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O] 23t ZtA 7} LIEICTHFPG, —25.4mg/dL; 2-h PPG, ~50.6mg/dL). Arol &
Ol 5h2I2 EAUIA 2 CHH| HbAIcS] A HoAlc? | RAEH, O ot £0f
K2, 48, o, BMI 7[MEE, S T 01F AlZte] Z, tiAIESZ X,
£ 2142 X3y BE X|RHOMA-R) £ 2142 24| B2 X|H(HOMA-B)2 B
EAk e

25 HER20I02 R H0| B =X| = A2g Pty #xiol i3t AEERE
37t 880 284 Wt A7)

AEFZRE 100 mg + 2o+ ez 20

HE 22211500 mg/Y) (#1500 mg/%)
HbAs(%) N=453 N=224
7| M) 79 8.03
7|HE =R B3
5 33 2 067 -002
1% + HEZ 29! chy|
Aol B2 = -
HbAC<7%0| =28t &
A [N 213 (47.0) 4083

tokg =of w2 BE A} Fckintention—to-treat £4)

34 N Y22 X BPYsHRl 28 ¥ 7IKAel chl 2FaHCE

$p<0.001

HEZElof i3t AEFS LS| F7t 482 S2lm|x|=ot ilwst SEHXT AYAE
HEZ201(21500 mg/Y) HERYCR HIAH0| B =ix| o= MoE Yt &t
(HbA1C6.5%~10%) 1,172%S thAto 2 S2||X|=(2Ih 20 mg/%) 7t EE thH| Al
EFZZE 100 mg 12 18] F0i0] S84 Y NS WIteh| st 52, PAIRILNE,
0|3YZ, ZYiZ YYAIZ0] AT 22MX|=2] £7] 8FE 5 mg/U0IA
onj, 187 59t 8t ZH2 AMatof| Asl Alrh 20 mg/Unkx BHsINUL, 01% &
o2 UHsHA RAIUCHB2IMXIE B S0 103 mg/Y). o AlFM & =
Of 25 7|M4el Tt HoAle7t R2JsHA HAMEIUCH 527 & 7| KAEH ChH| HbAle
UAE AER2EE 100 mg 12 18] SoiZ0M -067% ¥ S2|LXIE SoiZoA
-0.67%2 [AIALCL

HEZ20I3 S2|yTj2|= YR oMol thst AEIS-EIS| F7t 58
FHm2|=(4mg/Y) HELY F= 222l ¥ HEZ27I(1500mg/Y)2| ¥
geyoz HYRH| & &|x| o= M2g Pty BRHHDAICT 5%~10.5%) 441 BS
YO AEFSZEIS 57t H80 R84 W UHKLS Hytely| st 24 F 2R
B, 0I5 Y, 2t hZ YYAIZO0| HAIEIUL 247 AlF| S2m2ls Y HE
201 tHZQH0 Ci3t AEFZRIE! 100mg 12 13| F71E82 A2t thH| HoAlcE &
l5tA| MM A (R 6), FPGO] ChaAIE PoF ChH| SAKO.Z oI5t ZtAJ} LIEH
HCH-20.7mg/dL).

6 HEZ20I7 S2n2|= YEHo 2 HIAH0| & F/X| Y= M2Y BuY
Bixtol 3t AEFSRIE £t 980 R84 Bt ZuHuF)

AEFZZE 100 mg + 2ok +
S2|n2|=(4 mg/Y) + | S2HTI=(4 mg/Y) +
HEZ20I%500 mg/%) | HEZ22/(1500 mg/%)
HoAve(%) N=15 N =105
7R E(E ) 8.27 828
7|x e 25 E O
el - -
910t + ZelpfuflE +
HEZ20 o] 20| -0.89
(23 g7
ct5t 3
;;ﬁmg‘f’” =SRe 2226 100)

T or2 E0f 4 RE 317} ZICHintention—to—treat 21

P2A NIZ 22 0 EYLSHH 28 U 7IxA e ChaH BRGHHC,

$p<0.001

HEZ 203 2AZ2EHE HEHo| i3t AEF2-EIS 571 48
HEZ201(1500mg/U)Y ZAIZ2/ERE(4mg/Y)22 BYZHO| 2 x| Y= A2
& it BXHHOAICT%~10%) 2625 (A2 AEFZEE 100mg2) 71 €89
[8Y Y NN TIksh| 98t 54%(18F+36F ), FH9I BT, 015 UAH, o
o T UHAIO| MAIZICE 187 AF| HEZ20I3 2AZ2EHE HiZ2H
[ifst AIEF2EE 100mg 12 18] 7+ H82 2 thl] SAKOR FoI3t HoAlcIHH
£ LIERHOD(E 7), FPG % 2-h PPGOI CHSHAIE $19F Cht| 2447+ LIEHICHFPG,
-19.0mg/dL; 2-h PPG, -37.9mg/dL).

547 AIF0| Z7LE HoAlc, FPG, 2-h PPGO]| CHEt ZAZ M 18F AIMQ Zniet
AL,

B7 HEZ20In 2AZ2EECR FEZH0| A &iX| = Mg Yt Exjol Of
3t AEFRE 571 980 R84 Trt ZuH1.%)'

AlEF2EE! 100 mg + Aot +
HEZ29! (21500mg/Y) + | HEZZD (21500mg/%) +
2MZ2ERE(24~8mg/Y) | ZAIZZIERE (24~8mg/%)
HbAw(%) N=168 N=288
7|x e (E) 881 873
PEREELEEED
( g{% 25"&') Hel s 103 -031
oot + fEZ20l + 2
AIZ2IELE T xfo|(2 -072
pR:Ed)
3t
;t;’?gw]' =2 37 (22%) 8(9%

T org £0f W2 BE 347} Ak(intention—to—treat £4)

34 HE Y2 0 BIU6HH 24 L 71Kl chl 2FGHHCE

$p<0.001

HEZ20I0} 0152 QM0 Chst AELSYES 7t ¥E
OlaR(t-HER20)eHo XM B Hi Y= M2E Yk #xt
(HbATCT5%~11%) 641ZS tHAOZ AEFZRE! 100 mg 57t H89| Radt O
NS Tksh| g3t 247, 2X9 H1E, 015 W, A i UMAIE0| 2HE(CH
@A Hrun-in period)ofl XIS PN 8ato| AISAUEEE, X4Y EE B
282 H=E0 T HEX291(1500mg/2)2t YEEO] Woton, 3g 7|7t &2
SYTH2 185X| YL

247 AEo HEZ 21 0142l YBQHo thst AIESYE 100me2) F71EE2 9
o [fit] E4Xo2 {28t HhAIC/HMS EHOH(E 8) FPG X 2-h PPGO| CHsHA
& ok oh] FOI3H 247t LIERGTHZIZE —18.3mg/dL, —40.4%).

B8 HEZ20I7 HE5t 0142UQ¥ 02 SHobxMo| B EJX| O A2F Y B
Kol st AEFSE! £7t W80l R8N Trt Zu(4F)!

NEFZ2] 100mg + sor+
o8 + olad +
HEZ20I(1500mg/Y) | HEZ22I(1500mg/%)
HoAv(%) N =223 N=229
TIHYEH(ET) 873 860
AEHZ EIE{o] Bi3)
g 086 018
sof+ 2182 +
HEZ22 o 30| 053
(=% g2
=t
otel o e 2043 262

Tolg £of w2 BE X} EtHintention—to-treat £4))

PEA RIS T2 A i S20M Q182 ABEHY vs, HIEE (3213 £=
X&), 7IxAeol chsl 25t

| olaRl B 42X Aels FUstR YUCHP>0.10).

% p<0,001

Oladl Fahlit/- HERZ2T121500 mg)o 2 HYXH0| H E|x| o= 6602 Cf

yoz AErZREe| gl BESIE Fytop| st 247, S Y, 0I5 Y,

9ok thE AMAIE0| £712 ALt HoAle? |MAERS 8.74%01%4T tolAztQl

Qladl R ITU/U0CH SRIE2 YHAE Z= S 2|0 275101 a2l

22X S FYSITE K|S WOUTH HoAlCK FPGS E&lsts 8 WHAS

0] Z-s|girt

247 AHo| Y4 018 8 F7k= AEF2EE 100mg FofZolA 191U/Y, A2

Ol 241U/42 AEFZZE 100mg SOfZ0IN o Mm@t el -5/,

p=0,009), HEZ20I £0f F20 H3HS W] UL

TECOS M| oHHy AYAE

TR MEE| WA= MR B AY, RSN 42N RSN HES &

£ Y2 Q5= S0 BaB0| 2 Azl S8 Znlo|ct 2 AFEA Hrt g

& A 2 MY HIXEY AZAM 5 HIXEY HEE 2 M 17t 2

B 40| i 240 AX ARY 2E H0l0f o5t AlY; 2N HRMoR QIS

QUplo] ZEHEUCE

FH 710 BYULI 34 0|3, UUHHOI X(B0| F7HE AEFSEER 75t 4

B 0|AHHS0] YFOILE AHHOZ OISt QU ABS FOIX| YUCHE 9).

B9 S8 NEA 20t 3 32 2R At HIg

AEFRZRIEI 73328 | 91%7,3398

100K 1008HKt- | /&I
o NEHA A 5 =2 . 52 HR)(95%
B - A

years) years)
1% 28 By} g
(B2 22 AR, IR 098
mndza e | N0 | 4 | L a2 | o
HESTE RS 95 | : 108)
= 201 EH3)
N5 T A M) | - |ooM0) [ -
HIRIGEOI AZZM (27538 [ - | 28639 -
HIXIZHOI HES us(20) | - ey | -
o gMmoz ot ol | 108(15) | - | 1176) [ -
2%} B3t By} g 099
(MR 2 A, BRI 745 36 46 36 | (g
93 M2ZM HIXEY | (102 ’ (102) ' I
4Z3) '

2) SMYNE B2
O YAy, HoIHY, 25
MEeR2-E!
U4 YEE (fHOR AlEFZYE 50, 150, 500 mo/kg/day?] RO 2147+ et
SAE0| AHEIACL ASDFHN S8 2+ M5/2F(Combined liver adenoma/
carcinoma) 2440| 7131, 30l A= 500 mg/kgOil 2tete] o] F7siRY
T 0] 822 AUCH|2E 2= & uf URIFCHETEZ(MRHD)2! 100 mg/day2]
79| 60HIFEC| EFO|Ct 7to] ZYL 150 mo/kgtllAl HEEX| f2t, 0 &
22 1A FCHHARH| 710 208101 SHEEH: SZo|ck
U4 DIRAES hAOZ AJEBRIE 50, 125, 250, 500 mo/ka/day RO 237t
HUAMASS 2L IF| HhERBZO| 70| 706H0] T3t 500 mg/kg
OflA| OfFt &7|0IME B2 UH0| B7HtA| 4SUCt AEFFRIER YE2I0rS 0]
8Bt EASHH0|(Ames)AIE, CHOKIZS 088t MAHMHOAAIY L zI2IM
LQMSIEAN 2T ZHE H|QISMF0[AAR(in vitro alkaline elution assay) 2
OjRA ZEHEE 083 RLHASAIZD 22 U FESHYAT0A HolY
% HMF|O[ L0 LIEILIR| YUCt
e 0| AEHs A[B0A] 125, 250, 1000 mg/kgQl RFOZ 430N mtf X 4%
2, Al % BZAEIR( B8F)S0i5tn, AR0IN mefoFHRE LA7Unt
| A0 SI0IC 125 mo/kg(QIAIZHEAER| A28H)0flA OffH 2EHS O[4
& TSR] ottt nSR(QUAMZIHAREZ Y| 25t X 100tH)ol Al St 2
e MESC B7b7H 230l B,
HEZ20IFAY
HER2I2 1R £ 2R1N02 MyEl= AS0IL BHS OIATIE 4E
SES S LIEHHR| =Ct
7|zt AHAIE0| HE(SF 1045 |42t DFRAG1F XI4)0f chaf 242} 900
mg/kg/day2t 1500 mg/kg/day?| 8202 MAIZIALE 02{3 S22 HEHH
7%t QIF|9] 1Y 2|rd 51820| % 3ufolch & - 4 OFRA DF01A 0f At 2
o wotdo| 71 UL FARBHA 2% HEWIA 0] 2oj o3t BY Fevtsd
2 BTt J2fLt 900 m/kg/day2 FO13t AR HEAM LY 2R A2 &5
0| B7tsk= 20| UL
EHSSHO|AIZ(S. typhimurium), SRR EHHOAIZ(0IRA BEE NI, HA
A OJAIB AR FET) EE MR U A% AIR(0IRA SRMZ)0IA HEZ2
Dlo| tol2y 7Hsdol et B74= ULt
% - 4 HEO| 2452 600 mo/kg/dayS] 18, E= HERKS 71F2 )
51889 o 28 Foi3S o HEZ200| olsh &S WAl YUCh
Q@ MAE=Y
Aot ER|0|A AAISH MAZHAIR0A 0] & 125 mg/kg SB(IA ZHAHEH
9] 124 (=50 3E7hA| FOfE mf, EHSOILH EfOL0] 242 It J2iLt A
£ o2 B tiZAIY Zike gon S20MS YAZAIY Zni2 &y M
Ofke] HHSS 0|58 4 QU A2 OIS YL M2 HHT|X| of=Ct
AEFBREIS QM 5t Aot ENjoIA UM 6~202(712 A7)0l F0of Al
A=A 2|1 250 mg/kg, ETN0IA] £|21 125 mg/kg EE AUC Hlmo| 2504
QIR Z/CHHABAO! 100 mg/day2] F 308, 2087IX| E018 of, 273N 8l
ALk SH=0j1A] 1000 mg/kg/day (2IHIZICHAEEZR! 100 mg/day2| & 100t =
£0] )2 ZTE0 Al DEFULE MM S FYFH whB0| B2t
e

A 6U|A 47 2127HX| 1000 mg/ko/day EFS ZA7FE0I3 HEL A7| A4+
2E0M AF0| ZASHELE TIS0ILt Y0 042 BAR| 4Urt,
AEFZRER IR 0] 0] £ 24210 O 45%, 24A[Z40] 80%7} EHS T
ALt ETOIME F0 2 24120 2 66%, 24A/740] 30%CL.
3) AABES LAY
A%} RH=0E|0}50/1000%2| 12 (MUK|HZ))2t CHEt xi+H|EF50/100022]
2 (2A0ACIF)Z 22 TANBOZ 2 154 A5 olof 32 A| £33
S0jol0f 2839 B3 AEI2RE X HEZ20IS ZF 2 b|nt Y27
(AUC, CraZ 271 Bigt5101 E7IX2 Bi0IS T, B Xt0] 90% A12I7210] log
080A log 1.25 0|42 YZ8X o= 582 UBHIACL

(AEFRE)
R E7RIS YRS
= AUCogv | Crax
(ng - hr/mL)| (ng/mL) Tr fr) |tz (o)
d]  xeoeg
%23 156.0 300 937
5| G | 25 | 37 |eore0 |+
Al THEEHEJOPS
@' 50/130(;%,'?_'}5;%, 1423 1693 300 905
of (Mlelro) 1182 +492 | (200~807) | +157
90% Azi77F log 09759 | log 0.9725 ~ ~
(71Z :log 08 ~ log 1.25) | ~1.0341 | ~1165

(AUC, Crax, ti2 ; B2t + BEER}, Tra; S, n=28)

AUC:: SIS HEBESE BT RIS BB AR eRx
N &

Toa: IBBSE SR

tre: et 44 b2y

* HIMETISAIE S2HSE BRI &2] 90 % Al2l7ZH

(HEZ201)

HR e R

= AUCo-egrv Cmax
g he/ml) | (ug/ml) Trex (hr) | ti2 (hr)
?_ 50/%352%%1 1296 2006 225 464
o (mdacm) | T34 | 0508 (050~4,03)| +132
Al HeHEOR 8l | 1 | 250 | 484
8| 50/1000Y2/2 p y
o  (emeE) 2297 | 20427 |(0.75~400)| 169
90% Azt log 9412 | log 0.9211 B B

(71% :log 08 ~ log 1.25) | ~1.0371 | ~1.0457

(AUC, Crax, ti2 ; Bitat + BRTR}, T} S, n=28)

AUC:: SIS HEBESE B RISl BESE- AR sRlx
Oroc: HD8E5E

Trac: 2| DEFEE THAR

tre: et 44 b2y

* BYIYSKIE 228 BIX) 50| 0 % A7)

1) 0] 212 MZALZ) Ki<lElOFE50/500221 12, XH-HlElofE0/8502211
2, R-HE{OFY 50/100022 120 S 2 3 SU3 HEYHoR § 3
38 NUHOR 22 AESIES.

(Z¥ete]] 305/, 2008/

(Y ¥ M87I7t]) LHET| A(~30T)2
(Hx2=(at] oloIXIAHIRIF) / 27|z HUFA FB2 27
(MxXE] NYUROHZ) / BYSE B3 Y80 2422 8

" OOIZ2 AISHA| F0] HE2HE SO 917, HYSAS OIET 8] BHSHINS.

n 2 OJOIZS KGVPEZRITOM HESIC! 225t BERAIS Lat Bl 79/ A At
7/510] 2t EIRL WAl - Wil T 901 9 A4E HE0| Wi 29 7S o3
2 Ssfol metsiol S2LIct

»2 HiES Beiefoinel TA| AAREHZIE o B 5 B WS 4 YU,

 ol0}E SojAa 2 7[E} A3t OIOlE A OlOIBEBIHLAIAS o/ Jechug mics
qokrlo 98 HEE HASHINIR.

7[E} T3 AFBIOILE 2ol TAONE)2RH2023,03.02) 013 WS LIS AHIKIAE
A(080-556-7575)2 22ISHAD| BRILIC,
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