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A Y UMM, B HEYS LHE2 AESZEE Z0M 100
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), 9o S0Z01M 0.7%(18/2,408F)RICt EXIE 4 A WMtz =
MNEFZRE FOIR0IA 0.3%, Y12 F0120lIA] 0.2%%Lt.
MM AL
AEZEE
MEFZZE 100 mgS S0{5 ToflA MUK 0J4EESO| UMES 8.2% 0I1,
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24 %, 2R Y, 01F W, A UE ULAIFHO| HAEIATE 245 AIF0]
SHmE ¥ HEZ20! HIAQHN st AIEBEE 100mg 1Y 13
F71EL 9loF ThH| HbAS R2I5HH JHMIH QB (E 6), FPGO CHSHAE
21} o] SHKOR Q05 A7 LIEKATH-20.7mg/dL).

B 6. HEZ2010} F2HI2|E HEQHOZ HIYXH0| H HX| o= ARE
it SXj0f TS AERSRIE 271 889 Ra Bt Zm4)

AERRZEL 100mg oot
+ZETRIE(Mmg/Y) | +22HIRIZ g/
+HEZ2201500mg/2) | + HEZ2DK1500mg/2)
HbA(%) N=115 N=105
7IRHAE () 8.27 828
7 R HE e 3
Gy 059 030
opop ZTRE +
BEz2eich| 7o) 089 -
(23 Ha1)
HOAT%01
S5 8 (NG 26(226) 100

OIS E0] HS BE SR} ZIch(intention-to-treat £41)

TEA RS Br2 01T HSLoHH QY X 7IXHEH0l Choh 2EGIRCE
100,001

HEZ200: SAIZ2{ERE HEQH0| ChEt AERSRIEIS| F7}E8
HEZZ20I(1500mg/Y) % ZAIZ2/EE(4mg/Y)O= HYEHO| H =X| o=
H2E Pt SRHHbA7%~10%) 26282 A2 AEFZEE 100mg2
7+ Y89 Qa4 9 e WISl| I8t 54F(185:+36F o), PRI
B, O1F U7, 2Iof hZ UMAIF0| HAIZIQIC 185 A0 HEZ2DIt
2AIZ2/ERE HHZQH0 CHEt AERZEE 100mg 19 18] £7HYE2 (0F CiH|
SAXNOR RO5 HoA /NS LIELHQD{(H 7), FPG Y 2-h PPGO CiahAlE
|OF CHH| 247t LIERITHFPG, =19.0mg/dL; 2-h PPG, -37.9mg/dL).

547 A0 B7HE HbA,,, FPG, 2-h PPGO| L3t ZA&HE 185 AHY
29} FABIRL

B 7. HEZ=D 2ASEECR JEYXHO0| & HX| U= A2 kY
SRjol T3t AERS RS 271 89| RE4 W Zui(18F)"

AE2EE 100mg+ | ojor4 yegan
HEz20) T('Qw 5?J|B7ng/_°§
(2150mg'8) | 4 2T
+ZAZZEE (24-8mg/Y)
(=4~8mg/%) =
HbA(%) N=168 N=88
7R () 881 873
7IMAEZRE Q| Hat
(o By -1.03 -031
9t + HIEEST| +
EAZ2ERE Ot K10 -0.72 -
(2% ")
HbA(7%0i
sgg v | T 8%

Ok E0f HS BE SR} ZIt(intention-to-treat £41)

TEA HZ B2 01 HIZoHH QF X 7IXAEH0N CHol S EGIRC.
100,001

HEZ=200 OlE3 HEOM0| Ojst AIESZEIY £748
Ql&2(+/-HER2NQHOZ HATHO| & £IX| o= M2F Dt BRHHDA,
7.5%~11%) 641%S YO AEBZE 100 mg X7+ H80| 2541} 0PNy
2 B7rol7| fiet 245, FAIR 1Y, OFF U, 219 thE YAIR0| S
X|2H S run-in period)0fl SRS QPHX 8240| QIAIERIY, N4H E=
F{1¥)2 HERM E= HER20101500mg/Y)at MR Bk, oiE
7|7t 30 SHERHR SIBEIX| AL,

247 NFO| HEZ 21t 0158 HRRU0| i3t AIESZE 100mg2) F7HEE
2 9ok thH| EHXOZ Q95 HbA JiMS EFHOTH(H 8) FPG Y 2-h PPGO|
CHoHM L 919f CH| R2I3H 2447t LIEHHTHZIZE -18.3mg/dL, ~40.4%).

E 8 HEZ2DIIHHESHI82QHO 2 HFTHO| & HA| Y= M2y Sy
SRjo T3t AERSEE 27t 89| RE4 W Zuj24F)

AEFZEE 100mg olof
+QSZ+HERST | + Q182 + HERZ20I
(41500mg/%) (#1500mg/2)

HbA(%) N=223 N=229
7IRAE () 873 8.60
7IMAEZRE Q| Hat
(55 1) -0.66 -0.13
Sfot + Q1)
+HEZ201 ThH| Rf0| -0.53* -
(29 gpt)
HbA (7%
CEH BRI [NOW) 32(143) 12(62)

TOFg E0f B2 DE SIX} | Hintention-to-treat £41)

TR RZ B2 A I R0 QISR AIB(EEY vs. HIZEY (U T
RI&]), 7 IRHSEf0]] Tl 2 AaI%iCt

OIS ASE ASRE el FUGH YUTHP)0.10).

%p(0.001

42| Z2R(+/- HERL221500 mg)QE HYAHO| & E|X| %= 6602
0= AEZEQ| Qs BEGTIS HIol7| 95t 24, 2R HE, 015
B, A9 X LHARO| 712 AL HbA7 [KteEl= 8.74%01%4 1
HOJAZIQI Ol B 37IU/U0IACM SIS LHAE T S 2X/0f
274601 Qlad 2R 8YS FHOITE KAS AT HbA Y FPGE
Tl 8 HIIHSE0| SR

247 AEO| 9 Qls 8% F7H= AERBEE 100mg FOiZ0A 191U/,

rir

91O 241U/22 AEFZEIEI 100mg SO0 © KSIOBSIofZ T
51U/, p=0.009), HIEE251 £0f Q20 H3HS WA 9UCk

TECOS AJBI2 914 SlAIal

1R} A TR ABED] 21 A, BRI A2 BRI S5
= 0lp2 B BOPS BB 517 AjZio| =B 201, 2% HEEH Bt
A i) B3 A, BRI MM T BRI HE50 15 AR
13} 8 440 8 IO £E AZE BE 0| o3t Al SEY
YHOR Ol 9j2l0] BEISRL.

X242 Rio] BOf191 3 0f%, Ul X201 201E AEFREIS 78t
BP0 I0ILE MSTHOR Ot 19l 9182 0[X] IUCHE 9)
B9.58 437 243 20 25 20 big

EERR 9ot
7,332 7,339% i
= S| ofsiH|(HR)
FQ HEHA M 1002tAt 1002RH  (95%
BR | de | B | -E | M7
(%) |(patient| (%) |(patient
~years) -years)
15} =25 2} 1
(MBI B ALY,
HIR| A MM 839 851 098
prEs e g |14 | M| a1 | 42 | 089,109

UAS ol 2Ky

BAIX)

i3
E— M| |9 |
swmeeay | 3 &
wasaazy | BB | - | 2R -
wmes | §5| - |1 -
somsuzoz |18 | _ | 117 |
g gj2 (15) (19

i hin
e TR A, | 745 746 099
ﬁngq gg@ﬁf 102 | 38 | 02| 38 | 0e9 110
HIR|BE HES)
2) SYNE HE
O LAY, HOIHY, 2Eis
MNEEEE
QU4 BHEES LHAOR AERZZE 50, 150, 500 mg/kg/day2l 82O 2147+
LAMAIFO| 2Tt YRFOM 23 2H MF/UB(Combined liver
adenomaycarcinoma) 40| Z71311, 270 500 mg/kgOiAf ZH2te]
20| Z7I5IC. 0] 8F2 AUCHIME /=2 & mf QIMAAENEY
(MRHD)2! 100 mg/day®| 72| 60HIFES] EZ0IC 719 FUS 150
mg/kgOlid ZEEIX] kT, O] 82 IMAEEEZ A 2080
aiigots 8ot
Ot OFRAS [HAIO 2 AJERZ-E! 50, 125, 250, 500 mg/kg/day 202
297t HOIAIRS SEIGACE QI ZIHEERZY| A2 700 sigoks
500 mg/kgOild 01 E7|OME Z40| 20| Z7KSHK] AT AEE-E
2 HE20IS 088 SHSHH0I(Ames)A/E], CHONIZS 083t A2l
FMHOIMAIE I MOIMERSHEA, HE ZHIE HABMKOIIAIRin
vitro alkaline elution assay) & OIRA ZEHNEE 01235t H|LHASA BT}
L2 YUY UL HO2 I HMRORLU0| LIELIX] 24Tt
O] 2EHS AIZOIM 125, 250, 1000 mg/kgQ RO 47404 Wt H
4774 Wb Al Y SZNEDR S8F)F0i0k, LN wHf2FE!
ANTUTA| ZE0] BRI 125 mg/kg(@IMA{ITER| 2H126H)0fIA
O :Elfs ORYE ZHAIEIX] YT URTH(QIM Z|CHAE8 20| 258 L 100
HOIME S0 HAME MES2 B717 AZ0IA ZEEIQUCH
HEZ20I9A
HEZ20IR2 1R Ei= 2A1%02 WHHE= ofF0ILt BHS 07N 7=
AESEEY JHS LEX Y=
7R UALARO| HE (S 1045 X&)% DILA915 XI&)0f Choh 242
900 mg/kg/day2t 1500 mg/kg/daye] 802 MAIZIYLY, 0[2f3t 82
HEHN0 7|25 QM9 19 HOf G138 of 3Hj0|Ct -4 DA
BE0A O] o} 2ATE WHHO| S7= YUUCH FAISIH 2758 SHEQIA 0]
o0l 2ot Y FUIKsHS AT T2t 900 mg/kg/day2 F0i5t Y3
SHENN &Y 2HEY X1 8 30| B716ks 0| A,
SAUSHHOIAIZ(S. typhimurium), REAH SO (OIRA HTE AT),
G| OIAIR(ARIS] ) Ei= A LY A3 AIZ(OIRA SSME)0A
HEZ2RI9| HH0|24 7K540] thet B74= AUt
-2 BEQ| IS 600 mg/kg/dayS] WRY, E= HERHKS JFEC2
2|0 5189 & 265 SRS I HIEZL2010 o HakS BIX| YU
O8M=Y
9t ETA HASE MASHARNA 0] o 125 mg/kg SZ(QIA
E|OFEEEZO| 126 0 SHF)IX| S01E If, SERSOIL Efofol &4
U 2L YRE HHOR of TIRARY Zik= o0 SE0M
HUSHAE ZI2 34 AROIMQ HSE 05 4 Y= 42 oiEa
UL A2 | =Lt
ANESEES YIS 31 =0 ETOA YA 6~202(7 2 E471)0 £
Al HEOIA 21 250 mg/kg, ETNOIA £ 125 mg/kg E= AUC Bl
Z71610] Q17| ZCiEEEZe! 100 mg/day2| O 308, 2087HK| £012 O,
Z|7[342 QT =0 1000 mg/kg/day (QIMIEIEESERI 100
mg/day2] 2 100t =50 SiEF)S Z7EH Al DELLXE M70IML
52 YYRTio YYE0| Z7RIC
AN U0 1 2127HK] 1000 mg/kg/day 8 Z7E013E A= M|
QU< DM HMS0| ZAGIRLY. 7ISO|Lt S0 O TS| ATt
MEIZEER g 0] £0] 2 2417400 oF 45%, 24A12H0] 80%7}
IS IR QICE, ET0IM= S04 5 2412401 OF 66%, 24A110] 30%ALt.
3) AASTEEHAFY
B XHHE[0F50/100022) 08 (MUMAG)T TEY iFHEH0/
100022/ 73 GIRANALIGF)S 22 WRAAFOR 2t 1734 74285 ARI01H)
S5 A He| 37205101 2832 25 AEREEE 2 HEZ=RIS 2t 21,
H|wH7} B=X] (AUC, CopES 21 HIEIGI SAHIR2] 5194 O, BX| A1
90% AI27210] log 0.80Af log 1.25 O|LiZA] MBstHo=2 FE&iE YT
iR,

WetZeE)
HnE7S W=
E &U&ﬁb (ng %L} Traltt) | tiphr)

R-EY 300
e | so/homane | 142 | 180 | GGG | 97
AT | 225 | %337 | oo | +158

AeOEORS | 143 | 1603 | 300 | 905

Al | 50/100022/ 32 200
(NUHKz) +182 | +492 807) +1.57
%A1 % | 0

0.9759 | 0.9725 - -
~1.0341 | ~1.1615

(AUC, Cra, tins Bttt BETRL T SUZHHS), n=28)
AUC: SONZISE| HESE T HYARHINIG SEsE-ARISMERI
Cro 21SEET
Toae HNEBSEEARE
ty ALY
“HIEIIISAIS 21U BRR Kol 0% M2

(71& : log0.8~log1.25)

(HEZ=22)
HE7RE AW
T AUCos, | Co
(ughym))| (ugnl) Tralht) | tiphr)
TEHEY 2.25

129 | 2008 484
09 | 50/10002222 050
251 | SQN000SIe | <z | 0508 | 950 | 4132

NTUEOE 061 | 1047 | 290 | 4

A2t | 50/1000242 3 o | &
(NUHKz) +2.297 | £0.427 ~4,00) +1.69
0%z 0 |02

0.9412 | 0.9211 - -
~1.0371 | ~1.0457

(AUC, Crax, trrs Bat = BEHRL, Top0 YRS, n=28)
AUC: ZOARISE HESZET HUARZHIKG A5 -ARZIZ SRR
Crac EIEESE
Trort ATBEEEESAR
iy WEHAMHEI|

H LB RISRIS 2B ETR| Xof 90% M
#0] o2 MURIHEF) AH-=0|EJ0FE50/50022| 18, AH=H E|0}E50/850
22728, XH-HE|0FY 50/100022 T30 SUSH AE 3 SUF MUY
O T3S LRG0 A= HESIUS.

(71 : Iog0.8~log1.25)
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UKR7|, UR(1-30C)HH
| P2

3074, 2005/, 56X /ARH(145/PTP x 4)
mARIZ

HEUREE 2474
[ PIECIE

@S THI0[QRIO!, 27| SHIA| SIS KBTI 18
W HEX

MKl SHEE SA| B 2432 28

* OIS ARGl | HO| HREEME T 2 HAAIL OJER} Bl 2ROHIAR.

* 2 RS0 0180] 42 B SYAUNABINA AR AHIRFZYSHZT [Z0) T2t g
2= s 4+ UsUd.

* AR E= YA XIAJO]] 2t AHBSHIAIR.

* 2 OS2 2ot BEHS ot MEUUL. Iof 7Y Al Aot = 87[810] Zt
QUL A, I E= Q2 E NE0| 472 ZR0= 7UNE S010] sl =S54

* Of21010] 220l ZX| o7 HEGHIAIR
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