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2. 8 AFIOES K LiBBUE OBEAIE D & 2 BE

.7 MR SUTIEIR L T D aTRerE D & % &t [9. 521

3. AHA - tEIR
3.1 #ER%

=zl 7 VAN |z A B7AVE

Bere 15mg [#5k) 30mg [

VA7 UL T AT E LT
BRI 15mg 30mg

(188H) (HReA7Y % (BRexr7 a2
HRFEHE16. 53mg) YR 33. 06mg)
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3.2 HEOHR

4 e 7Y 2 b e 7Y 2
ks 15mg [##K) 30mg [A5Hk)
I LIS YNUES S YNUES
K| He~HE AR F A~ A
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TEAE (mm) 7.0 7.0
JZ & (mm) 2. 40 2.45
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1. OREEE, EBEEOH

QAEFE. EREEICMITRIKRZLYIL7ZHIZER
Qa®EEE. BEEEEICMATo-FILass—EREHE

e
@RES=RE, EBFREICMATES 74 FREFZERA
LBERE EFREACMATS VR VEHEER

5. EER (IS RICERET 55FE

AR BT HE01E. A v AU RPN HEE Sh b BFIC
RETDHZE, A2V ARPIMED BZI3ERHE (Body Mass
Index=BMI kg/m?) T24LL L&D\ NEA A Y o3 UK AEN 22
JERFI A > A Y A CTEp U/mLL B &35,

b. AZRUAR

(RERE. EBRRZOADEARUVERSERE. EBFEICINZ
TARALKRZLILT7EREa-FLadF—ERERHELLE
EJ7FH4 FRERZ=HERT 25HE)
ﬁﬁ\WAKME%#U&VV&wa~%m%mnﬁﬁﬁ%
TR BICR O G95, 7B, PRI, i, ERIC L
EHET A A, 4bmgH BfR &9 B,

(ﬁ%ﬁ% EERRICMZA TS VR VEBEERT 58)
SN N itiﬁ)&//&bf%méﬂnﬁﬁﬁmyu
HEBICRORST 5, 2k, PRI, Ef, JERIC A
355, 30mgx LR ET 5,

lm%&Umitﬁﬁtéa

1.1 FEES R L IEIC S S E SN TV D DT, K53
LEAT., HEORBICEE L, 1H1E15mgh &5 4 BtA
HTENEELY, [8.1, n12£%]

.2 1H1E30mgAh H45mglZ BB U 72 B ICTRIEASHL L 72613 % <
BHHNTNDDOT, 4bmgll&T 2551213, HEORIUCHE
ETAZ L, [8.1, 11.1.288]

1.3 A2 v EDPEFRARFITIHWTIEL, ENRZ L HE ST
52 ENG, 1H1ENmg LEGZBGT 52 L, REIZHE
T HGATRERL DA EOMER « EE +2ICBE LN
HEICITHY> 2 &, 72720, 1HEE L T30mgZ B2V &,
[8.1, 11.1.1, 11.1.2&#]

A EEE T, 1B1E g SR G ERBT A ENEEL
W, [9.8%1]
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8.1 FEERMIEREOMMICL D L E 2 DN D ERENEHIMICHEER
L. it@Tiﬁﬁ%béwm%E¢5:&ﬁ%é@f\Wﬁ
LP@«;&HE LRI, EROBIZER L, BENARD
NI A ITIXE BICARBI DR % 1k L, X%Téia$#%
?E%'F@“Z) Lo [7.1-7.3, 9.1.1, 11.1.1, 11.1.2&M]
7 DEXEFCODMLEB AR L SN ENHDLDOT, Y
mgw ERRA AT ) I & IcBlE L, BRENRO NS
T3 G A B IR 5 00 DV IRE T S 2 SEEIC RS
'ié L, [112%Wﬂ
L3 B TRSREREE 2 D A & LB A ST E A TR
%@E%%mb ﬁ%# R oNY (Wt F N N B 2 Ll | o RPN
Y EE(TH 2 L, [11. 1. 3R]
B 5117 i i t#%é@( BE ISR U AR & O
ZOXUTTEZ DT+ s 2 &, [9.1.2, 11. 1. 4%
]
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8. 7 R pE FRRI A BEIR I R AE 23 AL T 2 BN B D
ZEBRHOLNTEY . AHNCBWTHEMEFNH DD THET
Lk,

.8 (RMBHERZR -T2 L NHD DT, mFEE, HEEOE
REICHFL TV LIBFICER G T2 LEICREET L L,
[11. 1. 4BH]

8.9 a- s N X —EHEA & AHKILABngOHAICBIT 224
PRI LTV (BEHRRBRIZIZ E A E 72,

B.10 a-na v ¥ —PHEAI ANK=L Y LT RIEH LUK
FO3FN % O A 53 2 A OREVETHNL L TV 7Ry, EER
HREBREGE L 0 . BITERZBLERN & < R DB AR D ST
Do

8. 11 &7 7 A NRIHK & ARAN B 45mgDPFHITE T 5 22T
TESL LTy (BEHRBUTIZE A 70,

L HBEDERZEITHIREICEHT IR
8.1 &8HE - BEEEOHI8E
.1.1 DFXBEOSTNOHZVHEE. BiE. DHE. &
mMESHOEBEDDEEDHSBE
FBRMEREOHEIMIL YV LDAREEZRIESEDIBZNLLD 5,
[8.1. 11.1.1, 11.1.2%M]
2 BOEEFRCTEEAOH S UTOEERITIKE
I EARERE R A UL A R 4
CRFEAREREE, AUERREE, FHEAI R EER, RFERED
KNS GEN
* P LM ALEES
SEEOT L o — UERE
[8.4, 11.1. 48]
.0 BREEERE
20 BEELEHEEEERSE
BH LN L, [2.481]
0] BREEEEE (EELEREESEEER)
HEICEETHZ L,
.3 PR ERE
A EEGHBEEEERSE
BH LW Z &, AFNTXEICHFIRCRBI SN D720, ERTD
BENRH B, [2.35H]
L2 IFRElEERE (EELHHEREEEEER)
HEICERGT DL,
9.5 LEHR
TR SUTIEIR L CW D ATRENED & % ebEic i G- L 2 &y
F v MBI 5B ClX. 40mg/kgll EORETHR - IBIE
WUROEME, HEROETFROEMEN, v B RARMH
HHRBRTIX, 160mg/keghf THBEM O T ULFED TN ZE ]
B, B BBEECTEROEENR AL TWD, [2. 72/
9.6 BILW
Ve EOB MR OB OFRME L ZE L, BAOMEE X
EHIEEBRFT 52 8, BER (7> b)) THHF~BITT
L2 ENHEINTNDY,
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8.7 NRE
NS E G b U BRIR BRI SN L TRy,
9.8 EEE

REARBICEE L, % ol Lan oEEICEE T
5L, —MRCAEBEBEMIET LTS, [7.48H]

10. A E/EH

AANTE & U TIFEMAHEEFECYP2C8 TG S v, M E D
SFREBREICEEG T 5, [16. 42 1]

10.2 HtRFE (FRICEET S L)

A4 5 BRAER « HEE | W - fERRIN
B PR P FR 3R i b 2 5 B9 5 5 | PRARRCIE, fbERE
ANE=A T LT | ZENNHDDOT, K| TIEM O H I &
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]

T o SREICES
THI &,

VIRY: V) I AP Shcay N
b5,

$KH 5 %

B RAEIR - HE 715

B - fabRIN 7

B PR I 3 & OV O
s R T VE 2 1G58
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RITWEIC L D

U775
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7
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MATslveH sy %
' DAUCH 54N T
THEORENRD D
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11. Bl{EA

WOBHWERNS bbb ZENHDHDT, BELE DITITV,
BN LN AICIIRE 2Rk 5 7 Y 2R AE 1T
&,
1.1 EXLEIER
1. 1.1 DFE (FHEARH)

IDRENHED HVNIRIET D 2 EB8H DO T, FIE, AR
IREHN, DASRER - Bk (B, 8hiE, DR,
KE) BHRLNTEHEEITITRESEFIEL, v—TFRAIE % £
5427 EHEYIRLE T 2 L, FHCORRRIEDBEND
HDLERBOBEICEGTIHESCA VAU v EOHT RIS
X, DARZOMEICERETSHZ L, [2.1, 7.3, 8.1, 9. 1. 1&
& ]
11.1.2 ZIE (8.2%)

PEERIMAE DI L D LB X ONDRENRRD S =HAIC
. BEHDWEFIET SR CEY R MAEESITIZE, D
DIEINZ L > THIERPLE LR WH AT, LEIZIETT
N—TFRA (7rEI FE) OfEEE2BZESTH L,

[2.1, 7.1-7.3, 8.1, 9. 1. 1&Mg]
11.1.3 FFigeEREE. J|E (W)

AST, ALT, Al-PE O L\ EF- 205 IFHRERE, J#ENH 5
bhbZEnbsb, [8.35MH]
11.1. 4 {EM$E (0. 1~5%ATH)

D BEIRIF SR & OO ¢, IRIMFEER S S bbb Z &1 d
%o EMFHER SRS SN HE. AFHHVIEPEH LTV D
W PRI 3R 2 — BRI P IR 5 20 B VIR 5 e PIEEIC
BHETHZ L, Fo, AFOFEIZ X 0 RIILFEERIZED b
FHAICIIEE 2 G0 R MM E BT 572 U R B AT 2
Lo EEL. a7 NavF—EER L OMRIC XV KL
JERDBBO DN HEITITT Rz b5+52 L, ok, K
MPHERITA AV PRI E S BTV 5b, [8.4, 8.8,
9.1.2, 10.28M]
11.1.5 HEBUHRERE (JUERH)

FPdE. B, CKES, PR OGRFIA T ey ER A K
BETHIRBTHMIER S LoD Z ERH D,
11.1.6 FEMEmS GHER)

FEEN k. PRORIEEE, MiEoRE (8EE) SRR LT
WraZid, BT EXAR, MECT, g~ —h —FohE
FEEL, RESEO ONHAICE., eI, BIEK
BAHRNE RO GEOHYRLEEZITS L,
11.1.7 BEBOER (0. %K)
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V2R D HEIR
973 P R
DIE(E

D)
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BE i N 0> &
JiE X
L T4)

VIREAD

o, 2480
n

D) Mg & e HA
12) [8.2%M]

3) AEOEKRR T, LHICBWTEITORBEHEE AR
BWOOLNTWD, ERNOEREHRT —F X—2 % f iz
JERIRAE TR B Itic, A MoV S R A A A &
gL CeAd 7Y 7Y UHEBEE A RANC S TR IO
U 27 OEMAFRD BTN 52,

TRIE, (KEBNCE-STHEODbNDZ Enb D, K
FE OB RERD NG A T HBFEE O /e 25
B LMY e g AT Z &,

14 EREDIEE

14.1 ERIZABHOERE
PTPEEDIEFNIPTP Y — by HER Y B L TR T 5 & o R4
52k, PTPY— R OORREKIT &V | VG A 0 S A i kG I~
AL, FIIFZEALE R 2 L CTHEBRINA % O EE e & HE % 0F 5%
THLZERD D,

15. ZDDEE

15. 1 BREREEAICE D <1F#R
WS CIHENE U 72 HE IR IR 2kl & LIS se (104EF oK
M o R — MFZE) 128\ T, BB ORA Y A 7 ITHEHEM
RHBETRD R T2y, BEREORA Y A 7 B af
HEVE 2R+ DI L MG ST\ 59~ [8.5, 15.2.1
Z ]

15. 2 JERRPREABRICE D < 1Bk

15.2.1 7 v RO~ 7 RIZ24 5 A MRG0 &S LR R T,
Z v NED3. 6mg/kg/ B LA EOBHCEMIEE A4 bz, [8.5,
15. 127 ]

15. 2. 2 M KIGIRIESE (familial adenomatous polyposis :
FAP) DEFNLEWTH HMin~ 7 ATHEE (haZ V&Y Rk
Cuav 7 Vg y) #R0O%5 LizE 25, HBEEROEK O
KESEHRESELZLEOWMERHHD 8,

(3 HICIREIFRE) 12179 Z &,

E4)

16. B RE

16. 1 mAARE

16.1.1 BEEEAO®ZS
EHRRABFICEA T Y & O E Lk, mdicidor
BALER KR ORE-T~V M-TI~V) BZHEh, #0955
M-I ~IVITEERB#H TH 5,

fEEERL N B F-8BINC ZE I oA 7Y # Y 2 & LT 1A 30mg & B
EIfE O 5 U2 RE, RE(LIR OISR E TR /ST A — 2 Xk
LBV THDBY,

Cmax Tmax AUCo-336n Ty/2

(u g/mL) (h) (ug+h/nL) (h)
REAGE | 1.440.2 | 1.8+0.4 | 11.6%£2.2 | 5.4%1.7
CEEIfE AR )

Ri R2

E AN H3C-H2C- H-

M-1 HsC-H:2C- HO-

Ry 5\%0 M-I HsC-0C- H-

I;%ﬁwijiyg M-IV H:C
)i __HC-| H-
HO
M-V HOOC-H:2C- H-
M-V HOOC- H-

16. 1.7 REHKRE

EEERR AT 7 (641) IC1H1EE A7 U # Y b L T30mg%x9H
M CHBIXARE) KERDEEL Lk, REELOTEEL
EMER CREMEHN-T~IV) o hiEEIx6e~7H B TIEIE
EHEREBICEL, KERGICIZEBEIIRZVbEOEEZBN
%9,
16. 1.3 £PEHRISHEHER

(A7) 2 8E1bmg TH5#K))

A7V H Y EELbmg [k &7 7 M AREEISE T v A4 —
N={BIZ LY FNEhl1sE (47 ) %YL LTlbng) fdkEE
RN B MR R OB S Ui R 2SR IR A ) E
L., &5hi=mEhe X7 2 — % (AUC, Cmax) |22\ T90%15
FHX A CTHERHIRIT 21T o 7245 3. 10g(0. 80) ~1og (1. 25) @
FHHHANTH Y . BHIOEYERRSIESTHER S 7210,

HENRT A—H BBIINT A —H
AUCo-24 Cmax Tmax ti/2
(ugrhr/mL) | (ug/ml) (hr) (hr)
vA Ty H 6. 58 0.73 1.7 7.1
$E15mg [F5AHK) +1.04 +0.15 +0.9 +2.3
7.25 0.79 1.9 6.8
ABE
77 hAGELS +1.51 +0. 14 +1.0 +2.5
(Mean=S.D.,n=23)
(¢ g/mL)
10
—o—EA 7R E15mel ]
—o— 7YULREE1S
mog
g Mean=+S.D., n=23
i
[
#+ 06
ph
1
204
J
Z
?m
00 : ‘
0 4 8 12 16 20 24
B 5% DM ()

(A7) 2 8E30mg [854K))

AT Y XY UhE3Omg (58K &7 7 N AE30E 7 v A4 —
N—ElIckvznFEhnlsE (4270 %Y 8 LT30mg)
BN B AR R BRI 0BG Ui R A LR R &
L., &5z MmEhfe X7 2 — & (AUC, Cmax) 22\ TI0%1F
FHIX RIS CTREGHIRNT 21T o 7oAk . 10g (0. 80) ~1og (1. 25) &
FHHHNTH Y . BWHIOEYENRSIESTHER S0,



HIENRT A—H SBIINT A —H
AUCo-24 Cmax Tmax t1/2
(pg-hr/mL) | (ug/mL) (hr) (hr)
== A 10. 65 1.15 1.9 6.6
$E30mg [ A5 Ak +2.61 +0.25 +1.0 +1.4
11.02 1. 20 2.3 6.8
2 BE
77 ABE +3.55 +0.39 +1.2 +1.4
(Mean=S.D.,n=20)
(ug/mL)
15
—o— EFA TS U EE30mel Tk
0 —Oo— 7Y LREE30
4% Mean=+S8.D., n=20
El' 1.0
prd
g
Y
2
7 05
~
B
E
00 © L L
0 4 8 12 16 20 24
5% 08RG

I HE R E A ONCAUC, Cmax@ED /8T A — 21X, #BRE OIR
IR OEREUEEL - BEE S ORBREMHIC K-> TR 2 WREMEN B
Do

16. 2 IRIR
R AT 7 (8 ICEER T RZICEA 7V 2 e L
T1[E30mg % BA[AIRE O 5 U720, A% ICR W TOREE
DTmax DIEF I B 3Tz LM R EACAR O 33 L Fmr < 7
A—BIZKRE TR, BRICIDZEBIIIZEA LW ESE
ZHN59,

16. 4
vA 7Y X OMRBHTIET N7 v — AP450 1A1, 1A2, 2C8,
209, 2C19, 2D6, 3AMDBEH O FHENEE L TWb, £72.
AU E Y3 F R o —APASOS FRERBLI 7 u ) —
LDORHTEMEICH LT, F b7 12— LAP450 1A1, 1A2. 2A6,
2B6. 2C8, 209, 2C19, 2D6. 2E1. 3A4ITIT & A CHELX H 2 77
WIS 1D (i vitro), [10. ]

16.5 HEitt
R NS T (146]) ([CEERICE A 7Y 2y v e LTlHE
30mg & H[EFE A G LWy, JRAICIETE & LTM-IV~VIA Pt
Eh, BH1BASIERT £ TORBR PHEIERIZRNTH 51,

16. 7 EMEEER

16.7.1 RIKR=JLHLTH
ANVK=NVTVTH (IR FIR, 7V 27 TYFR) i
R OBIBERIE RS (OF]) 1L T, 1H1EIE A7) 2 vk
L C30mgZ7THMRROEEL L2k, 47V %V v OREE
FOVEHAL &M AR CREE M-I ~1IV) o iR as
PIED B DO2RIBERIFRE TORER LML L TRY, 72, A
VR =V D LT AIO M R EHERS R OVE B A RIS A 5
NTHRND ) [10. 28]

16.7.2 a-FNLasHa—EREH
A7V AR —AF A FO2RERF BE (4241]) 12xfL T, 1A1
BRI ZY e LT30mga RO E LR, €470 2
COFEMALAE AR CREKRFN-TT~IV) o ARE T asE
JRIED I AT A VR =)Ly LT Al A oo 2RLBE R 953 FB g T oD
FERLITEILTWAD. 10 [10. 258 R]

16.7.3 EJ7F+4 FREH
A MRV U RERG P ORERANS T (146]) 23t L T, 1
HiEIEA 7Y 2 b LC30mga R O&E Lz, ©4 7Y
2 OIFHALAE G (REMK+HM-T ~IV) Ol HR %
A7 &2 B SR OB A S T TORR LRI T
WA, [10. 28]

17. BERERRHE

1.1 EERURESHEIZET 558

17.1.1 EIREHAE IHEEER. £ IEEER
QRIBEPRIR B E At 421z, 1HIEEA 7Y % & L Tlbng,
30mg X (345mg & £ 5- L 7o —H B MR & & o - R R AR BUBR
WZRWT, A MBS B AR S =821 Bl o dkEsE ([
FEikEE] LLE) 1350.8% (417/821451) T 519, 18)~20)
S50, EUHGRBR (28~48 ML L E) TH, Zepgmrm
P K OHbALe D FREIZFHE L, (EHOWE XA NS, ZEL
7o ha— G5 T 523, 20

BIWE I SSBUAEEE 1313, 2% (128/96945)) T, F/RBIWEMIZIZIE -
< A (190) THoTz,

(BEEZ. EBEEOAHDIRFERRE)

17.1. 2 EIREMEHER
IHIEIEF 7Y %V & LT30mga 123 B 5 L7 fb 5.
HbAle (JDSHE) 1%1.08E1.47% (634D FE AEHERE) @
TRERFRD BTN D2,

BIEFEBUAEE X, 16.9% (13/7741) <, L/RWEAIZIE -
< A () ThHhoTz,

(BERE. EEEECMATRALKRZILIL7HZHERBOD?
BIMERR)

17.1.3 EIRFEMEHER

1THIEIEAZ U ZY b LT30mg& 1208 M5 L 7=k &,
HbAle (JDSHE) 1%1.24+1.33% (56410 FME CAEWE(RE) O
TRERTRD BTN H2),

BIVE B 1, 10.5% (8/76(1) <. L/AFIVEMILIRNE -
< A Bf) Thot,

(BERE, EBRECMATa-FNas5—CHEEHZER
hDIBRIFER R

17.1. 4 EIREMEHER
IRIEIEF 7Y Z Y vl LT30mga 16 M5 L 7=k &,
HbAlc (JDSHE) 130.91+0.89% CEHEHIERERZE) O FREN
BHHNTNSH2),
FER RN O B 2 & LRIEA 267, 2% (43/6441) 123D 5
. EeRIVERIKIEZE (66]) Thot-,

(BERE, EBREICMATES7H4 FREFZERSBD?
BUMERRR)

17.1.5 EIREMEHER
THIEE A7 U ZY' & LClomg & 120/, £ DO #%30mg % 1638
R G L7-f5 5, HbAlc (JDSfHE) 130.6720.80% (831D F-
HEEEFEZE) O TFEPED LN TSI,
FER R O B 2 & 0RIEA 215, 7% (13/8341) 12D 5
. EREWERIZEE 3F1) . RAMEEE, I & OBNP
& (Fepl) e Thotz,

(BSEE, EBRECMAT,S VR VEEI#FERATOIRE
73]

17.1.6 EINEMEHER
IRIEIEF 7Y Z Y b LT30mga 16 M#% 5 L7-fk &,
HbAlc (JDSfE) 1%1.22+1. 11% (456D FHE HHEHERF ) O
FEEAFRD 5TV 52D,
R RN O B 2 & T RIEA 2366. 7% (40/60%1) 123D 5
. ERBANWERITRMEHE (2041)  RAYPEEIE K Ot ufn P LDHE
m (&1l 72 ThoTl,

18. ZExhZEER

18.1 1R
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