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SAEL 7k Hao] ofdt A7) YRS v Slo] WrkET
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w2 A ok He} 7k BT} 71E Mol AL o] oF A7 5 dAlRKE okt (ALT :2|7H BA A8 1-
2.50) 2743 $AH= 7k B 5719 91S ) A% B71E shofof Stk 2 Havt oRzE SN Bt
o] oF A2 A} B2 R4 AFA AYstoiof s, 7k &4 BUHYS Fof A7 UAlsh: AAT 9
Q) 224 & zstojof sirh BH EroluiuA) £X7} Aed A (ALT > A4 829 2.58), +A17
AR Bof A groz ol u7tx| 7t 7)% AARS £ A% pasielof gt wek ALT A7 44 A
A9 3uh2 23 AL 7715 BAS 7hs 3 e uhEslofol Stk whok ALT S:A17H B4 4A9 8
OIS ZReE A dolglAY dhdo) Waiat Ao, o) ok 2¥E FAISfojok Pt
Bt B of oko] A3t & ZAo) A St BEo| 5|0 Fe|eE K U2 AofEedT e o2E Fol ¥a
gt P RS0k HIYYTh YR HAEL Aof 55 E A FaT yelloy, 9F #4523
7139l okat FalolA] AEkEQE HOE Holch U% AL P HFo] APHAS FAlo] B2 25E U
epiic), UM BREL RofEedrl ) oFE ST & 3k 23 Zako) AME QL HoFeeE st 2
Aojo] rpEAZ} QleR|o] AL deiA A ek P BAES vl Fie P3O 2|2 7|E) m2tA
otakelate] s 7142l & HALS Wotof d} £7MH 02 oWl £R9) A7 F4E Bag gy 8}
E2 3o BgorE L o}2 ANY 273} Aglo] AstA AdatelatellA 2R S Wotof gt} (4, ot

R

1F 5o

x

2

=)

2 A 08 gy BAE(FRY B 4471 9.5 thF FAYNE A (PROactive) A% | o

B A3t o4 AR Sol T B 7RI B 345799 23 7|7 B¢, dAoAe 2 WS

& 9Joro] 70 2,5%(23/950%)1u] Hsto] o] k9] - 5.1%(44/870%)019lrt. 23t Aol A& A 3 ©f

Fo] BAHD AP A 5 ALEHAY, o4 S wFE THY G REL H]HF 2H(Non-

vertebral fracture)ol T 31219} U$) Al (distal upper limb)E ZFsIich WA 3¢ 1.7%(30/1,735

o), dloke} A9 2.1%(37/1,728%)2, FE 9| F717h B A Ytk

o] Foz AL IAE 2 B3] JAECIA SHY AFAS Teldol 3, B E£E AR WE W

A9} B9 Ao FF 7] g0 ik

S S @ o] oF Bk v}2 By Aol o) B Fe HYol AasheR|of e AL of

A4 oForek.

A ZAL - 8T 22T of oo g A2 WS BUHY| 95t A7jH2R 354 ERYEPG) 2 F

A2 (HbAY S 0] S S oo} g}, BE SxjolA o o ayg Aaksly) Hof 7t Ha RUE o] BRE

|1 Folli= ojake] ol shtho] mek 47 H el RuEo] A, o g W 5. 4wy R F
et 44 2z).

12) SRS 8t He

©
ikl ol

£

10

g

o

1)

S

AT 40128 RSUT £ A7 1402 VY 24 ° GUYAL NE TS AS TR A
o Fasit @ oi. 14 38 es 2L ARAAS WL 5, datd Dazdo] ¥ 4 dor

2, B0 %3 A
o] oF Eof 7|7t B9k BT UE A&T 7 7 £ AUT §A, B g7HEo|U AR T2
ZASE AAE BAEL, oY FAES ZA| AN S atefA] Bstolof 3t
& A2 A Y A7 O o] 3| oJAle] JAHY Thho] Watd 171 BAHAS AAIE AYS AAolA &
gzolof gl o47} HEA7 g 7o, TE, BE 02 ALRY o}Fe 28] dsto] FA) it AF
2 W E gRjoljA| Fskeiof st}
BabolA| o ok 19 18] Bgatetm deojof Fith of ok AALG T £& AAE B4 g1 B8Y
Qlch, qrof o] 13] B33 AR A ole s ¢ 2u) S B85t ok drt
Qgdolt AT YRAEAISL HE FAT A ARYEY AW, 2 AT AXY, 1 F4e2 A 4
& 27 52 89 1 71E FAUEIA A stolol dd.
o2 Xo}&sedr) &4 oF(thiazolidinediones)# BRI7HAZ, o] oke] a¥lo] P 77 Rl o4
A diehe Qo7 otk 2 ATt o)e FASL of oL ELaHE F A4 Yglo) FaEk k. 19
22 343 AHSA F A o Yro] AR olok Fth ol 7HeR Ago) AN Al A Yok
7) whgo]|, olof tigh WA WlEs} LA A ehgteh
6. AE HSAE
AW FE-of2 A5 APE 59T e|ElE0] CYP 450 isoform 344 7149 &gt AEAYS AN 9L
o}, CYP2CS dAIA(An B2 S)k oo FujetEd] AUCE 4987 7ML, CYP2C8 F=A(EEY 5)
L o2 HekE] AUCE S5t Z4aAZth wekA, OYPACs dAA] Ee A7} 52 3YeE A2 $
AREZL 228 A, G4 Bl 2A Gt 2 2o Qlojx Wt Bad &+ itk
A8 AUAES PR g oFBET o] o dme$ 19 18] BE otk Aok Tt pk
A7 LU ;212 Fo o K1Y 13] 45me) T AT HUYA(=BZOIUEE Img F I L 2ERT S
0.035mg, 1% 13)9] W& Sodi= 212} o U AEZ TS AUCkn E CmaxolA 11% ¥ 11-14%9) 45 23
SAT Lo AEE AUCH 2 CmaxolA o3 sk g9 dAdd2ER TS k5o TRloly WY
o] o] WAL YA fAN S A YA gt
SAATLIE | 60mg A UG 19 28] BT FolaiRAl o] ok 77 W8-I Ae A4S v ool
£ opgalo) o3t Aol QI 202 vehith, o) o) Hasutrio] ok ate] olat L 4] Yslet.
Zajg3l ;o] ohg 797H 1Y 18] AT Sojshs 5mg 2292l WA WEE A 222 e (steady-
state) FE5HS HM3HAl7]A) gholeh
CIZAl ;o) 9k 797} 19 13] AT Sajohs 0.25mg YI4IT #7 W45 A t3AY P44 (steady-
state) OFEHS WAl 7] ghoteh,
o2l : o] ok otutaint g 77 WEEA 35S o] oAl P4 (steady-state) FEEE W7
St o] oFS whl gjtel aMS B Yt BAEAA FANYS 0, Z2EEW AL diste] guHoE
Seleh 938 olaA) it
HEZLED : of &S 7U7 Ecid T B EZER)(1000mg)e] B3 $oig} o] %L LRSS o, vjE22Y
o) Fofof it oF5etg WshA) 7| gkttt
O|CHER : o] 98¢ 1597 Foldk 3 7.5mg £ v|hEY AYS 93l £e8de o, njckEd Cmaxsh AUC
7} 26% Z+a3tsich,
HMBILEIE : o] g 4% T 77 19 23] AT Folshe e @ 797 HERSGS o Hed
elet 2] ofEale] foat Aol g ALR Uehth, of ool ST ok atef] Rt Y¢S FA G A
22 gt

T

LT Mt "R HA D oA YRS o] o2, 49719 18] AT Foidhe 30mg Ut W AW
AR 37 797 HE-Sola e o, vjHslA] Yslojwe] 234 ratio?] b A% BEHO0% A7
Cmax= 0,83(0.73 — 0.95), AUCK 0,88 (0.80 — 0.96)°19ict, Us|tjal ekgsto] nj¢ chefghe nefdt o] £
Aol Aol A9 F-9Ado] LA gtet.

HAEDLIS : 797 o) ok © 19 98] 200mg] AEZUZ S H4Fois A} nlwishy rodeeked oist =
IR ratiod] Ha A4 BFZLE90% AZT7D Cmax 1.14(1.06 - 1.23), AUC 1.34 (1.26 — 1.41) ¥ Cmin
1.87 (L71 - 2.04) %tk

OIEZHIAELEIZES : 797} o] oki} o} EEH}AELEl T4 80mge 1Y 18] 4ot A3, vty o) 0.32|e}
Zof Y3t Cmax= 0.69 (0.57 — 0.85), AUCE 0.76 (0.65 ~ 0.88) W Cmin 0.96 (0.87 -1.05)%] Ha 25
FE300% A7) & vehjon, nusly opg 2uAetHEe] tfajA Cmax 0.77 (0.66 - 0.90), AUC
0.86 (0.78 - 0.94) ¥ Cmin 0.92 (0.82 - 1.02)¢] H4 A% HF00% 42 FHEE tehgict

HII%’% : 797k o) o 9 8=0] B¥ 400mg B2 BAL B Fol F B oFFd ofuP Ut zas}
A} ¢ 7



Ans2s : 995 WA Anuay (00mg AT 7o) FH)o) RoH 10 B AR AUAEAGA
CYP2C8 ASAIY Ao E 23 (600mg 72 3420] F3) 2 o] & (30mg A9 HE FoiAl 7o Iere]
AUC7} 5)9 2ejet 2 SERojo] 18] 226%¢] 7 23 ekE =& (AUCO-24) Zetoict.

2| : 59%ek WA 2B (600mg AFE sl go] Foid 10 Fo} A7e AUAEYA CYPACE =
A Bl%‘{; (600mg A7 2ol gt o] oF (30mg AP W el T 2AetE AUCOIA 54%9) 2
4% zsqct.

7. 9% 9 2980 i3t £of
D3 ogelHEe 7ndA7] 52 A0l 80mg/kg7lA AT FoAANA EE Erl0] 160mg/ke7tA) Foinl
S o H7|840] Y90t} (mfurd 2AZ o AR AU AT 22 o 17 W) 0 40 M), £ A 2
WAZAEAT €4 571, 24 A9, ook A5 FA)el 37 FoAF 40mg/kg/d (mg/i & 2712 3 A3}
A A78 o 10 W) oY Belth AslA BT, A= AL 75 B 5
S490] S]] Y3tk ErlolH 160me/kelmg/ e 272 T A AR ATEFY o 40 W A7
Sojrel WAEA0] BEslct 1omefkg (mg/mr 372 3 oA AU 3789 o 2 Woldel 3
3 Eojgo]q A= A0l A AF wol JF 34 F LR 10| YA $7]% £47] 52 BT
YARE 902 3 & 22 (well-controlled) 377} ek, YA oIS A olSo] Hoto] o
A P ARASIE Aol o] o4& AHgeolof Bt
aafe) o] HET 94 5 WAHE FA7k Aol $UE 9 AES S7HT o2l HAlY 7189
2 WA= eio] 9t} 2 28] A71E7] e, B Ee| AeviEel G4l 3ol BAE s # A
30} 71 S0 Sished Qlé3ig 14T RS BT,
2 A ANLL +-45% A9 §502 BHBL o] o) < HTOE BalsEA ARk A7 o
et e oFEo] S| §F 02 Felsag, of Shg -4 tolA Foiai o ek
8. Aol ofst Fof
o oo} kst fa el Aot Bkl BYEA P,
9. 2l tht Sof
o] oho] giok-o1i 14k ATROIA oF 50099 W7} 654 clgolgiet o] BAEM B BL BAE Ul $E4T
QA RellN g Aol Sl Y,
10. BYEOIAI K|
S| 4 AE 20, ol 4 3% Foltt 18] 7 R Uil W BAE 49 120me/ U4 $43ts)
2, 4% 7 Q0L 180mg/ T4 EESISILY, T YAE o] FUEU ofE WA SAE Hlajgich
ol Aol e, Bakel Y4 Ao 34 et AR AR S Afelof T,
1. B2 o Hayel Zos
D eflo]e] 20| 7] o ol b A
9 SoRES T2 8710l 7] chE §710] ket RS GorE 0.80] g ARAI oforE B AFle] 2]
94 5lon2 U3 371 9ol 3 vol v,
12, 718}

1) ety HOIHY, 2Eis
42 A2 giae 2 63mg/kg (mg/mg TAZ & A B AF 43 45mg & 1A BT
=ofgrol A 2d7ke] wekd 77k SASSIch WAL AR o F|HAIME FE FEA T BHHA
orokrh obA Eiz/ obA Wol4] AlE AAE0] dmg/kg/Y o4} (mg/me CAR g A A ¥Y 78T
3} A2} 5) Bojdt £ AToA] wAR|GITh 43 Aol WA o] Aupe} AR} A2 ALK ¢
o}, g4 ofeAE gAle 2 100mg/ke/Y (mg/mS SAZ T A AU AL o 1A A
Eoferol A 2uzte] ot A7t gl ol WANE OFE FEA Sl WAA ol
1E7)2] 717002 HAE GAAIEA o oS Eo] whe 1 8009 BAE £ v Zs T HFH
37} 7174 54, W FoFo] A2 A7) Fel7t elEA ghglet.
woZelezo] o B FejiZeluj=el vnE S0 3 W AFEoIM, HeBYeEg Rol v2] g2 &
Ao 4 5/3,679(0.14%)°] B34 T2 FE|EE S Sof uhe BhatEol M 16/3,656 (0.44%)9] Fgeo] B
it ke Mgk Aol A A ofBe] mEH 2] U njnkel ARES AYY F, IR Fof T2
657 (0.16%) ¥ %S Fof w2 2 2 0.05%)7F A3
@bl o FeElE e BAEAHo|A Y EHFAE FHHolAHAIR(CHO/HPRT % AS52/XPRT), CHL AIZS
o] g3t A= A8 24 v]%7) 42l DNA $4A 3 (unscheduled DNA synthesis assay), 28418 S 22
L] 44 £4 ATFA MolgiAdo] YerA| ersth
wloh oA A @ ARAZE Y GAkD| e BelElE S ATEROE 40me/ke7HA] (me/ntE TAR T A
oA A7 of ouf) Foldt P4 HEoA $H%5] tid o)At ¥hEadverse effects)o] W3 BREA
A9k

2) 88 54
BAF 5] 9 ZERES AT Foi3 oh¢A (100mg/ke), HE (mg/kg o1, N Bmg/kg) A A Bol T
et (b2, A, Aol me/nrE 2AE 3 QA Hchdd A7) 27 oF 118, 18, B 2w, 143k
o AT Aol M. st AR 7| SRS ot FE-ATA 27] Aol 160me/ke/% (mg/ws TAZ T
QA HYAR A7ge) ok 35 o AT Fojd M BAstark. dgole] dg 13 F74Y AFA
8 9mg/kg (mg/me TAR & AR A A% % 7-432] o 4 u)) ojake] AT Fojgkolx) 47 Sxbo] viehy
oU} 39mg/kg (mg/me ZAR & AR HohAR A8 oF 13 W7HA S AT FAF g 52720
AFAME et ggket.
= o]
o] ek 1 2L 7| Mo glojAl A&Ae 2R AZ A0l HokZ e U] 2(thiazolidinedione)d] g %2
ofch o] ok Wzl 7oAl A& AL ASAA RN I AT AgAYZA FFIA o]fo] F7I5}R
H23aA W2 zagd. dxdodole el sl eFeeE ey BulEEHo| ofyrh 2o
ERE 2 FpALSRA A 414 -B48F £-24-70k (PPAR—y © Peroxisome proliferator-activated receptor—
gamma)E5%o|th PPAR—y 484 9% Zgol vl 23 224 2% 27, 222, 7+ Fol4 2A
Sith, PPAR-y 8 8419 43t 35240 24X 245 Bofshe ko) A& WA £47
o MAHE 24t
SE gl BdoA 902 elEe A 08 Tui 22 A&U-AY AU FPTF, IsALF, AE
oz Aol c8Z AAE ZaA, HeFeetEd oste] MMH oAb Wste dgd-d2Y 249
RS F71A712 43 A4l Yk UL §E RdoA s,
w0 Zejeleo] (el AFAL HANANORK) &3 d&HY aRE FAN7I7] gEd, Y
298 52 Ldo|A g Ashi7A] gerh
orEst gl oz At
@ ASs
£ 19 2eeE (Mo FeleErBy AR B4 Rk 19 19 Fo] 244170 71 A ol
20 3FerRat § )0 ZejelE 2R A (steady-state) BF S 7Y o|ulo] EZch P
B(steady-state)ol A 12 F2eHE0] kel B dAAIE 3 27k AR T (M-TIDS IV (M-TV)7h
3]0 2ejerEnt $UaAY 1 o4l B FEo] Euaich A7 AUA & A 28 A BRojA,
soZeeEe 93 % sogelgE B S o 30%~50% P & BFABETIASAKAUCY
20%~25% T3
s o ZejetEt & 5o IejelE Yt A €% $5(Cmav), AUC, 32 ¥4 FE(Cmin)7} 19 15mg,
30mg®] Eo}8o] ulgsto} 27T} 191 60mge] FolgaolAl sl oI e|etEn} & 3|0 Fejeteo] ot
o R get oFzk o 4 F7h7F 9ich

B4 AT Bo] 3 A4 Ao, 5o FejerEe 302 oulol AGM & Z7Fsdtn, I3 FEE 2
A7k ojjol] T 7L 12 BH FEo] EPdHe ALhe 3~4 AT F AdAPIAY &5 B
£ W3R = gt

2o g3 2of T ro 2l Y7 PR £247 (VA/F)E0.63 = 0.41 (B¢ + SD) L/A5keol
ot 9o2eEEe At BN, F2 B4 Rl FHshA dA-AYA0 99%)olch Tedele
2o oh2 g% thldo|s g 1 st Wrk gARR M-TIst M-TVE 8% dRel FsstA
A3t 0 98%).

hAb: Tl oZejelE e FH9jalA] Sakstel Alsto] gjste] thabeth Ot EjE 22T 2L0|EY &
23 (conjugate) 2 AATE tAA M-119F M-IV (32 2ejetEe] 248; SE4) 2 M-T11 (3222
Bz 7l2edy] $RA)E A 23 B F2 2do dejstoz FAolr. soFeeE oo M-
1119} M-TVE ¥h2 Bof 3 Al G404 wage 28 o2-A3H] ZFold §4AHH (Steady-state)]
A, Az 494 9 A 08 FeER BEdA, 1eFetEe 13 & o 3eE €4 $RY o
30%~50% % % AUCY| 20%~25%% T-4H.

Expressed human P450 % AFg 7k olo| 3223 wjofeh 9]0 2222 M-IV ¥ 4 A2 A=
M-112 dAghch qoZ2agz9] 7t tate] Boste: F9 AEIF P450 isoforms CYP2C8%
CYP3A40]lT 22 7+l (OYPlAl(extrahepatic CYPIADS ZE38Hs thokst ohE isoforms & 7]od3tch
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e
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S
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o



ARAUEL in vitroold 3@ FERET TL% %Ei a o FejerEg] 7+ A 85%7HA AdHs3
. ﬂiﬂalﬁ}iﬁ Ak P4507H u}olagiﬂr joret of P450 AL Wk grett mo e 9
3 CYP3A49] SE0f tiato] 2Aksl] 918t Alhe iAo e A7} 23 A gglet.
A 9 R T ES] 3 oF 15%~30%2] 5 QI ERE Fofgro] AMel A WHT) sjeFeEiEe] Al
240 FAg Aol oFgo] 22 b 2 294 (conjugates)Z HjAIETE A7 Rojgd fiiio] 1
Y2 E= A EA g0 2 HAE T gE o2 ARty 248, Koz U & MJ&!E}+A
BF 83 il 47 3~7 At 9 16~24X0 B Qo HeIeeEs A 2u] 3a
(CL/F)7} 5~7 Litrolth,

@ Ed "ot
Aol 8K} $55 (@dotEld 348 30~60 mL/A)~ FF(Adoteld Hag ( 30 mL/D)9] AR
§}X}°i|A1 A et vl watgle o, seIeetE M-I, M-1Vel 8% AA w3d7)7h Wak) geth
A 7|52 HsA 4 Sojzre) £Ao| B ] (84 - 8% A2),
ZVRIONEHR} : A4 o223 v|isty e w7t 7] o} 1 92HChild-Pugh Grade B/C)E 2 22jehEst
3992982 BT 012 ST F 4507k PA5Q0L, B AUC IS HaA gt
of ool RS BAt BeF RS 7 2R AR 2 Uehpit 8% Edlaofuols 2 (ALT)o]
A ARAY 9 5l E 25t A2ksix] Wolof st (5, Uubd Fo| F 7hol T 24 Fx).
8 #x}: A7 nge) PURECIA, v FeekED £ o Felekel] 53 YY) FEvt 34 thas
%%0“%1‘ S JYAERT AUC o] ORF o 9 A% W3] Fol o7 of Agit, oje Wak: o
AHo 2 Ay dun neje Jx Fsir] ot
AOF B8R} 1 Ao} Aol 9] oF5a} AR 7} o) & 7H5aHA] ok
M oo A W Cmax, AUCRH| 20%~60% 371ttt B5ays 4z dodof ojExanl o
3ol wgawozy o e 4, o 2o Wk 242 AASAT HR YA NP 71EHe
S8 DAL HpAYS Aat duEoE UauT °%M°{IA1 o ZcHHbA= X9 Bt 2] : 0.5%),
U 28L A7) Qotel Aol 2 DA AESsolop ST Auolz TAT Tole] 23S
A=A ohett
QIZH 0| : ThFE AFF Aoloflg) k5 227} ol 7HedAl gt

@ Otao} DI OIM 1 &1
o4 AT A o] oFe ARU-ATA BN A& AL AL Yepdr, o] o2 gl
et AEe] HheAE ZAX|7| T, Aed 9B FRIL o8-S FUM7|L, el g 7] A4S
F7H)71e, 2RAL %N*é o2 Ak, Al 28 Wit SajoA, o] ool &3] A Al&A-ATA 7
2E 89 S P, 94 Asd FEY e ) “HhAGGS] B4 TpH etk B9 27 AN
9S gug 272, of o) @%‘70*6} AGe HolT 147} ASE= Aoz BT, BT QA HIN AE

%aM HEL2N EE e Y EEE o ok g 24| et APt 248 depget,

A o4k BA7} o & YA Aol EarE s, L] 02 o] &g Fofgt AnlejA EEjF A=Y ¥
& 24, HDL 41829 27 271, LDL# % 22520 QTS e BF W} ek,
2657, Yok §F-1s) °1€L°1|A1 SJokzel B 2719 s o, B EgIYMEE srt
15mg, 30mg, 45mg “$3F Eoj2oN rs}ﬂt} B2 HDL glo] 9o 5o AR of o EogAol4
g4 37 Z7pstert okt vjwelgE o of of FoERtelA LDLH ¥ Z#|4dSel ot Qo]
7} AT (ES A%)

[E 5] 26F HoithE SB-Hel aTolAf XIE

r

of et o o o) o

et 15mg 30mg 45mg

12 12| 1o 12( 12 12]

EEI-“EIAiIEf0|'= (mg/dL) 79% 79% 847 7%
7|EM (") 262.8 283.8 2611 259.7

7IEH0MY] % Hst (FE) 4.8% -9.0% -9.6% -9.3%

HDLEHAEE (mg/dL) 79% 79% 83% 773
JIEM (B) 417 404 40.8 40.7
7IEH0IMl % Hst (TR 8.1% 141% 12.2% 19.1%
LDLEHAHE (mg/dL) 657 63 74% 625
71E4 (") 138.8 1819 135.6 126.8

JIEMojM ] % Wt (Hd) 4.8% 7.2% 5.2% 6.0%

£ ZAHE (mg/dL) 7973 79% 847 773
7|2.w (=) 224.6 220.0 202,71 2137
JNEMOIMY % Ha (W) 4.4% 4.6% 3.3% 6.4%

o2 97l ey AR94F % 16%) W ATH oo} (165), HlEXET (165)3}9) H§ Foj9 ZF+=
9 Apze} dtzo Ms}?&ﬂr | o E@%ZMW |&4028E Sloo] HAE F7% M} E¢S
2jH|zto] Eof tﬁs}@l 5%~26%@ﬂ}ﬁ7 HDLE 28 29 thajod s 6%~13% 713k}
ol BERW(A6FA o o Seifiajel g E2ZeldeT 7o) A R ]
Ae B HBl7k 94 22390 mg SFojg 2 Yo LDLiiﬂ*EIIE"IW 7@ 02 5E gof-
i’éﬂ A3 Wa7} 192 BT HDLE £ EdAHE diste] $old A3 WETt fARE 23t
5) ﬁgﬁg &
@ l:l»E_g_hH
ol 2o|A, 3 7o) BRI, olFA, JokdE PAAEO| 16~26F9) 710 AoY Fay FAo 4
ﬂiﬂﬁ 02 o] o 122 W7 Sistel AW o] ATLES 8653 BallA of oF dbmg 7|
%QF 19 139) Bojzro g AAakdn,
2&1—°ﬂ z4 %WM AolA, A2Y Fxy B 40800 thte] £AH2 o] oF 75me, 15mg, 30mg
L 45mg, BE 9obe 19 18] Felstglch. o139 717} 85 Mol o] do] T@ﬂiﬂ ofH P ane
Fasigd. of o 15mg 30mg, 45mg e ookut vl LAl £E2AMAA HbAx B TEAEZ(FPG)E
ARz S5t AT ( Figure 1, & 6 42),
Figure 12 o|2]3 26% 217014 2] A7 Aol 4| FPGSt HbAx ) Hstol oidt A7t At vehdict,

Figure 1 Mean Change from Baseline for FBG and HbA. in a 26-Week
Placebo-Controlled Dose-Ranging Study

FBG HbA
'
© ey H——} [Y]
§ s 5 o
0 04
g%a §Eo2
- '™
f o
o 08
z 0 ; 28
a a2 48 w14 18 = m "0 2 4 8 o 10 i oz o=
Woukid ea
[ “a—smg g e 4 | [ racto —@—18mg ey —— e |

6= A YAAF Aol tha HbAx 9 FPG 3 Lrehdch.

(2 6] 26% AT ST AIH 2 A=

o ot o] o o] ot
et 15mg 30mg 45mg
1213 12 13 12 18]
E&xpe
HbA. (%) 79% 79% 85 767
J|1EM (Ha) 10.4 10.2 10.2 103
7|EMoliMe] % Wt (ZF ) 0.7 -0.3 -0.8 -0.9
Hekntel xto|(=F Ha') -1,0* -1.0* -1.6*




FBG (mg/dL) 79 79% 849 779

7IEM (") 268 267 269 276
7|EMofAe) % Wat (B H) 9 -30 -32 -56
flotate) Xfol(XF BF) ~39" -41* -65*

* 7]12A, pooled center, 23 43340l & pooled centerdll tate] 24,
*p < 0.050 tf $lok

2 A7 ek o] § Frokg ayS WA gotd BaHFHe| gl 31999 A 55 AMA 3 Pk
k203 e B} (o]Ho] X2 WSHH: 69%)E ZEAHT oM Pt ERUE WA YL WA
o} o4 A28} REYLY Ak E 79 drh. RE Ak o|F-7 24 8% W] washout/run-in
7)7kel A5tk Run-in 71702 oldo] $Ek RS WA Qokd el ot 127 Y dEd
APd(screening) 2 23 € HbAx o FPGREY] 243 WSS #4shlrh; 1eiu, old A= St M o
e e orE e ¥lo] washouto) B3 229 oIsiel HbAx, FPGY 3718 7HAgi. old =8iaki
jiEe] 8217} o] oF EojA] HbAx , FPG7L 7]1EANTH AR 87812, B F9o] I go} a7
28 U7y AUAA gOR YRR Qoth of AT AR o 3§ FrgeflA of G2 v HE
Srpol th B 5817 iTh

[E 7] 265 Yuhx A (Dose-Ranging Study)ilA BE ==

0| o 0| o 0] o
et 15mg 30mg 45mg

1 13 121 13| 12 18]
OFol FTERHS Al ofoE it
HbAw (%) 25% 269 267 21%
MEZAY (B) 9.3 100 95 9.8
7S (H3) 9.0 9.9 9.3 10.0
JIEMUMY % HEHAY ER') 0.6 -08 -0.6 -1.9
gorntel #o|(XF B’ -14 -1.3 -2.6
FPG (mg/dL) 259 26% 26 1%
M (H3) 223 245 239 239
J1EA (HR) 229 251 225 235
J|EMOIMY % WA HF) 16 =37 -41 -64
glotate zol(z ¥ B2 -52 -56 -80
OfHo| golequs w2 Ht
HbAr (%) 543 53% 59% 557
MEZNY (B) 9.3 9.0 91 9.0
JIEN (E3) 10.9 10.4 10.4 10.6
J|EMAM % HEHZY BT') 08 -0.1 -0.0 -0.6
oatel &ol(xH Ha') -10 -0.9 -14
FPG (mg/dL) 5473 53% 58 569
M (B2) 222 209 230 215
JEM () 285 215 286 292
TIEMOIMY) % HEHZH BF) 4 -32 -27 -55
orue) Atol(XH HFY) -36 -31 -59

71243 pooled centero] tiste] 24H.

242 AFNA A 28 T 26039 BANH FA4YS F A4 F shte) AR (forced-titration)]
oF o] Zo|uk 29/ (mock titration) $I2FEol MAFAL olFWa 717t 65 Ao o)Al FAME of
W 3 Fuyens Fasd o ok} 3 ol FollA, BAA 7] £ 7.5mgg 19 18] F98}4
o 42 & Eojzkg 19 13] 15mgo R ZHal9R, O 4% & A7 ymiz] 710H(16%F) FU FoFS 1
13] 30mgo 2 Zshact, F 9A o] of Tof FojAl, FafollA %7] EoizF 15mgd 19 18] Fojelgl
19 13] 30mg7tx] HASHAE, GAbeh whe.2 19 13] 45mg7tAl AR A& U2, ol o 8
oJoku} vj@ A] ZRAHolA HbAx Y FPGE SAGH 02 Fo)stA A4stact (& 8 =),

rlo ka2

[E 8] 24% YUthZz LHZEAIZ(Forced-Titration Study)old BE Az

0] o o] o
¥ 30mg* 45mg’
12 13] 12 18]
& gz &
HbA (%) 839 859 85
7|EM (H3) 108 10.3 10.8
J|EMOIMS % Hst (ZF BE") 0.9 -0.6 -0.6
otatel xo(ZH HA™) -15* =15
FPG (mg/dL) 78% 8213 85%
J1EM (HF) 279 268 281
J|EMOAS] % Hs (ZF HE") 8 -44 -50
Slokate] xOI(EY FHa 62" -68*

1
* A H A (forced titration)o| A HE Lo
** 7124, pooled center, £ AT & 93t pooled centerol Hato] ZH.
*p < 0.050 ©f $iok,

oo g FuBoZaYoR A7 W Ho| gl AHUmel tiste], ARl | FF 72 HbAx
o thi3ke] 10,1%0191, FPGol thato] 238mg/dLolgleh, 71EAAN B HbAxk 10.2%0|3L, B
FPGE 243mg/dLolgich, 1ok} vlitA], 23 £oi8F 30mget 45mg7t] Agate o] oz &g 23,
3 HbAIAE 71ZH o rE 242 2 3%9} 2.6% WE F4s1AL, Bt FPGAE 71EH02RE 2
7} 63mg/dLo} 95mg/dL 9HE ZA3tgct.

o] o] 3 Pk ar o2 A 25tAd BRHT6%) tiatel, AMA] 1 8¥S SOk YA
Al B 32 HbAel didte} 9.4%0193, FPG thated 216mg/dLolsict, 7|&AlelA H# HbAws
10.7%°13 B FPGE 290mg/dLol et 1%k vlii], 2% £oi% 30mg®t 45mg7tx] A3l o] o
o2 A2# 23 BF HhAAE 71E4 0288 22 13%9 1.4% UF #4891, B FPGIAE
7124028 747} 55mg/dLet 60mg/dL BE Zadtt oA agd @ AR thatel, YA+
A7 22X Q7] HbAx9} FPG7E AN 202 S5 goit,

16 7 QA Aol A, A 28 Pt $2 197 A o] oF 30mgolyt Uk vhd R Fojsigict, ol d
o o3t Sk kR a0l ol FWA )7k 6 F Mol FAA, o] & 30mg FAT Z3h, ok
| 3t93E o) Z2AHo)A HbAx9} FPG7L AR 0 2 ojahA A= gich (& 9 3x).

[Z 9] 165 fiZ 70N 2E H=

0] ¢
et 30mg
12 13|

£ 8z &
HbAse (%) 939 1009
J|EM () 10.3 10.5
J|EMOAS % Bst (ZF BaE) 0.8 -0.6
Slotate xfo|(=d @) -14°
FPG (mg/dL) 914 999
71&M (ZHd) 270 273
J|ZMOIMS] % HE (ZF TFY) 8 -50
Qoo xfo|(2H B -58*




*p <0.050 o $1eF.

ojdo] ¥ P FEXRE WL Ho| gl B2 (0m A, 232G BF o] HbA:
10.3%°13 FPGE 240mg/dLolgltt. 712MAA, B3 HbAe: 10.4%, B FPGE 254mg/dLol3{ch
Skt u|m A] o] oF 30mg L2 N B3 Ak B HoAwk 7|EA 02 0H 1.0% 24892, B¢ FPG
71840258 62mg/dL FAstch ode] FPkt FEARE W AAE (B0%) 222 A
A ol7e Yy FBARE FAstArh. 23Y¢ AP B o] HbAxk 9.4%0|2 FPGE
216mg/dLo| Q). 712 A0l BT HbArs 10.6%, He FPGE 287Tmg/dLojgieh. Hoat 8| A), o] o
30mgl 2 A2F AFH, P HbA: 7|ZNOERY 13% Z48EY, BF FPGE 7|EHo2E
46mg/dL 2345} oldo} AEHY Y Bl dietel, YAAT FR A HbASk FPG7H A AHA
$E02 H2E7) ol

@ %8 2
Az ool e 3o oz gt WY ABYdE ST 2Ho| HAMeA ZHH (HbAe
> 8%) 7| 98 Tl BAEOIM, € 28] il o] ko] BAE WIlsY] Het] 374 16 ol A, B2
9, 015w, $ioktlz YAl $HHA, o)1 Fxf ABE GEAY FL ¥ 8 aolUS 3l

B

o

0| ofat Mot HERY

of okzt Hmd gefjole] HE Qo] distel T 7HY YAAIFE FHE F AY AREL 2L RIS
oS Bl o2 gy okE3 ygslol Fof WA Ok A 2 3 Ykt BXES AU BE 02 B o
222 AF =S AR Zol FHEYT § P85 dA AN, EYSEolS U2 Pk BT}
OE 3o BaAEo Eojdt A 98 Gy 22 560 WA 259 A AT oeof 2¥e) P o]
15mgol} 30mg EL 9jeFe 19 13] 2R Sof3ioint T2 ofd gdut FBw FASG, Ao vl
#em Axdedolo] of kg 7kt At B HbAw} 15mg 30mg FoizkolA 242 0,9%, 1.3%4 49
fs{?ﬂ 2ot 9okt vl RS o, BF FPG7H39mg/dL(15mg $1%) 2 58mg/dL (30mg FHFA B4
O}

yiGH
= o AlFolA, 702 Wl BAFEC) 24 F 59 WA B850 HEdpaot o)9jof 8j2o] 3 W 30mg EE
45mg ©) Ok £l WIEE olo) WA EAT) 24 o) AEAH WARRE B 27 30mg % 45mg $7Fl thetod
HbA} 1.55% % 1,67% ZAE|9ITh FPGAA X 24 GA2EE B 51.5mg/dL % 56.1mg/dL F451 40k
37} dEU 9o} 13] Folghe A8, $708%, 18 (1Y AT VA §3F (50%, 50%, Ex) S0B)2E F
of Wor=R|of Aglol, o) ekt Az $djote] g el tiF AR AT} e

0} 27} HEREDIO| HROM

o] okt e 2ie] B 2] tjsl] T AHe} QA Alg Sl £ £ Y ABS e dEZETS U5
E& o2 P okBT} yEsle] Bol W 9k A 2§ By PSS A BE U8 B 452
A ARE A2tel7] dof ZUE 9.

AR AN, dEZS S T Py okEu s 3o Bghao R Rojgl A 93 P #2328 B
A 259 dEEET 2] SlEY of o 30mg T R 19 18] FA9|2 Rojailnl. T o Pkt
OFEE ZA5Kt) $loka) BlRYS ), EXE A0 o] ehg S71e A B HbAx & Fo3HA 0.8% BaAl
AT, B FPGE 21317 38mg/dL #2A1 Rk,

= uig) A EolA, 827 B R1E0] 24 F 53 B BE FQ dlEz2Y o]9o] 271402 30mg E= 45mg
9] o] oFg 3o B Eof W2 9Jo) WiFSIAL) 24 o) HbAe oA, A RH GARYE B Zae A7
30mg 2 45mg S thake] 0.80% B 1.01%019it}. FPGOlA A8 HAZRE B 24t 38.2mg/dL 2
50, Tmg/dLolglch.

37} EE2Y 18] Sojeke A guollt 18 ((2000mg/Y EE >2000mg/L) Q2 Fo Wotrle] 4
glol, o] okt lEZ2010) WE e 3 AsEIF UeriT

o] et} Qla2lo] HEeH :

o] oz} Q4o Bg 8 R] o3t A YA G0l SHEAG F ) AYEL dAS FE Ex
St ofnl g aste) Bo) 29 A 2 ¥ Gt BAEL ARG BE b2 Gy S NY 22E AR
7] o] ZHE et

A U4 Ao, A&V ZUFOE 60,5 F/Y A T2 Fhnd 42 OE T2 EH02 Eojdh
A 28 Ty 342} 566 HolA 259 2143 2% ES o] 9 15mgo|ut 30mg EE $okE 19 18] 2292
Eojalgtt, T2 ol aiehid k2w FA|slgnh fok HEFS o, Ao o g F7h 2% 2
HbAe (15mg EolaFel 4 0,7%, 30mg Ecjoll A 1.0%)2 FPG (15mg FoigolAle 35mg/dL, 30mg £
ol A= 49mg/dL)E BT SoaH ZaAZ 837} A& 13] Rojeks Aot LEF ((60.5 T/
TL > 60,5 T9)/U) R Bof Bigh=R|o] Agio], o] okt Qlgwlel Hgayel thd Az a7t el

= o Ao, Q4 U U 60,0 BIS Fol WL 9= 690 B WAE| 4 F 5 UsU L
¥ o] 9o 30mg T 45mg 0] ok 315 0] Fhl Fof WEE o] dl BTt 24 Fol HbarolA 2B BAZ
HE g7 g4L 27 30mg Y 45mg Sl thated 117% D 146%010ch, FPGolA Xad AR B
2% 31.9mg/dL 2 45 8mg/dLolich., AAE B 282 30mg W 45mg &% 272 diste], 4 A
Ao §A AR GAREE 6.0% Y 9.4%2) Bt FA7E SHUE AT

[REUHH] x71287), 4712 Tstod 2500 BH(15~30C)

[ZREL] 304, 3008 (3)
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