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o] AR FEds JEHE 22, o5 5o, dadd EUA (o, 773 3w (4 GLP-1)
= o o] EA); PYY (FEE= YY,
A=

R olge] A R fF=EAL & 2 oolge] FARA B
A= Ly
=

P b orE wE ok
[
ful
fr
2
ful
fetl
2
o
fetl
ki
mO

02 Fdde JIHAE FY= (o, &3, dE, e, JY, omzE, B9, AAA L WolA IYHE, B
ot} #lastd FeEjet 22 o5 FEHE= fAH e FEE FEA, By ol olg9 E3E; Fx, o
= £9, &% [The Interferons: Characterization and Application, Anthony Meager (Editor), Wiley-VCH
(2006 5 4 1)) o AH&S £330

GLP-1, oA 3 7Fx dHele) sel=<l, GLP-1(1-37), GLP-1(7-37) % GLP-1(7-36)o}m|=, ¥wt ojr)g} GLP-1
o] FAAE Mo 93t SFIL~ FFE FESIL 84 25322 w59 #AAE zHce ded &
A= (F, JdEdAT) s Aow MY (Fx, Jd, &3 J

Research, 40:333-343 (1992)]).

JdEda=s &S YEhE v GLP-1 FE = F2A 2 JEE FARZE 99 (Fx, ¢, vs 53 W
% 5,118,666; 5,120,712; 5,512,549; 5,545,618; 5,574,008; 5,574,008; 5,614,492; 5,958,909; 6,191,102;
6,268,343; 6,329,336; 6,451,974; 6,458,924; 6,514,500; 6,593,295; 6,703,359; 6,706,689; 6,720,407;
6,821,949; 6,849,708; 6,849,714; 6,887,470; 6,887,849; 6,903,186; 7,022,674; 7,041,646; 7,084,243;
7,101,843; 7, 138,486; 7,141,547; 7,144,863; 2 7,199,217), =k ozt A AF (4, EBAXFTHE
2 AU FFEHE) oA dEA Art. 2 o] AAl §83 GLP-1 WEI= A2 shbe] o= Victoza
® (Novo Nordisk A/S, Bagsvaerd DK) (2]g}2FE|=; w|= 53 W3 6,268,343, 6,458,924, 7,235,627)

[Mojsov, S., Int. J. Peptide Protein
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[0113]

[0114]

[0115]

[0116]

[0117]

[0118]

S=5S0ol 10-1823699

oY}, 19 13 =+ }33 Victoza® (¥ =) 7 v, A, 2 dEA AR Folg. ioﬂoﬂ/‘i
Lot AFS 3, JdedxT A4S 7*—t— GLP—l A =9 FHEa], GLP-1 FE= §=4 2 GLP-1 AH= §
ARAIZE A L “GLP 1" 2 AgEch

a2 dAYE=E dAld-49] oflu]w=A A (Kolterman 0.G. 5, J. Clin. Endocrinol. Metab.
88(7):3082-9 (2003)) & ztar, 3}sh# 4 F= Axze ddel o) A, 19 23] A AAIE
7t m= @ FHoA] Al Folar, AEY Byetta® 3dholl FwjEth (Amylin Pharmaceutical, Inc., San
Diego CA). AAU-3 D AAd-4 7} GAA N dHA Qz, AZHZal EF (Heloderma spp.) OZFE X
S g9}t (Eng, J. 5, J. Biol. Chem., 265:20259-62 (1990); Eng., J. 5, J. Biol. Chem, 267:7402-
05 (1992)). A2 ¥ Faye] A8 @ 3¥8GF s A JAd-3 2 AAd-4 o §=7F AR
o (3=, o, "o 53] W3 5,424,286). o] dAYVEE FEE fF2A 2 FE= FARA (o, d4

d-4 oluyxE) 7} A dEA Jdu (Fx, o, uls 53 W3 5,424,286 6,268,343; 6,329,336;
6,506,724; 6,514,500; 6,528,486; 6,593,295; 6,703,359; 6,706,689; 6,767,887; 6,821,949; 6,849,714;
6,858,576; 6,872,700; 6,887,470; 6,887,849; 6,924,264; 6,956,026; 6,989,366; 7,022,674; 7,041,646; 7,1

15,569; 7,138,375; 7,141,547; 7,153,825; @ 7,157,555). Boub o] AAe] G838 AAUEE SR
she] o= FAIAVEI= (ZP10, AVE0010 2% <& A) (F=x, o, W3 B35 ¥3 6,528,486) o|al, o]& 9
g Al Foltt. oA golgh AdwS A, dAYEE FE =9 dde (o, AAd-3, did-4, F
JAld-4-otn| =5 23, ANUEE FEHE F2A, B AAUEE JEE A7 QAR A yEE"
2 dgH.

PYY & 36 olu]=al 77] HME = olm=o|t), PYY & & &84 9 ¥ F5& Adstal (Laburthe, M,

Trends Endocrinol Metab. 1(3): 168-74 (1990), mediates intestinal secretion (Cox, H.M &, Br J
Pharmacol 101(2):247-52 (1990); Playford, R.J %, Lancet 335(8705): 1555-7 (1990)), & &4& =3t}
(MacFayden, R.J %, Neuropeptides 7(3):219-27 (1986)). 2 7FA 83k AW WHoelA, PYY(1-36) Z
PYY(3-36) 7} 21"89 At} (o], Eberlein, G.A 5, Peptides 10(4), 797-803 (1989)). PYY, ¥k ozl 1
of HMEIE FAH 2 HE= FEAY AMdol FHAl «d#A Utk (o, wl= 53F WIS 5,574,010 %
5,552,520) .

SAEREAS AgeA WHEE AAEAAA 37 ofv| =4t FHE sEFo|n &S oAl AT HAAhE F
AateE Aoz WA (Wynne K 5, Int J Obes (Lond) 30(12): 1729-36(2006)). SAEREY, ¥y o}
ezt 29 FHE AR 2 FEE F2AY Aol dACd €EA drk (¢, Bataille D &, Peptides
2(Suppl 2):41-44 (1981); %R W= 53 F7) HIE 2005/0070469 2 2006/0094652) .
GIP + J&dA= HE= s2 7|3l (Efendic, S. &, Horm Metab Res. 36:742-6 (2004)), &5d ©53&
D Ao whgste] AolAg B kel Aol o3 wH|Eo] TS Aot dE¥ES FH| g GIP =
AESH g 42-otmAit g A2 A FEgit). GIP & SF I -9 Jeddx= dida s dud
ALt GIP & 273029 &A) stoll % Alet Ax2FH &y BHE AFshe 42-or =it 9473 =
A FE|=o|t} (Tseng, C %5, PNAS 90:1992-1996 (1993)). GIP, %k ofuet o599 fAkA B FEA 9]

Ado]l dgdA LA At (4o, Meier J.J., Diabetes Metab Res Rev. 21(2):91-117 (2005); Efendic S.,
Horm Metab Res. 36(11-12):742-6 (2004)).

A5 FE =9 vigbr]e] o= slrler gk AMYUE =, g 2.5 AIZk GLP-1, WigF 2 &; GEP, tiEF 5
PYY, tigF 8 ¥; FF71, dF 6 ¥ SAEREY, theF 6 &; 2 GLP-2, thek 6 &,

wowwe] AAe) AHEEY] A% ok A4 AFol AAGEEE ALgstel dAd. e AdsEE o=
7} ohie,

ErhE PRGN, A bR AREAE TPWTh B owe] AAe] Agd + glE ofE ot 3
1% TS olol ABHA Frvh FstadA; 2UA 2 AAA, dAd ARvEvEg JEF, dwve
g, AsvbEig, gedg, delgolan s W dul-nn-olztdd e, S Et faw
o AL ofuE R Selok; AUZATY FHA, AAY OSavAeY % FFES; G52,
At o AFFREAAE, Vstolu=, #WAl, ofvmebyl, EshdAmzE, stedw); ABPGA,

-
=
[H

wrxgupzl, zgupdl SR A=, da2ad, =2
AZNZ; FAAA, gAY ZeuE, gidsdES], JEES (ethltoin), AUFIE, dJESA|N=; 2
ojghAl 9 A-1EA, o7 HHUA, wWEERT Efdddud, ddd, -EaRE e 9l
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AE-Tu 2 L-WER3-4-ts A ddEid; EA, dAad 229, I, dwded, G229, sdA
9 29A, A ofaud, AEjdetn|E YERF AEdoin|=, YXF, o FE 2l wh whF of
ZEFR1, FEARRL, delEel, IRkl HEZIRI, ARl AAA L FHGA, A ofEEW,
A, SAH g, gudd, Txetgdd, o AW PGE,, PGE:, PGFies, PGFaers, PGA;
o NY ., HEDAZY, SAHERANZY, FRIFHEGA S, FRIAUZT, dEom,
HEZAZF, v Eed, FERHEHAZH, o ERZuo]al, oyl =, glga, oEgysE, vgxoln]
=, g, gy, ASEAY, oEZoln=, AESEnlolal, oluFiil/Fhdutol Al FhEE @ mfolal,
p-obi A AR, HEEFARA, BAIEFAA H T EEARG ket obAl, o] 4-obv]eF|isd, 8-of
vx-FEd, Fveyl, 229, AgsA-gyey; WE2YE; olEng-Z R old; FAd; HAAFH;
olZ2H WA (MaFEH 23 Z2E) 2 A, FFTHESTA (d, dEF7 JEJRYC0lE, YEF ¥
I E, dxEeal, DeHxA 9 gzZraield); FEI I svtsA (o, HEUSE 2 UFEEE
22); FopulntFA] (o, WERZUTE, HUGE 2 dSAIUE FR0E); dAdFAd ASA (o, dEF22Y
9, FoEfe, 2gEarE ERULE, e2UnE, gEEutolil MdelE, dEend, Jwepy 9
HUTIE); 3284, A ZY=EULE, ZZ2EHE, ZZEHE 9 EUNEE kgl A REolE (d),
HEHAEAHE, EFSaUAHE), d2E27 ~HZo|= (4, 17-#E-o~Egted 9 Ed o ~EF
2), TEAZHE AHZoE (do, 17-4I-3|EFAZZ A AHE olAMEHoE, 19-w2-ZZ A 2HE, =29
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[0211]

[0212]
[0213]

[0214]

[0215]
[0216]
[0217]

[0218]

[0219]

[0220]

[0221]
[0222]

X1
A1z 2= A3z 4=
o (M)
B 56.4 57.4 52.1 56.7
e 44-68 47-70 37-67 49-63
A8 (M/F) 8/4 7/4 4/6 7/4
ME (k)
Ha 95.7 94.3 88.5 89.5
e 75.5-130.2 55.7-120.4 56.1-125.8 58.1-130.3
HbAlc (%)
83 7.7% 7.9% 7.4% 7.4%
ER 6.5-10.2 6.7-9.8 6.5-9.4 6.6-9.4
AE xE
AAL& 2 8.3% 20.0% 36.4%
HEXZZ20! 91.7% 90.9% 80.0% 45.4%
HEXZ20l + TZD 9.1% 18.2%
A el Aol i 2 o AAE ATt
X2
A1 A2z M3z | M4z
n 12 11 10 11
R 11 (92%) 11(100%) | 10(100%) | 7 (64%)
B 1(8%) 0 (0%) 0(0%) | 4 (36%)
Q6 A 1 0 0 1
s9| @3l 0 0 0 3

B, okdstd Holg

DIROS® #&7gA]ol ol Ay A =e] A= 5E 517]

¥ 3 o AAE vkl ol 20 meg/Y ., 40 meg/¥ T, E 80 meg/Y

o8 FA%) 7F A8 /Al (5, DIROS® AE7dHe] o]4) - 24 A

o, 4+

H 2474 folaA Aeldd. % 3

ZEAui A AN EA] 29-9 AFREE ] dolelr}

AAE o At

3 2 10 meg/¥, 20 mcg/¥,

=]

S=50dl 10-1823699

(
dAtEl=e) A%y wat g
40 m

o, 2 80 meg/UL A= AHE Ao wet 28-A 8o FEA FE HY FEAL Lo WIS HAF
Aoral e

= FolAM Fat gho

mg/dL Te]= AA E o] 9}

]
% 2Rms swel gt A4 fold.

20 mcg/Q, 40 mcg/Y, 2 80 mcg/LE HE3dIE=

whebA, shte] - ol ol A 2 ] A&A A x=HE XN8de 9
A, AmA sElAY dAuE=e] A AL Aol tid el AR e Y] o] A5 of 7 A oa},
B EAE o 2 A ol W migrAS AL o 19 olske] Y1zt vlo] SAEE Wy @ 1 el AL
7] 9% AAUEEE wHets AT A Be etk wl FEcelq B Ame o el i
A9 o[ 4% oF 7 Y olsh, wEAsAE ok 2 A old, WS wAsAE o 1 U o]ae] 717k e
FH Qg FTAS BEE oW ¥ DY FRms o Md fo8 g
* 3
"3 +S.D. p-8t

10 mcg/ < -5.6 +£34.33 0.5175

20 meg/ -31.2+24.20 0.0039

40 mcg/ -42.0£33.16 0.0003

80 meg/ -28.8 £32.25 0.0014
¥ 4 o AAE vk} ol 20 meg/Y, 40 meg/Y E 80 meg/LollA DUROS® Ao 23] AEEE A LE]
o o3k Ane AR RRZRE FHA 2-ARE A5 S50 His ddHeR gy {fosHl 7
ATt gaet gE-Nkg #AZE B AT 2-AZF A F FFI2] BAE BE U g8 SAHI
= F 4 oA dolelE 10 meg/Y, 20 meg/D, 40 meg/Y, P 80 meg/Le HAEdE AE Ao w3
28-d Age] FTRA 2-A3 AF FFIAE FE WItE HolFEr wol A FHek ghol mg/dl = AA
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S=50ol 10-1823699

ol At 20 mcg/¥d, 40 meg/¥, H 80 mcg/ Y& ALsteE AT A #de 2 A AF FRIAS FE
o] #aE SAAHCE fFoArt.
[0223] X 4
B +S.D. p-a
10 meg/ & 163 +24.78 0.1699
20 meg/ < 34.7+3239 0.0135
40 meg/ 2 4717045 0.0012
80 meg/ & 69.6 + 44 35 <0.0001
[0224]
[0225] 20 meg/¥ T, 40 meg/Y ¥, @ 80 mcg/Y TollA FFF2 AUC (FA ol WH) W AR R FoF T ]
&2 714 AUC 9F 9 OMl Folfth: 10 meg/d &AM o5 ebvE 7} sk Aol AT AUC
AZE F5 Wil oa s,
[0226] DIROS® H&gx|e] o] 25, 24-48 AJZF ol AAUE|= dF s=7t PN =& == dea, AR7
FoEt FAHAT (= 2). DUROS® ZW‘ F21e] AA 5, 24 ARE Holl JAYEE sETF EA BT 7
FTER Y (% 2). AAUE =S AV H A A S 4%0}@ A A e e e O R G
A, B R AE5A gl FAS oF 72 ARE mink, ubghA A= of 24 AIRE vRE el v def AE
T JAUEES st dEA R HAETbes RS dA&54 dEgs ANV vHS Alwdts, dAUE=
of A&A Aol osf Al 2 d FuWS Amske W B 2 WA ARESH] A JAUEES E9Eke
AHE Aol Bk Alolvt
[0227] BE AGelA HbAle (3 5 ol AARE) B ZREAW 52 VEHo 2R SHAA Folsl el
HbAle ¥ ZHEAR éxé% FF el o8 gt 3E 5o, AHF AEAAE AR dAUE
o] A% et dge FaAsulA, AEEA 29-9 ATZRE ] dolelrt AAE Yt E5210
meg/<, 20 meg/D, 40 meg/d, B 80 meg/ D& WPk AT AAl I Al 29 LolA ] HbAle °f WIS
HolZErh (A9 Al 1 ¢, =, dA&54 Ao sirfel gk w3}, FollA et 72 HbAle 9 W3t + &
= Ak (S.D.) °v. B A A (5, 10 meg/d, 20 meg/d, 40 meg/, B 80 meg/U= AEshH=
AHE A ol B3 HbAle o s SAA R fFodln.
[0228] 5
22 HbAlc o B Bigt+ p-gt
S.D.
10 meg/& 054+039 0.0010
20 meg/2l 062£031 <0.0001
40 mog/2 2045031 0.0013
80 meg/2 -0.73£036 0.0018
[0229]
[0230] AFol BE ASwolA Z2a, 80 meg/d oA VIEHLBRRE FHAA FsHA Feldt (£ 6).
F 6 o, AT ASEAE AR dAUE =] A& et dded wek TR, I EA 20-d A=
FE19] dloJelrt A AE o] drt. ¥ 6 2 10 mcg/d, 20 mcg/¥, 40 mcg/d, % 80 mcg/¥dS A= 4
A w3k 28-d A me] FERA AT WstE HoE. FollA B ol 22 (kg) o2 AA
o] gt
[0231] * 6
=22 HAZ +S.D. p-at
10 meg/2 2027+ 91 03415
20 meg/2 2028%1.51 05485
40 meg/2 113£1.60 0.0524
80 meg/2 3.09%213 0.0086
[0232]
[0233] A frall AR (7 R FE) o dete] WEE 8- AV SARUATE, o5 &= AA(E)9 o4
F 270 AP o] el A Al 1 F el oFshE Sl AE g 7+ o) Azbel]l gk HlolE}
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[0244]

[0245]

[0246]
[0247]

[0248]

[0249]
[0250]
[0251]
[0252]
[0253]

[0254]

[0255]
[0256]

[0257]

o egd AR 29E BEOR it WEXE
o] 10% °]3Flth Aol T8 g FFEIAE 240 mg/dL W Trol 1
ahiet.
AT AFFAAETL of AAIH] Art.
7
1z A2z M3z
N(MZ 301) 51 51 53
e (A 54.0 53.3 53.8
S (M/F) 25/26 23/28 29/24
SHz o X£T|2 6.2 8.4 5.2
(#)
HbAlc (%) 79 8.0 8.0
A= (kg) 93.5 91.5 93.4
BMI (kg/m?) 33.5 318 33.0
AT 1 o] 12 FolA e Aol & 8 o AAE] ST},
%38
A M2z A3z Bt
N (%) N (%) N (%) N (%)
22 = 51 51 53 155
2 x2
g a2 47(922) 48 (94.1) 47(88.7) | 142(91.6)
xJ| #3 4(7.8) 3(5.9) 6(11.3) 13 (8.4)
=9 &3 2(3.9) 1(2.0) 2(3.8) 5(3.2)
S A 1(2.0) 2(3.9) 2(3.8) 5(3.2)
JIEt 1.0 0(0.0) 2(3.8) 3(1.9)
B. g dlojg
(i) Al 12 FA ¢ dlo|E
AHUE =] olelg Al 2 4 g ATRRE 7] otelstd 574

12 9] XA F HbAlc o W37F F 9 o AAIE] 9
¥9
YEED] JI=d REES of 13
HbA1c% HbAlco, | [PAlcs Hat
A= =47 7.90 694 20.96*
A2z n=47 8.00 6.96 1.04%
EE n=47 8.01 719 0.82*

Fol An F
S AGEE AR

(A 1

BE 2o VEdem

= B2 A 2

=]
T

)
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A/ A=

E] 7~7<47]]_x] HbAlc 7]- 71—/\

A FAl Slake AU EE AR

s==4

10-1823699

thAke] HbAle 58 7.0%

A

(BMD) +=

[ele] =z 5
’E‘E C)’:l]#ﬂ

il

(A 3 )

40 kg/m’ ©]

oo



[0258]

[0259]

[0260]

[0261]

[0262]

[0263]
[0264]

[0265]

[0266]

[0267]

[0268]

[0269]

[0270]

S50l 10-1823699

HbAlc & O S&3tA HAAIZAT. 12 FollA 7]l g HbAle o Fav E5F SAIHoR Aolglon);
AR FHlE 288 E &9t AT TE AbolY Atold S EXSIEE SR Zokt).
glojete] F7te] #£41& AT AGAAZEEH JdAYUEIES A&54 ALEE ol gk B U] WHoR X=d
o 1Y 23] FAbe] HlE] o H2 WEES o] 12 FollA HbAle 7% ©lsk 2 6.5% ©]ste] eSS HoJFH
o} (% 10).
¥ 10
&t HAE Chat HAE
(B 0S8 37% (B Y = 6.5%
olatol tha) 013tQl CHaA)
H1z 479 & 309 64 479 =159 32
H 2= 478 & 329 68 479 S 129 26
A3z 478 & 249 51 479 = 89 17

AFo] RE X@ToA AP, 12 F9 X8 T BE FoA 7EHo2RE 2H7A FskA Aoldtt
(% 11).

1
ha "z S 24 (kg) HAE B3t (%)
1z n=47 -0.8 = 2.4** -0.9x2.7
H2= n=48 -2.0+3,0* -2.6x3.5
H 3= n=47 -1.3 £ 2.5% -1.5x£28

A frall A (7 R FE) o dete] WE 8-k dAVE SAAAE, 018%% 2= FRA(E)9 o
25 z7ld HAPa, FAAoR gREe] gt S5 el ofstEAT (& 6 T 6 °dlA, 1 23]
FAFe] &#o] 5 meg/DollM 10 meg/ LR F/FEAS W, 2] AR &% £ %EE} A 9o HAE
o] F7tHo] fiAES & F AUt o] Aite ALA Aol A9 dHoletrt Algke] s Fol wep dAvkE o
2 99 Ao favs IS Kol 2 gz ol

T 6 & Fastd, dMYUEE FAR A9 Al &% 5 meg BID olA o] 7] RIEE 20% =3STh. 4
Fol &Fo] 10 meg BID 2 F7FEAS w), 799 s tA 204 =232 F7lEo] 2 Mol A 12-F9] vy
A 713F E9F A& E AT

20 meg/GellA AEKA Aol ot Ao A, 7o %7 WEE oF 25% il wiF HAAHoR
gt A 4 F B, 2 wie] Fo] AMUE =T AEEHASNE B8kl T WET A E]
= FARel frARET A6 F olef, 7o Wlmrt A% P A 12 F ol 10% 7wl AT, T4
o] A&717k2 20 meg/ ¥ AEA A oA Y] Wt A&V 17 A2, MU= FARe] g9 47.7

Aol njs xR Ftc).

%7 Aol ofs] Foly o ¥& §F 40 neg/AolA, A9 WEE QAU Fabl val © ERA,
Hgol £HE SAUEEe] ol JAUEE Fabe] ol 2 MALIE Al 6 F ol fAE WER shergt,

el Tol Aw WA F
ol4e] Helehs AF AWANZTE A%4 Aeke] ol 20 meg/Qe] Aol 12-F At

F4e A%HoR ANANAL .

4 A9 5e 40 neg/2e) Aol B e el AALEE 19l 28 Fau 2 PAe Eee

@t olE delth AAUEES] 19 28 Fabl uls) A4 S olgehs AHUEE

29 AR MAS welFth e, shtel TR, B wde et g% 45l o )

& Sof 94 o] ola] Al 2§ Fude Anss W L 2 Pl AHga]
T

oo N XN T2

w3, ol% DM-SAT 4re] @ AEZA} (Anderson, RT %, Diabetes Care 32:51 (2009)) & o]&3le] 7|4
9 oA 8 FolA AT dldEY Y S HrhE. 16 M9 71+ 2AFsk o]l =22 A4 0-10 o
Al AFEE A 16 Mo 7|22ty 59 T} F d4 € BE X]‘ﬂ A5 (arm) (n~50 th’d/X]5)
of A4 7EAo=ZREY BSLE vugr). wgh, 16 719 Ve , A on FA 9 WY 4
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SS90 10-1823699

[0271] = 7 o AAE deolel= ARbH QUL B7Fe] Ve e RRE Al 8 T4 HAE WSS HolEr =7
oA whdl ZLef = 9fo] ek 47t JiAE QL HeE w2 /9HEA QL AeE 2 /AaE QL AeE
wo 5 ey A 3 o, 36/0/15; A 1 o, 35/3/9; Al 2 o, 40/1/7. ol dHolet= AMYE =T}
19 23] FAkel o8 FoAEe o (A 3 i) Buh, olAE AT dEFAE AREEFe] 20 meg/d (A 1 ) 2
40 meg/d (A 2 i) o] AEKAH Aol ofal A8t ATHNE W, FEHom o] AAYEE A5 At
Aow o 2 QL B7s Wiles HeERG. AAGEI = FAE (A 3 ) o -, QOL /WA 10% = oF
L 23 A1 oAl 2 e F5- Q0L KA 20-30% =3It dEH da L (A1 E A
2 ) Bop AAYUEE FAE o (A 3 1) oA o B2 didEe] QL #4AE Bagt. ol& 1EPb Al
S8 el dis) ware ghe] do] "ol FAE S7 JAYE|E FolRn ojAHE AHF HEFA 7L Fo s
TE S A4S

[0272] g3k, Al 8 Foll QL ¢ dHHHE
= 8 oA, Tt @ WE, =, 27 @ 3,
o

2 Alel, AA, 2 Aol 4 74 FAAE Aol o3, Akl A IS ot 4% 128
&bt AUEE A%4 Ade] QA O B WL & AT AoE BARE IR, o)E v
olee ARE uael tal BaE 4 A AR Aol sl Aol WelA FAE B ALES Folur)
o8 A ALAATL Gelal FARE AzBT
[0273] A 12 Foll AGE =] AL Ao odh= A 87F dAUE|E] FAL] o)t A RRY e detvEE
o] Ao g folg WstE . & 5o, 7IEHoRRE Al 8 FHA AL AT Fy
2HE (LDL-C) 219 ®shrt 3 12 o AA=o] Ut
[0274] x 12
JNEHCZLHY LOL Bist HHE B3t
A1z -4.8 mg/dL -1.63
M2z -5.4 mg/dL -4.33
[0275] H 3= +1.2 mg/dL 15.26
@, FA Sloh AAEE AR 36 12 me/d 2 S8 01% foler otEEe] A%d 4
9GS o] 88t A mTt 1Y 23] FARRG LDL-C o #hiel g2 f2e 2798 A3ds 4S5drt.
[0277] L3, V]S omNE Al 8 FUA Y gk BEl 57] Aok X WErt 13 o AxEH] 9L
[0278] X 13
A1z -3.6 mmHg
H2= -6.8 mmHg
[0279] H3= ~4.2 mmHg
[0280] T5H7] D2 20 B 40 meg/ L] AEHA Aol fst= dAUEI=E Aze] P 747 3.6 2 6.8 mllg = A
A, Al olais AUEE ARel 49 4.2 mig 2 24T, % dolE: oAU E =] A4
A% 2 19 28 FAE ASSE Am P BEE £57) 999 gael 448, #U &9 ATHE 4
Z3h
[0281] (ii) A 20 FAA ] wleoe}
[0282] Al 20 FelMel Wi el gk %] delelrl = 9 ol A Ee] Sint Al 13-24 5 FHE
AN, 7 ART uw% sapslulgate] SAVEIS 20, 40, 60 i 80 meg/Ael A%H AL 59
sh=s . Aol Al 20 Foll A HbAle o HAE W37l £ 14 o Al Eo] At}
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[0283]

[0284]
[0285]

[0286]

[0287]

[0288]
[0289]

[0290]

[0291]

[0292]

S=50dl 10-1823699

X 14
FARAMI= =V JIEH H 20 F HbAlc2 #3t
Z2OZ &R HbAlc% HbAlc%
el ofal
g B
20 mcg/el n=17 7.88 7.03 -0.85
40 meg/ n=39 7.83 6.77 -1.06
60 mcg/ n=35 8.06 6.79 -1.27
80 mcg/ n=17 8.07 6.68 -139
ol Heolths ¥ %& &% 60-80 meg/Ue] AHA Adre] &7F doo] VAol WE ¥  HbAle H2E
WS AN E, AEH AT vt BFE
3# 15 ol AAE dleleb= Al 20 Foll HbAle A& Hikel] =2d e wojEt o5 dloleh= -2l
¥ oA HbAle o AEA s dSdT L, olE Holee 8% 4oz o ¥ el Hbile
Ag i =ddESs 4
% 15
e e
(B Ud s HHE (B Us = HHAE
7% 0l5tel 6.5% OlotQl
e o &
20meg/e 209 = 10 50% 209 = 49 20%
40 meg/Y 399 = 31¢ 79% 399 = 18Y 46%
60 mcg/ 388 S 28Y 74% 388 & 18Y 47%
80 mcg/e 178 & 134 76% 178 5 9¢ 53%
Qofatdl, o2y AHE ADAAE AREStel §7F 20 B 40 meg/Yo] A%H Al ogte AUE = A8}
12 F o/t &wd FFAL-Ast S & Agd. HbAlc &= &3 20 % 40 mcg/Q9] A4 Aol
oets AAGEIE A 5e] g 47 0.96% R 1.04% whE Haar, olol HlE| JAHGEI= FARe] A9 0.82%
KEEaEss AAGE = FARS] AT A&H Aol ofshz AMUEE MRS A9 o we didol
HbAlc X8 ZF 7% H= 6.5% o] =<-3lc). AZE a7t RE AgTdoA 3FEA. %27] 4 F9 A
5 Feh 2 v ¥ w2 HUEEE FREASClE ek, 20 meg/Ao] AEH Aol oJsh= JAYEIE A
wo A 36 F wot 7ol AWAOR A, oo mlal] FA otz AMUEE Ame] A4 Al 4-
20% A A &= Ak 2 7K & d

T, AEH dgd oste JAYEIE X859 A Al 13 FolAMY §F FsS 8 9 &Y ¥ HbAle E F
7hE ZFAA T Al 13-20 FH-E 60 meg/do] ALA Ao st IAUHE AuE2 Amwhe it
HbAlc 7} 71&X o2 RE 1.27% 7HA2Fct. Al 13-20 FHE 80 mcg/d9] A&HH ddo] ot dAYE=
A gE x85ue giae HbAle 7} 7|FH 02 RE] 1.39% 7+4 8o},

(iii) A

=

24 AT 48A HAF dolg

AT SBA] el dnbA el & 16 o AAE ] St
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[0293]

[0294]
[0295]

[0296]

[0297]

[0298]

[0299]

[0300]
[0301]

[0302]

[0303]

[0304]

SS90l 10-1823699

X 16
Mi122A22 | M3
H 1-12 =
szg 93% 89%
Rojoz ol a3l 3.9% 5.7%
MeRSAE ol™el 23l 8.4% 6.4%
M 1324 =
azg 95% NA*
Jojoz ol &3l <1% NA*

WNA -l Sl

3E 16 olA, Al 1-12 F o= WA A57IRE Sk AT S vERdTh A& Ao oste A8
(A 17 2 A 27) oA ka0l 93% = wle =kr), Fog A& A 1+ 2 A2 e 42
o] thate] Ay, Al 3 T 3 W thato] A ). 316 °olA, AR ol el HEt =
of AMA 12 F9] Amv= o, 12-F AY7] A=7|ZHS ALsA] &7 A8 gk Aot ol A

glof g FAA o= AlTHA &k

E 16 oA, Al 1324 T BQH BE el ol4E A AwgzYEe A% A s X

1 A AR GTE YRGSl WS HAT. A0 Aol 04 199l dyol A o
Bge AGEIE FA F 60 meg/AS] A&H Al ojah: AEE Btk o] Be 5 U B TIL
A, Qeye Asut

A 13-24 F9] A E &<t HbAlc ¢ HAE W37t 3 17 o AA S U,

i 17
Ol MO |[MZ D) JIEH 12 = Al 24 = HbA{C HbAlc:
ol Ao HbAle | HbAlc HbAlc 9 s | <7% <6.5%
22t % % % = o
A 13-24 = s mas
(mecg/ Y )
20 n=20 7.96 7.10 7.07 -0.89* 60% | 20%
40 n=42 7.79 7.07 6.93 -0.86* 71% | 43%
60 n=41 8.05 7.08 6.67 -1.38* 73% | 49%
80 n=19 8.03 6.83 6.67 -1.36* 79% | 63%

* 7]l dls] p<0.0001

7 oA, Al 12 Foll el AAE dHoleks Wil Aol - AR AR (Al 18-2

3 H 4 XN
7] A Ame] A (Z1EA) ZHE Al 12 F (HA A 5713k F) 7EA HbAle el Bt ®IE BoEr
(Far, = 5). Al 24 Fol dis] AAIE dolels WAE &5 AE5A ddd oJste Am 2o 717t &
ol #3 HbAle o WEE Bt} AEHA Ao ost= AAUEE Az F, A 24 Fo BE A8
oA HbAle 7} F7t= 72t o]t HbAle #AAhE BT 7oA tis] FAHSRE f93ta, M uE
=9 A&z AFS o] 835t HbAle & AL o w FaAd F Jes dFo). 2 M9 Hx &% (5,
60 mcg/¥ H 80 mcg/Y) ol #E 2 A F BF WEIL 1.3% & ZHgon, ol A&H Ao o= dA
UEI =9 Tzt 2 87)7F 52 HAle & AEH o2 AAAHSS §JZer}. HbAle 7} 7% ©]38}el thAke]
WEES BE ARae g2 A8 dys dedler, ¥ 5& &7l Haro] N (60 meg/d, 73%
80 meg/<Y, 79%) o] Hitt. ATE 5 Abel9 AolHE YA EE FH A kgt

HbAle o 7Ha @ 7% ol3ke] HbAle & 94T thge] HAEE olefsbd gold SN e e A%
Aagel Sl A 2 @ S e ARs 9RA o

2

A= 60 meg/A o] A%H HDL 57
7] A E7|2E A 1o

o (F 138).

=
iAol gk Al 13-24 F¢] HbAlc ©loElS F7t=2 EAJsle],
AA7] X8 7|7F el HbAle 7F o A ZAages u9h3

g
>,

o

N

jemm}

o

=

—

(@]

N

M W
r>~

i oot
tlo

=

fe
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[0305]

[0306]
[0307]

[0308]

[0309]

[0310]

[0311]
[0312]

[0313]

[0314]

[0315]

SS50dl 10-1823699

x 18
mz= gy JEE H 24 = HbAlec | HbAlc<7%
HbAlc HbAlc o B3 | = aMs
CH&tel HuE
SE g n=41 8.05 6.67 -1.38* 73%
P! n=36 8.22 6.73 -1.49% 69%
HbAlc>7.0
ol that
P n=27 8.54 6.77 177 63%
HbAlc>75
ol that

71&A e sl p<0.0001

E 18 oA, "EA" & A AT AFAl A= NAA] tide] H HbAle o]t} 2%1 13-24 Z‘:'Ei A At
El= 60 mcg/¥ e <7 Ado] o8] Azme 41 W e, ot HbAle 7F 8.05% RaL, X8 ¥ 1.38% =
EERi= o5 41 W U F 7|54 HbAle > 7 9 36 W IS, 3 HbAle 7F 8.22% 9, AE
T 1.49% = s-Egivt. 41 | A = 7|4 HbAle = 7.5 99 27 W EH*PO, 21t HbAle 7} 8.54%
A, AFE T 1.77% = o AA siErgch ol A¥= dMYUE =Y AHKH ol 9l A 2 ¥ d
WOl Xz A 27]17F B9 HhAle & AE&F oz MAAE ugAs A8 aﬂr—i— Ay, 2 Z7)E A
ZHA] 7)|ZEA 0] T tiito] v|EAe] v giART) HhAle B o] IAA 7FAAZE vEAs A7E Uehds F
7t2 JF 3.
AFe ZE ABTAAN Za2FPa, ZE oA 7EHoRREY 24 F9 82 FHA FsHA Aol
(% 19)
¥ 19
I5H M 4E 301 HA AS 24 HAE Big
ool MgE (kg) (%)
2
H 13-14 =
(mcg/ &)
20 n=20 -0.8 -0.85
40 n=42 -3.6* -4.0
60 n=41 -3.1* -3.4
80 n=19 -3 5kk -3.8

=)
iﬂﬁ@;l

= 10 9 xﬂAl | tlolEl= Al 13-24 T2 A 87|17 9 9o HHES HAF.
el

=
A (-1 F) & A

H ¥e g% 49 BE AF 4273 ke

£ 10 oA, ARA Al

- A7) FAE A% o TR AT FHo HAES HoE AHYE = 20 meg/
do] Ad&4 Rd_%gl AS-, 79 TAES A5V AA T dg FA A EHAT 20 meg/ 4l 60
meg/ A2 AAUEI =] A&7 AP 828 ASAZ W, FHo B Eo] Ty, 79 o] ARE &
-85} 20 mcg/ 4] MNHMUEIEE 1Y 23] FALRZA FH3 o] A7 AMUE= 60 meg/Y
o A&A A o3 A5 uw, A WAFo £ HF F A 4 T ¢ B Y =2 50% o 3.
webd, 19 23] AAUEI= FAbe)l gt A8E F7hE £330 ANUEl=9 o Rxgo thdk thake]
WA Zgo] A kA, AMUEze AL AL o]&ss Aae TUME % JdHYE =9 9%
H2go gigt dide] g 43 AlFd. uplA], Shufe] FEdeA, 2 dye AU E =] &5
Ao gt e MAAZ=, AAYEIES] A4 ddel o3 Al 2 § S XFsE Wy 9 2 Wy
ol A+g3l7] 913 AAUE| =S ek AHE g #A3 Aot
Z BEEE A5 #Eke, diide] dAUEIE 20 WX 60 mcg/De A&5A dPel i ARHE AL, AR
2ZHRE H37F A3, Al 13-24 F F< 6 P diido] FHE Ry, A 1-12 F F% 4 B giite] T
98 B}, TEJ g EiE gt ol At F 4 o] A 25-48 FHRE Y XHE F L=
A7l Folsts Haol AL, 4 W EHEVE AEHH HdEE ol&stE XNREE ALIrIE A"t
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[0316]

[0317]

[0318]

[0319]

[0320]

[0321]

[0322]

mcg/o‘ d‘*il‘JrE]E-"% A5 AD) o FaepAR) o dd Ve 25 E e
A wgks Zﬂ/\hﬂu} 40 meg/ el A5H Aol FaeiAdE A 3 2] 7S tidel o

Al 8 52 QOL dlolel = Al 20 FellA 5% Q0L dloletE ARg-8to] Wt 60 mcg/L°l 4

of F2elufde Al 3 wte] 7|E el g QUL dlelekE Al 8 delet 51 Al 20 FollA 5% QOL

dlolekE Abg-she] njal gt 1L 9 HelgaREH & 4 gl vkl gol, 19 23] AAUE= FAE (A

3 ) ZHH ol4H AF oil 2HEH 54 dE (JAYEE 40 meg/d Ei= 60 meg/do] EFlA) = A

S e QL Hae] 2dH Sk Radn

_lN

9 , E 12 o AAE dlolel= Al 1 w9 71E i (QAIVEE 20 meg/ ¥ AE5A A (1
AA710A 60 meg/ D] AEH Aol FALAuiARE), R Al 2 o VIE W (QAHEI= 40 meg/ L] <
e AA7101A 80 meg/ Dol AEH Aol FESAEE) o dE edemRH QL A
ol el gk QUL wlelekE Al 8 F°] QOL dlole} = Al 20 FolA =5E Q0L H] 1
et &= 12 o] dolgaiE & 4 Q= ukeh o], AF7IAM 2-3 W) St &%
<= el EH?"L QL Hr= &2l ¥ =hsol®= ¢ 2 QL H+ (1Y ZQ -
= 8 M) & A upebA, 2 AAUE =R X85
=, AAYEI =] AE5H ddel ofsl Al 2 F 7 |5sh= Uy 32 2

THehs AP PG AT

pal

- DA ST
Ll
b Y oo X
o >
9 o
m -
b gt N K
El
¥

)

o rr
i)

=2

>

>~

Rl

olo N
ofi

ol

N

Ho

e
2 g
X

T
Au

(1
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2

o
1l
4=

T

i o
o
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o
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o
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o
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42
[0
i)
2
S
)
PR T op

2

AHE AR ERE O AAUHES] AL&A dde] Sste A 2 ¥ da
A|Fgtet, 20 mcg/QDe &3 Aol AZsle] 1 60 meg/ YR
HbAle & AT HAE AT gk, dAYGEI=S] 19 23] FAL
AU E &ZFol A -2 g Q0L /el F&E Q. A A HE
oA 19 23] dAYEI= FALe] HlE] ¥ & QOL 7RAo] FHEE T
oldE AE AGFAXE Agste d&59 AGR A gl A
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[0323]

[0324]
[0325]

[0326]

[0327]

[0328]

[0329]

[0330]

S550ol 10-1823699

x 20
=] 9
ﬂgmgdg ok2/S0| 2H CIOIEte] &R/
o = 1ol 55l = DeFronzoRA, S
32 A Al 'fg s if ;M Diabetes Care 28(5): 1092-
8 1100 (2005)
iz B AMALIEIE, 1= 18] FAH Bergenstal RM, S , Lancet
(2 mg/ =) 376(9739):431-439 (2010)
22 C 2I2I2REIE, 1Y 13 FAM Pratley RE, Sal., Lancet
(12 =18 mg/ ) 375(9724):1447-1456 (2010)
Rosenstock J, S,
American Diabetes
Association (ADA) 70th
— Scientific Sessions, Orlando
FL, Abstract 62-OR (2010);
Nauck M, S , American
%2 D EIAZZREIS, 15 18] FA Diabetes Association (ADA)
(10 £= 20 mg/=) 70th Scientific Sessions,
Orlando FL, Abstract 60-OR
(2010); Bergenstal R, S ,
American Diabetes
Association (ADA) 70th
Scientific Sessions, Orlando
FL, Abstract 58-OR (2010).
AHLIEIE, OIAE NS ZX
_ (=, = agio] D80S 0|8t 20 JlzE M2 &
A E 20mcg/2 EE 60meg/ A AIE
o eiaA Mg
= AEIZ2EE, 12 13 2 45 Bergenstal RM, S , Lancet
B F (100 mg/ & ) 376(9739):431-439 (2010)
12 G ne2eletE 12 13 72 d5 Bergenstal RM, S , Lancet
(15mg, 30 mg, £= 45 mg) 376(9739):431-439 (2010)

= 9 ElAE
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