7.2 2]

1[8120mg 1[E]10mg 1[8]20mg

1H1[E 1H2[E 1H2[E

&1k 58.8% 78.4% 77.0%
(601511/102431) (80f1/102431) (7751/10041)

grade A KU° 65.1% 87.1% 79.5%
grade B* (5645/86%1) (74451/85%1) (6651/8341)

grade C XU 25.0% 35.3% 64.7%
grade D* (4451l/16%1) (6%il/17151)) (11451/17451))

H) INFIV—LF YT LImg/H, TV VT T —
30mg/H. 275V —)L20mg/H %#&EML L& 5%
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FWEMET 29, SSICHESNBREEOEEI
3 FICERERALY 5 OEIDHEKD HWVIE T VY FF
VK AHERAEDOHEENEESEL T2 2bDEEZ LN,
FOM, TIYFF K o CERIEEAEET 5 A 6E
HHHERENh 3,
18.2 BEEDWMINGHIER
18.2.1 B ABFICBI A A A N VRS WL, 1
H1E10mgH 5. 1HIE20mgH G T &b ICBREH D
SERZIFERZRL. %#E5IHERUVOTHE OB
WEORFARIZIHIE0mgH S T72~76%. 90~96%.
1H1E20mg 5 T88~89%. 9% Td 5%,
18.2.2 " FHHBEBRERICBIAZITFIILTA 7Y v
AMPHIEIC & 2 BB W ZME T 52 (in vitro).
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MY CHBEEBRSW. BICT Yy MBS EBEER
TR A% I VRRE R w3t USE S 75 HH
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i o7 bRy FIHEFRNCHE LELS . AT
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IH1E0mg# 5. 1HIE20mgik 5 cE b IcEHZ LR/
{EAZR L. $#55HH 024K ICpHALL B2 7R 9 e
OEEIFX1HESMgH 5 DEM* T46%, PM*T63%. 1H
1E10mg#% 5 DEM* T58%. PM*T72%. 1HI1E20mg#
BEDEM*T61%. PM*T76%T# 52,
KIFREBERF b 70 —L4P450 2C19 (CYP2C19) FHBAENI, T
BRI SHESINS,
EM (extensive metabolizer) :CYP2C19*1/*1. CYP2C19*1/*
2X1ECYP2C19°1/*3
PM (poor metabolizer) :CYP2C19*2/*2. CYP2C19*2/*3X
1ZCYP2C19°3/73
H'. K'-ATPasefE=1EMR
7y BRI L D FHELL 7-HY, K-ATPaselcxf L, 5@\ E
ERHERTY® (in vitro).
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3-methylpyridin-2-yllmethyl} sulfinyl)-1/7-
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¥ 1 CisHoN3sNaOsS

SFE 1381.42
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