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2. B2 (ROEBHIC(FBRELARNWZ L)

2.1 DAREDBEFROLALOMARDOH 5EHE [ BWAkich
WTERMBEE DML RIEEORLEBEZONDLER
DOEMMBASNTHRO, £ BERHIZHLA2EZHED DN
WBHRIELZEDOMENH B, ] [11. 1.1, 11. 1. 25H]

2.2 EIES b= A, BERBESEE O ATEE, 1B R RO R
£ ][iﬁi& A A KBNS B DR ENNAE SR
%,

2.3 EERTHEREEDD 2HEEF (9. 3. 1Z]]

2.4 EHEREHEREDH HHEE [9.2. 131]

2.5 FEYERRYYE, Fivaig. EERIMEOHZEE [1 A >
EFHC X D MBEEMNE TN D D TAFN O EII#E S 72, ]

2.6 AF DRkt UEBUE OO H 5 BE

2.7 IR L TW S RIEE D & 5 [9. 5]

3. ARk - HIK
3.1 #HRk

H7e 4

EA7VHY eElmg [h="1 |EF 7105 8E30mg [h—"7 )

HiF EF70% Y \EEE He EF 708 ViR
........................... 16, 53Mg| ++eereveerreereeeerneenees-33. 06mg
(Ex7U%yy &L Tlimg) | (EFZYU %Y &L T30mg)

s |REOKRS AL AD—2A)V S YA, EROFS T O
~ Elltlo—2, AF7YCBITRIUN

3.2 EFIDMHR
Waes  |EATUSY Uelbmg [h—") [EATY 5 2 §i30mg [h—1)
PRIR - AP HE~HHAAOERRA D OF#iE

apl 1 — R Tw500
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1. OREERE. EFHEEOH
@REERE. EFEEICMZTRIVERZILD L7 RIEER
QRFRE. EFEEICNZA Ta-I)LaAL 5y —FHERZER
@REELE. EFERECMATES 7 HM RRERZER

2. BEEE. EBEAICMATSA R VEEEER

5 BHEEX IR ICEET . EE
KEZHEHTEHEEE. 122 DRI SHEE SN D EFICR
ETTHZE, 220 EPIEDOHZIZIERE (Body Mass
Index=BMI kg/m?) T24LLEdHDWIEA > A o ikiRIEMNZERE
Bifid o > AU AET5 n U/mLLA L ET 5,

6. RERUAE

(REEE. ERERZIDHDEARVRERE EBEEICMAT
RIAHRZNDI L TEIRFae-Z VA5 —FRERIELLLZEST
T4 RREREFERT H58)

BE., RAIREAZ U &> &L T15~30mg# 1 H1EH &R/ X
FHIERICROREG T2, 2B, M. Fl, ERITK DS
W9 2M, 45mgZ FRET S,

(BEEE. BFEEICMATA VR VHAEZFERT 358)
WHE. RAIIREAZ U &> &L Tlomgz 1 H 1E & F X35
BRICRO#KET 2, ad, M. Fi, ERICK D EEHEET
5/, 30mgZE LR ET S,

7. REARVARICHET 315

7.1 AT S < BES N TV OT, ZIECBRET5
WA, FEOREBICEE L, 1H1E15mgh 585 & MET 5 =
EMEELW, [8.1, 11. 1. 2&14]

7.2 1H1EI30mg 545mglc ik U 7= 510 PRI ASTE B L 7= B34 <
SNTVNAHDT, 45mglc BT 2B E10IL, FHOREBICHEET
52 &, [8.1, 11.1. 25

7.3 42U 2 EDOHRAKFICBWTIE, BENZ<HEINTNS
ZENG. TH1ESmEh 51 G2 MIAT 5 2 &, AR ERERT
B ATRIE B LR 2 DRER - MR Z T B L S E I
fFoC&, 2FL. IHRE L TI0mg#@AB N &, (8.1,
11. 1.1, 11. 1. 2&J#]

7.4 EEE TR, TH1Emgh 552 MIAT 5 2 ENZE L,
[9. 8211

8. EELEANEE

8.1 BERIMERDIMNICK D EEX SN ZENEHFICHE L,
FLORENHEDDVIEIFIET DI ENH DT, RAFTOEF
i, BEURREEM, EROZICERL. RENASNIZGEE
WIEBIKAFORMZHRIEL, Z22T25X5BE2HETSHZ
&, [7.1-7.3, 9.1.1, 11.1.1, 11.1. 28]
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8.4 [RMMEZRLITZEND DDT, BFITH UK MBERE IR & N7
DOXMUHFFIZDNTHoHHT 2 2 &, [9.1.2, 11. 1. 4B08]

8.5 Az GIN/EBE THEMIEDIEEY X7 BEMNT 2 lHelk
MERICIBETERNVOT, UTORICERTSZE, [15.1,
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HPERFEQERDBD SNEHEITIE, BEBIIZ2T2L5HE
FIHRET L&,
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ENHISENTHBY, AFTBWTHHMEFNHLDOTEET ST
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8.8 KIMPHERZHL Z T ZENH DD T, HAEE. HEHEDEK
FIIMEL TVIEFICRETHEEITEIERETSH &, [11.1.4
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8.9 a-V )T ¥—VHEHREARKIHSmgDHHICH T L2
WIHESL L Ty (ERRERIZIZE A LR,
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MLUTWARWN [FRREBRIZIFEAERN),
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.3 FFiEEREEEE
3.1 EELIFHEEEERS

BHLRWZE, AFNIFECFETR#FI NI 2D, BHT DB
TNNH B, [2. 3BH-]
9.3.2 FHeEfEE5E (EEAMMEREEREER)
HEICERETSHZ &,
9.5 iTi%

FIR SOZIEIR L TWA AR O S D Eic3RE LN T &,
T MRERRE 5B T, 40mg/kgll EORETHE - BRIESE
CROEME. HEROEEROKM., THFRERREGR
B Tl3. 160mg/kgft TEHBY O LT XITREN TN ZN1H],
& - BRIBTCROEENASNTND, [2. 7]
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AHNEE & U TS RMBEECYP2CS TR S N, IcER DS
THARBICE ST %, [16. 437
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KROBWERD S 5N T ENHDDT, BRE2 IV, BE
MRS NG E IR G2 IET 57 SEYNEETTS 2 &,
1.1 EXAEIER
M1 DARE FEEAH)

DARENEED D VWEHRET 2 ENH DD T, FIE, 2k
EHN, DARRELR - #E (BN, #hiE LR, Kok
%) BNALSNEHEITEERGERIEL, IV —TRRAEEZERST
5 EHEUBMEETO T &, BIOLDAEREDOBZNDH 50
EEOBREZEICHRGET DDA DAY P EMHMTIEITIE. DA%
OBIEICEETSZE, [2.1, 7.3, 8.1, 9. 1. 1ZH]
11.1.2 ZHE B.2%)
EERMEEDEMCL S EE 2 5NBERENED 5 NZHEITIE.
BHEIDZVEPIET 2R EHEYRNEZITOZE, IS OUE
IZ& o THIERN S E LR WS, LEIRC TILV—THIR
(7ot R%) OREHEEETSHZ &, [2.1. 7.1-7.3,
8.1, 9.1. 1%®]
11.1.3 FHEEEREE. BB (GEARH)

AST. ALT. AI-PEOEL W EF %MD IFERERSE. BENH 5D
NBZENH D, [8. 35H]
11.1. 4 {RIN%E (0. 1~5%RKiH)

D BEFRIE 3K & OOt T, RIMEERS D bbb 2 Ehd 5.
K MBHER DD SN gHaE. AFD D WAL TW S HERK
Az —mich T 205 VWIHET SR SHEEICKRST S
T, iz, AFOFEEIT X D KMEFEIR DD 5 Nz 851213
HEEZ2EORMRZERT 2R EHEYRUEZITI &, /L.
a-7)aATF —EHER & ORFHIC X 0 RIMBEE RS 517z
BETWET Rz ET 52 &, b, RIMEERIZT >R
UHEHRFIZE < AL NTWS, [8.4, 8.8, 9.1.2, 10.25%H]
11.1.5 tEINERBRARAE (BHEAREH)

Wi, BiHE. CKER. mARGRFIAT7 o> ER 2R
ETDEBTRMIEDN D 5N d Z ENH 5,
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FERL. Rk, ENEE, SO RE (RER) SR shi
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713 SEOHKRAB T, BN TEIRORBEE ERMED 5N TN D,
ENOERER T —5 XN— A Z AW E¥RE TIRB kI, A MRV
I UHBHEARA KL TES 7Y &Y UG A HEICB N T
BIFOU AT OWIAGRD 50 TN 5BY,

H4) R, EEEMCHESTHEDND ZEND D, HIETED R NE
W5 NGE I IEBFEO rl et 2 Z B L) s iE 2175 2 &,
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14.1 BRRMABEOEE
PTPAED#HANIPTPL — b 5O ML TIRAT 2 L 5589 2
Z&. PTPY— FO#EIKIZE D, BB AR AH A L.
Egg?ﬂ%%:bf%@ﬁ%%@i%@%ﬁﬁ%ﬁ%?%:a
BB,

15. EDMDER

15.1 ERAR{ERICE D < 158
WSV TEMBL PR EE MR & UEEIE Q0ERO K
BOFR— MZE) ITBWT, BIEOTRAEY 2 7 ITHEH#ME
BERBED SN0, BEMEORKAY 2 7 MO et %
TR T DEFAMELMEIN TS, [8.5, 15.2. 15HE]

15. 2 JEERARALER [CE D < B3R

15.2.1 v MR T RI224 5 ARG DS L2 BTl
Zw NED3. 6mg/kg/ H UL EOEICEMEE N A SNz, [8. 5.
15. 1]

15. 2. 2 Tl KIGIRIERE (familial adenomatous polyposis : FAP)
DEFIEWHTHAHMinY 7 AIHEE (b vy ko s
UEJY) 2ROBE5LEEZA, BEREEORKUKEI 2
RSB EDOHENH D,

16. EHBHEE

16.1 MAEE

16. 1.1 BEREOKRS
RERANBFICEA T U Z ) > 20O#%5 U, i RZE (L
KEROCR#Y-T~V M-TI~V) I, TOSEM-T~IV
IEERBHTH 5.
R AN B T8N ZE G ICEA 7 ) ¥ > & U TLlE30mg % Hilal#%
O 5 U7zWE, REMKROEDHER/NT A—=FIZRDEBDT
H%,9

Cmax Tmax AUCo-336n T2
(1 g/mL) (h) (g - h/mL) (h)
REALAR 1.4=£0.2 1.8+0.4 11.6+2.2 5.4+1.7
CE¥1H + BEER 22)

R1 R2
AR | H3C-HaC- H-
M-I H3C-H2C- HO-

Ris SYO
@va M-I | HC-OC- | H
Rz HsC ~
M-IV HC-| H-
HO —

M-V HOOC-H2C- | H-

16.1.2 RiEHKRE
EEER A BT (64)) [C1H1EEAZ Y ) > &L T30mgZ9HM
QHHEIIMRE) KEROKS LR, R AR NEE LAY A
(REBAR+M-T~IV) Ol EEIZ6~7HH TIRITEFRREICE
L. RE#SGICX2EEEE Wb EEZE5N5,Y
16. 1. 3 EYEMIREEHER
(AT VSV 815mg Th—71)
EAZ7 U glomg [h—"7 ) &7 7 M A§ELSZE, 7 OAF—
N—EIZ XD ZENFNLE (EFX Y& > &L Tlomg) fEERA
BRICHBHERERR %G U bR LRBEEZIIEL. 50
7- 3 EIHE/N S XA —% (AUC, Cmax) 12D W T0%EH X EEICT
HEHEN 217> =45 5. 1log (0. 80) ~log (1. 25) DEIFNTH V. M
FID LW RIS VE AR S 47z, 10

(ng/mL)
1200 1
—o— 1 EFTUE Y UElbmg [h—1T )
1000 1 —— 1 7 N Z$ELS

| SEIME + EEEMRE, n=23
800 -

600 4

EREESHE

400 1

200 1

0

4 8 12 16 20 24
B 5% ORERE (h)

=N,

HEINT A= BENTA—F
AUCo-24n Cmax Tmax Tz
(ng + h/mL) (ng/mL) (h) (h)

A4 Velmg Th=") | 751441777 | 841.3+170.8 | 1.57+1.05 | 7.10+2.03

7Y~ A§Els 7328+£2027 | 807.5+241.0 | 1.5040.93 | 7.85+2.59

CEH1it £ R %, n=23)
MYEFEAEG OICAUC, Cmax 0 /85 A—& 13, HBEOBR, (RikORIREL -
WHR S DR IHIC & > THIS 5 WHEMED B %,

(EAT V&Y EE3mg [h—T 1)

EA 7L 5E30mg [h—T) &7 7 hA§E30%, 7 OAA—
N—EIc kv EnETnlgE (4705 > &L T30mg) HERA
BTICHBEEREOERS LTI RE(AREZHEL, Hoh
7 SEMBRE /N T A—% (AUC, Cmax) 1ZDWTNEIIKEIEICT

et 27 o 7245 5. log (0. 80) ~log (1. 25) DHEIFINTH V.
FI D LN RISV ATHERR X 7z, 10
(ng/mL)
2000 7
- EFTUFJ 2 0mg Th—17 ]
—o— 77~ Z§E30
1500 ] SE M+ REEE(RZE, n=24
i ‘
i
i Fl
#1000 |
i3 I

o ; ; ; ;
0 4 8 12 16 20 24
FEHORER (h)



HEINT A—F BENTA—H
AUCo-24n Cmax Tmax T2
(ng + h/mL) (ng/mL) (h) (h)
A5 53mg [h="1) 1306514515 1318+444 2.27£1.16 | 8.72£3.12
77k Z$E30 13038+3174 1288+391 2.156£1.29 | 9.25+3.24

CEA1l + EHE(R, n=24)

M PN TNZAUC, CmaxZ5 D)8 5 A— 4 1E, W ORI O RIUE K -
SRS DRI 1C & > TR D AR B B,
16. 2 WRIR

fREER A BT Bf) ICZEERIIBRICEF US> EL TLE
30mgZ& AR D5 U7z, BH%%GICB N TREARDTmax D
FEEMFH SN LM REAR D EYHEFRA /N T A —FITKER
#Z137a<, BAECEIZEEBIFEAERNWEEZISND,Y
16. 4 13

A7 U5y oREICIEF b o—L4P450 1A1, 1A2, 2CS8.
2C9. 2C19. 2D6. 3AADEHEDOH FRENES L TW5, /- EF
U I M F N O—APAS0FREFEHR I 7 0 — L OH
EMEICH LT, F 7 o0—AP450 1A1, 1A2. 2A6. 2B6. 2C8.
2C9. 2C19, 2D6. 2E1, 3A4ICIFEAEEEZ 522w (in
vitro), 012 [10. 2]
16.5 kit

fEEER A BT (1461) ICZEERICELZ D ¥ > &L T1E30mgZ
B AR O 5 U7z K, %* FEELTM-IV~VIAHhtE ., #5
PBASI ] & T D BAHR F HEMRIZHIZ0N T H 5, 19
16.7 EYEEIER
16.7.1 RIR=ZJILT L 7 HI

ZNWEZNVTVLTHEI (FURIFTIR, FUTIPR) HHBD2
BIERREE ) I LT, 1HIEEAZ Y ¥ > & L T30mg
ZTAMBREORS LR, E4 27105 2 ORBILEKREECEY
BE RE(LR+M-T ~1V) o i i R 13 A 3k D A D 21 pE R
WEFTORMBELELLTBY, £/ 2RIV T L T EIOIMH
TEEHER M OB AR ARICEERZA SN TR Y [10. 28]
16.7.2 a-Z Va4 —ERHEH

KTV R—Z AT O28IPE R EE 26 1T L T, 1H1EEA
JU& 2 ELT30mgZEROKE LR, BT Y5 > OiEHEl
HWEEE REMKR+M-T~V) Ol EITRERED A UL R
VAR 2L L7 AR o O 2Bl R A T ORER SIEBIL T
%, 1916 [10. 25 H]
16.7.3 E' 74 RREA|

ANFIVI O REHGHOHEBERABT Q4F) 1L T, TH1E
EA 27U ELTI0mgaERIOKRE LR, EX T U 2 0%
PLEWEE CGREMK+M-T~IV) O yEEizetsy s>
Bl SR O FERER A B T TORFE ST L TND, 17 [10. 258]

17. ERPRRREE

17.1 BNERVRLMECET S8R

17.1.1 EINEREASE D485, EM4EHER

2RIBERR B 2 MG, TH1EEA 7 U ¥ > &L Tlimg., 30mg
X1345mgZ %5 U7z —EE ML 2 & O SEERHABRICB W
T MG MBS S ERAM & N /=821 Dk R (THhEs i) DL
1) 1350. 8% (417/821%1) TdH .

2. EHIEGRE 28~48EMILL %) TH. ZeIERr b K&
U'HbALlc® NI HFiH L. 1EAOWTEEASNT. ZE L - MbED
ChO—LiiEsn T\,

FIVE P FEB A 1213, 2% (128/969%1) T, FIaEIERIZIRME - <
H (T19B)) THofz, 191929

(REHEE. EBEEEDSD2EERME)
17.1. 2 BN MAER

1HIEEA 7Y &Y > & L T30megZ 12E[# 5 L /= #5. HbAlc

(JDSM#E) 131 08+1. 47% (636 D EHME + HEHERZE) D REEATERD
5N TNW5,

BIE R BRI, 16.9% (13/776) T, T/BMWEMZZE - &<
A () TH-o7-.20

<;ﬁ;>$#§;‘f\ BENEEICIA TRIVARZIVD L7 B EERPD2EER
b
17.1.3 EINE DR

1HIEEAZ U &Y > &L T30me% 12585 L5, HbAlc

(JDSIiE) 131, 24+1.33% (5641 D  EHERZ) O FEED
5NTW5,
BIVERSEBUEEZ. 10.5% (8/7661) T, TEARIEMIEZME - < A

B#) TH-or.2

(BEEA.
BUFEPRIR)
17.1. 4 ENE DAEER

1HIEEAZ U &Y > &L T30mgZ 160k &5 L /-4 E,. HbAlc

(JDSfi#) 1%0.91+0.89% (G541 DI fE £ EHER ) O FRENRAD
5NTW5S,

FRIR MR O B 2 S ORIEMA67. 2% (43/64%1) 128D 5N, X
BEIEISIEIE (661]) THo7z.29.20

(BREEE. EBEEICMATES 7 H4 RREF 2 FERPO2RMER
&)
17.1.5 EINE DR

1HIEIEA 7Y &Y > & L TlomgZ 12, #D#%30mg % 163
5L 7-# 5, HbAlc (JDS{E) 120. 67+0. 80% (8340 1Ml + 4=
R O FENPED LN TS,

HE PR A D 8 2 S ORIER A5, 7% (13/83%1) 12g8v nh. &
TRBIVERNEIRIE B . RASVERME. FREERRE K OBNP LR (%2
B) I2ETH>7.20

(BEEE. BREEICINATA >R EIH % ER P O2RIERRE)
17.1.6 EINEDEHER

1HIEE A7 U & > &L T30me% 16J# 5 L /-5 5. HbAlc

(JDSfiE) 131.22+1. 11% (4561 DM + (R ) O FRENFED
5NTW5,

R MR D % 2 & O RITEM A%66. 7% (40/60f1) 1238050, X
TREME AR IMBERE (20610 . AR FME K O LDHEEM (%11
Bl) RETHH=.®

18. EEXNIEIR

18.1 etk
EFTVEZ 3 A R DZEEDA A AEG TR ER
LTA >R R 2 @R L. BT 28EAZIIH L. KiY
M B R 2 mo MR KT 5, ZOERIE. 122
U RSO ERTH ZHIENA > 2D U IERImEE 2 EwWed
B EICED EHREIN D2

18. 1.1 RASHEBICH T 514 > R U {EREE
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