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B oage) ga) S = oE el wad, A7) 2 sr)d H]'Q]' 2o A8 9/rE o whElA g
S (53], 28 Gy /e vnke X8 9/xE dquhE e w e dxoM, 4] 2 7 nket g
g2 D/me ol WA £(E3], 28 dny ‘%l/EE—E Hlghe] A7 9/EE g E $J3 2 oy
of W& DPP-4 AAA, FAlety 2AE, HEE T oAV ATEY, A7) SR, A7) A B v)E
H onpel 2 TCF7L2 ok At QIR E AJgets £33t}

2 e E tE S¥d w2W, TCF7L2 13 1Ayl digh A2, dE E9W, DPP-4 JAAIY 558 A
H317] 93 A Aol A A RS FHEA sh7] g A EF(patient stratification)oll AFEE 4
S=

B odtgo] £ o2 Sdo] wad, AR Xz A4S S45te (S B, B 7led uiel g
TCF7L2 $18 e ok FaAdd tidh AldS E33thH S A7) 37t oz sl olake] 7)e &4 E4dx)
HE Foj® DPP-4 AAA] el olwTt ¥ W& FFolM whgd £ e olUd ¢ & FES a7
AEAE A3 d AMeE & At

B oalgol o o2 Sy waw, B 7)&d uel 28 TCR7L2 9F e ok A gk Age ¥
Fat= AAY A8 RS SAHsE WS o2 29, 443 F 2d8S AT 98 A s vy
oz X7 4 JEuEX oiyy E wdgo wE s ol Frle] YuH xsA9te] HE ea¥or A8
T F PdEXNE AAstE d A" F Ak, g2 29, 588 98y iAol #AaE 3AE o =9
a3 g 24 @A) 43 88 A8 279 = o

)
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At Bkate] A A A" wmE BN folE AF(ke)S JI(n)Y AFoE UE Ao AE, BMIS ke
/el w9 v

fo] "FAT S A BUIZF 25kg/mt Z3 H 30kg/m’ w Tl AEiEA AojHct. §o Az &L wgt
AAA" = Azughd oz AbgHr),

£o] "mike s Al BMIZF 30kg/m o]l AEI=A AHol®ETh, WHO AHeolol wEw, fof e gy 7ol
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S 27 A MAE O F8E FY 20 olds e MAE

3) AAEZE, 4) IGT =& IFG =& 23
ofE Ao RN ol Al g
225017} > 4.00] A HOMA-IR 2307} & &
A HSle AeAE 2 AN FEHIERA G

7} 125mg/de(6.94mmol/ ¢ ) S ZT} et FElEA A
HAoltk, W AEE S 49, I

g 72 vlodE 9 (stomach)oll & 75¢S AT A 2417 & I 10T T 200mg(11.1mmol/ ¢ )& X2
Aotk g AlgellAE, dAg A 10 WA 124)3ke] Ak § I3 Sxfol Al & 758 AT Toﬁi =

AFE] A 9 oolE A A AR H 2ARE Foll dY s V1S5S A7 oAkl A, 3 A
3l7] 1Y d9 $=FS g% 1d0F 60mg WA 110mgolar, S AHE A 1A7F Fol= 1ded 200mg UIULO]D%,
2A1ZF Zol= 1de" 140mg mwkolth.  2A17F Z X7 140 WA 200mgel A9, olE o Udsowm
R =

|o] "] oA 28 A DGR 23 9 A8 oOFE A, dEd Asd g A5, 2@ uAds 9@ oo
g YT (S 59, A AF, B s A% AI(CD)e 2o HPe 2tE 28 duy IxE
< ¥,

4] "HbAlc"+ EZ=W B A9 vl-a2F FeutS(glycation) AAAES dHET. o] FHL Tl
A de FAE Ak, 214 W A5 EUEHo lojA HbAle ¢k wl$- Fasith. oo AL I
T 2 HYF FHd EdHow oEsty] wid, "¥9 719 (blood sugar memory)"e] oA, HbAlce 4
WA 65 Ao it FF 5 vkl HbAle #tel HE A Dy A8 o8 dRHA T A (S, A
oA F HEFEHY < 6.50%F P A= FuHA vAERAEIoRRE AYs d Sz

HEFZ=W s G Saold 1.0 WA 1.5% A== HbAle #tel Ho AA
gheh. ol dk HbAIC #he] #hAE HbAlco] ¥she B3 W9l < 6.5%, vtEAsHAE < 648 BA37]de BE

X

A & 24d"S gA9] HbAle o] 6.5% o)A, E

2 el MY YA gof "BFES G 28" e "§A

3] 7.0% o], Y FAXSRE 7.5% o, 53] 8 o] HHE v g},

"X TET(HAE Folle] et ALEE A9)oR2E B I "o AUAl FF TSR E BEE "UAF 5T
A& AgAHA 7EHQA BEAS Z2e T EFAoIoh(HE: Laaksonen DE, et al., Am J Epidemiol

2002;156:1070-7). ATP III/NCEP 7}ol=a}Ql[#=: Executive Summary of the Third Report of the National
Cholesterol Education Program (NCEP) Expert Panel on Detection, Evaluation, and Treatment of High
Blood Cholesterol in Adults (Adult Treatment Panel III) JAMA: Journal of the American Medical
Association (2001) 285:2486-2497]¢] W2WH, A} FFwro] T2 thgo] 98 QAAE F9o 37 o]
Ebd 9o dE:

1. 38 Ed7F 9AY A9 > 4090% E= > 102emo]aL, o449 AF > 35902 EE > MenEA HoH+= B4
Hgh e dE 9E x5 98 3xd oA E 8 7 E99 A9 > 86em, 449 AF = 90em= A
Qol¥ = HE unk;

2. EgZgAge]=: = 150mg/d¢

3. HDL-Z& ==& < 40mg/de(F7d)

4. ¥+ = 130/85mmHg(SBP = 130 %=+ DBP = 85)

5.

OH

= g9 > 110mg/d0 == > 100mg/d¢

NCEP Ao= dEw o] $Fvb[#=: Laaksonen DE, et al., Am J Epidemiol. (2002) 156:1070-7]. d¥% EZZF
Aol = W HL Fel2HEe ma oot BAe EE e o) ZHY 4 9o, o g TW, B3
[#*%: Thomas L (Editor): "Labor und Diagnose", TH-Books Verlagsgesellschaft mbH, Frankfurt/Main,
20001l 7] = o] St

TRH R AgEE Ao waw, udh2 F57] H(SBP)o] 140mmHge] gk
o] 90mmHg?] #& ZFste Aol Hvdt. FAF dF TeE G dE A

i

z3sta 47 E9(DBP)
F=E7] d4S 130mmHg ©]

:{o o
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[0211]

il
X
i
a|h)
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% 44

DPP-4 JAA|, A2 %

A

[0213]

B

A1 FER(FEN Aol A, & 2rge] et M) DPP-4 JAAl= 3hst

8514 1ve] <1ele] DPP-4 o #14] 5

[0215]

o] ol

L=
=
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[0218] sleka] 11
0 =
RIS N//
Lo )—R2
[0219] X N
[0220] sleka] 111
o) =
RIS N//
LA™
0~ "N
[0221] | CN
[0222] sleka] IV
0 s
R’I\N N//
k\ | )—R2
N
[0223] CN
[0224] A7) 8kekA 1, 11, 11T 2 Vel A,
[0225] RIS ([1,5]4=Hd-2-)Md, (AUEd-2-)dd, (F520-6-0)ud, (U-Me-AuEa-2-d)id,

2-Alohte-rllAd, (3-Alohe-FiERl-2-e)vild, (3-Alohm-vEd-2-e)vd, (4-vd-vleud-2-d)vd E
(4, 6-tmL-v] 2 d-2-d) & Yehla, R2E 3-(R)-obvwe-dslg)d-1-d, (2-opv-2-v e -Z2)-v]
gobul e T (2-(S)-ol| -2 2 d)-vdolu] 5 Ehdict

[0226] A2 e (FE] B)olAd, E  dbge] wigho 2] DPP-4 AAlAE AEEHE, HUIZHEHE, 2X[ZFHY,
dzZFHE AuSFHE,

[0227] (29)-1-{[2-(5-" € -2-H d-ZA}Z-4-A)-o Ho}r| = |-olN & }-T S| d-2-7l R U EH |

[0228] (29)-1-{[1,1,-g " E-3-(4-FFH-3-d-o| 0|t} Z-1-Y )-Z 2 Fo}u| = |-o} A & }-F ET| d-2-Ft R EZ

[0229] (S)-1-((2S,3S,11bS)-2-0}1 -9  10-T W] B-A]-1,3,4,6,7, 11b-SAA}slo]| = 2 -2H-T 2| £ [2, 1-al o] A F HH-3-Y)-
d-ZFemvd-vEed-2-2,

[0230] (3,3-4EF 229 & H-1-9)-((2S,49)-4- (4~ (I gl r| 1 -2-) I | 2} 3] -1- L ) 3] E-2] Tl -2- ) Wl e

[0231] (1((3S,49)-4-0}1 =-1-(4-(3,3-T| EF o 2y Z¢W-1-9)-1,3,5-EF o} -2-A) ¥ E ¢ J-3-9)-5,5-1] T F L.
2y d-2-2,

[0232] (2S,45)-1-{2-[(3S,1R)-3-(1H-1,2,4-E g o} Z=-1-d W& ) Alo| F 2 A Eo}n| - |-olA & }-4-ZF 0 23] E 81 -2-
IR ESH,

[0233] (R)-2-[6-(3-o}m| -y H 8] H-1-Y)-3-| & -2, 4-T] 2 4-3 4-T]d}o| = 2 -2H-¥| g | P -1-L W& |-4-=F 0 2 -
ZUEH,

[0234] 5-{(9)-2-[2-((S)-2-A| o} 2~ 22| -1-YU )-2-& A -o| D olu] - |- 2 3 }-5-(1-H Eg}&-5-9 )-10, 11-t] 5}¢]
= 250~ i[a,d]AM%ifﬂ%—2,8—\—47}%@*& H| -t v g olu] =

[0235] 3-{(2S,48)-4-[4-(3-M & -1-9d-1H-F & Z-5-4) 9 H 2} -1-d | F] E2 d-2-L 7} H d }E| o} &2 d |

[0236] [(2R)-1-{[(3R)-¥] E&]d-3-Ho}u] = JolA & } ¥ E|d-2-U | L E24),

[0237] (25,49)-1-[2-[ (4~ EA| 7t I Rfo]Alo] F2[2.2. 2] S E-1-Y)oln| oA E | 4-FF 2 29 B2 d-2-7tH YU E
4,

[0238] 2-({6-[(3R)-3-o}1] =~-3-W & I F g -1-2 ]-1,3-t] W&l -2 4-T] & 2-1,2,3,4-H Eg}slo] = 2 -51-9] &2 [3,2-

_18_



[0239]

[0240]

[0241]

[0242]

[0243]
[0244]

[0245]

[0246]

[0247]

[0248]

[0249]

[0250]

[0251]

[0252]

ZIHSd 10-2024-0090632

dlggng-5-dime)-4-Z2F o 2z UEL

6-[(3R)-3-ot| - FH B -1-A |-5-(2-F 22 -5-ZF o Z-l4)-1,3-t)Wd-1,5-t o] =2 -3 F = [3,2-d] 7|

-2 4-t] L 2

(S-2-vWgyet£2[1,5-al¥ g d-6-7152%  (2-[(2-Alolmy E8d-1-)-2-& 2o ol ]-2-HE T2

diolu|= = AN o FEHE o5 Qo= o]Fo aFo2HE HHE DPP-4 A|A o},

A1 Fel(Fdl Aol #sted, nlEA e DPP-4 JAA = sty s§

&5 o]59 doln:
1-[(4-mE-AUEa-2-d) W e |-3-w & -7-(2-F-E-1-)-8-(3-(R)-o}7]| =~ H g t1-1-)-FAE (WO A

2004/018468%., A Alof 2(142)<} H|al):

e
i
ofy
1o
2
Ir
>l
4
s
rN
4z
S
S
)
(o
fr

=01, 519 ZE g d-2-d) w " ]-3-w g -7-(2-5-)1-1-2)-8-((R)-3-o}v| e-F Fl g d-1-2)-Z4 (W0 A
2004/018468%, A Alel 2(252)9F HlaL):

0 %
N
X B N N
| s
%N N
| NH,

-[(AY=A-2-) e 1-3-m & -7-(2-F-E-1-2)-8-((R)-3-o}7] =~ H 2| Pd-1-)-F A (WO A
2004/018468%., A Alo| 2(80)%} H]aL):

0 //

2-((R)-3-o}m -3 | g d-1-Y)-3-(F E-2-0]d)-5-(4-W D -FA =T -2-d W& )-3, 5-t} sl o] = Z o] m| T} %
[4,5-d]9 2] t}zl-4-2 (WO #12004/0506583%., 2 A]el| 13637} H]@L):

0 //
N N
\wAN
| N >
N NiiN%
NH,

1-[4-vEe-FAYUZd-2-A) v E |-3-w & -7-(2-F8-1-Y )-8-[ (2o} :=-2-v e - 2 I )~ F o}u| 1= |- T AHE]
(WO #12006/029769%., AAld 2(1)=} H|xL):

NY\ j.tN///
5 N

| N ﬁ H,
_N O)\T N/% N

1-[(3-Alobw-F 5 -2-d) M e |-3-m & -7-(2-F- ¥ -1-2)-8-((R)-3-o}n| - o 2 T -1-) -T2k (WO A
2005/085246%., A Al 1(30) 7 H]aL):
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[0253]

[0254]

[0255]

[0256]

[0257]
[0258]

[0259]
[0260]

[0261]

[0262]

[0263]
[0264]

ZIHSd 10-2024-0090632

| 0 /
=¥ N N
UL X
N O)\N N
| NH,

1-(2-Alob -l A)-3-m & -7-(2-F ¥ -1- )-8~ ((R)-3-°}H] .e-¥ | 2] | -1-)-FAHR (WO #]2005/085246 5,
Al 1(39) 9 HaL):

Gyl

1-[4-vE-FAU=d-2-d) e ]-3- uﬂ% 7-(2-F8-1-4)-8-[(S)-(2-o}n| -2 2 F)-w e o}n| - |-FALE]
(WO A12006/029769%., A Ao 2(4)9} B

| NEL

-[(3-Aole-d g e -2-2) Mg ]-3-W e -7-(2-F-8-1-2)-8-((R)-3-o}n =-T| A g D -1-¢)-Z4ke (WO A
2005/085246%., Al 1(52)9} H]aL):

0 %
X N)tN
| N
BOra
| NH,

1-[ (4~ e -3 g u gl -2- ) W & |-3- & -7-(2-F-E1-1-Y )-8~ ((R)-3-o}7] :=-F] H| g T -1-Y)-FAEl (WO A
2005/0852465., AAle] 1(81))3 H]u

0 //

-[(4,6-tmE-3 gl n ¥-2- ) w| & ]-3-1| & -7 (2-F-E1-1- )-8-((R)-3-o}1] =—T] | 2| Y -1- )-FALEL (WO
A12005/085246 %, Al 1(82)<}F H:L):

Y% ;\JI%Q

“[(HAHAA-6-A) e ]-3-1Fd-7-(2-F-E-1-9 )-8-((R)-3-o}r| =-T H & P -1-Y ) - 4A+E] (Wo A
2005/085246%, A< 1(83)3} H|:L)
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[0265]
[0266]

[0267]

[0268]

[0269]

[0270]
[0271]

[0272]

[0273]

[0274]

[0275]
[0276]

[0277]
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A AFE E wEe] FE A9 DPP-4 AAAE T B vbA R DPP-4 AAE 1-[(-HE-FuERl-2-d)
A e ]-3-m e -7-(2-F- " -1-9)-8-(3-(R)-ohv -9 2| e -1-2)-=4H | 58] ol¢] ] A7I(EY=HE =
BI 1356025 FA 5o ) ot}

r!

- (2R)-4-&-4-[3-(Ex)ZF o 2vY)-5 6-T)sto| =2 [1,2 4] Edo}ZE R [4,3-a] ¥ &2 -7(8H) - ]-1-
(2,4,5-EfZFQ 2y d)e-2-o}vlojglne BHEE (3R)-3-olv]x=-1-[3-(EgZF o 2Wd)-5,6,7,8-EHE
ghato] =2 -5H-[1,2, 4] Eg]olE 2 [4,3-al 9 &A-7-d ]-4-(2,4,5-E EF 22 ) B e-1-291, a}7] 3sha] A
= 2t AEEHEK-0431):

shekA) A
F FNH, o
/N\
F NN
LN
Fj\F
F .
shte]l FeEjell A, AEFEEEe 09 QitelFa 9, F AEEHY Tado]Ee] Fejolth. o] Fejel A,
AEFEHE EadolEx 24N Fo4E Ee dFstEe] Feolt. da dHe] @ RRE ARSI YE ¥4
o|E st #I otk AEEHE f7 47l 2 s em gHE o9 de vx 53 A
6,699,871% 2 W0 #103/004498% 2] Aol 7o 7)Ao} ik, AR AEEHE ExadolE d4sHE2 W0
Atk dE 5ol B SAFE E= oo Ao Az,

ARGz Y e gxo I ANALERS A
Aetzade] A4 APe AEY Janwvia 2 AREI Ak AEZPE/MEzen P88 g4 AP A
— ®

= Janumet = A|¥E I AT},

- (9)-1-[(3-3}o] =2 A -1-obrherel ) obv] iz |ob Al -2- Al oie-v] Zel Hol et W EE (29)-{[(3-3o] == A
obthabg-1-9)obul s lob Al o] Bl B2k u U E2Q), 3] sheha B b= Tk Y (LAF-237):

st B
N
N\
N
HN/\H/ :
o)
OH
Wt YEl e 03 E3] #6,166,0633 L WO #A00/342415.9] AAe 14 FAHOZ 7Aoo 9t WL
el 54 42 W0 A12007/019255% ¢l 71 =o] vk, A% FEje] WAredHd Bt ofye WraEdHd A

AFL WO A12006/078593%. 0 7]AEo] At HoaHE-S W0 A100/342415 = WO A|2005/0679762. 7]
<9 kel o] AP 4 A, AdEd WHEA WUgEFHE AF-E WO A12006/135723% ] 7] A H o] QL

[e]
15 Sol gal ShihE mi ole] @l AW mL AFS Pl B ANAGE B BAEL 2T 5

2

o]
AN

W2 HRY AA AFS FED Galvus 2 AR Aoz dadd, WAGIHR/MET=ZY WEE] A
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[0278]

[0279]

[0280]

[0281]

[0282]

[0283]

[0284]
[0285]

[0286]

[0287]
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. ® B
G A+ Eucreas = A|#EHL r}.

flo

- (S)-3-3lo| == Ao}ttt F] Al -L-A| A4 5-HE =T E2UUEHe| g1 E W= (1S,3S,55)-2-{(2S5)-2-o}
U] -2~ (3-3fo] =& Al o} U} RERE-1-¢ ) o} A & }-2- O}XPH}OMM 2[3.1.0]A4-3-7tRUE™S, 317] 334 CE
Zh= ALY E (BMS-477118)

A EE S HE B3] 46,395,7675 2 WO A101/686035.9] AAd 600 FAZ R AN} vk, Ft

el A, AAEHEIS WO A12004/0528505. 0 7]1AH wle} o] o]o] [Cl & Fi= oo Rin--HlZoo]E 9

Feolth. F7F] FHjolA, AAEHE S fE 9719 ™otk T TE F7FS FHolA, AAEHES WO

A12004/052850%. 0 71 A€ wie} o] fEl 9719 dFstwE Fejoltt. 2RAEERE HCI ¢ 9 fE 9719

A FdE2 W0 #2008/131149%0] 7]AF o] Aok, 2AFEHES] AFRWHS F3 W0 A12005/1060118 2

A12005/115982% 0 71 o] vk, 2RAFZHE L J0 A2005/117841% 0] 7]&=H ule} o] AAZ A3
H

o
wE gwel g@ ARAGe 47 &

—1>§ it

gtk o Sol Yu PR wE ol g Amuy, AYst il
52 2y o

2-({6-[ (3R)-3-obv] =] 7 2] -1~ |-3-H & -2, 4-T] §4:-3, 4-t] Spo| =2 -21-9] g v e -1-d b e )l = B2 el
3t7] g8k EE Zhs 4RI HE(SYR-322):

st B

N
2,
o
|
o2
o
o,
ofi
ol

A2

2ERgolE 9 TE ol9 EAYIE {9 HFuoltt. Tl Y ffP FRE g2

Bl #lzoo]E9l A7 WO A|2007/0353725. 0 7|AE o] k. LEF
WO #12007/112368%, 2 FAZ o2 WO #|2007/035629% 0 7]AH= o] k. <& =
E o) AAZ AP ¢ on, WO #12007/033266% 0] 71&@ uie} go] Fod
eZEetEe] 1A AlA 2 ole AZxYY 2 &X7F WO #12008/093882& 0 71wH o] k. & 2 3z
2919 1A AA L ol AxWH © &%y} §0 A2009/01145150 7]EEHe] Yk, GF So] i IIFE
T ole Ao Az, APst P = S50 g AyAEe 47 FHES A

1o
=,
BN
2

- (29)-1-{[2-(5- M B-2- IS A E-4-2) - Fopr] = |-opA B -3 Bl W2 AR EY EE fastH o 5

&5z o159 9, v sAE vdHelE, B (29)-1-H[1, 1-HHE-3-(4-] g -3- -]

Hopul e J-opd p-v] Eed-2- 7t Y EY Hx oAt o 385 o5 ¢

F3) SAFES 2 o)59 ATWHL W0 A03/0373275 el A Ak, Ao sE V‘aﬂo]E 9w
ofye} ole] A4A TﬂrﬁézﬂL O X1]2006/100181§0ﬂ 7] A 5 o] 9;@, Sate] el Fulglo]E E}u@ ol

AN

e
)
o N
O>’
e
fr
N
ot
Lot
ki
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posa
L
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il
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o
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Lo,
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[0288]

[0289]
[0290]

[0291]

[0292]

[0293]

[0294]

[0295]

[0296]

[0297]
[0298]

[0299]

[0300]
[0301]
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(S)-1-((2S,3S,11bS)-2-0}1| =-9, 10-T] W EA]-1,3,4,6,7, 11b-ANA}&to] = 2 -2H-9] 2] = [2, 1-al o] A FH wH-3-Y )-
-ZEF2vE-vEgd-2-(FIE2=guolglair Wyy) T Ao 38HE o5

el 3gE L oolo AZHLE WO #12005/000848 % Z]AE S Ak, Bl FTE(FAGoRE o] fdlo]
czgzgos )9 AZWHE S 0 A2008/031749%, WO A12008/031750% = WO #]2008/055814 5.9 7]
Aol ok, e IFFELS WO A2007/0174235 0] 7)%E upel o] okAslA A E R AdAsE 2= o).

e 5o Fell etE Em oo o) Ay, A WY v kol id AlRAMES Y] 2dee #

- (1((38,49)-4-ob] - 1-(4-(3,3- U EF-0 2 9 B 9-1-9)-1,3, 5-E el ob1-2-9) 3 £ 9-3-9)-5,5-1] EF
eEvded-g-2 Et AGHOR HEHE olE

. 2
D F
(o] N\¢N
Fall e 2 ol AW WO A2007/148185% H US #120070299076 % 7] =] tt. A& Eo] 3
s e oo o] AxWH, APt PH EE Exd dig AFAES Y] FdES 2T Qv
- (25,45)-1-{2-[(3S,1R)-3-(1H-1,2 ,4-E&|o}Z-1-d W) Ao F 2 AL oln| = |-ol M e }-4-FEF 2. 29 E2|d-2-

ARUEL (MR Yoty Wyg) Bt FAGHoR Het o5

3] SFE D olo] AWHEL WO A2006/0406255 L WO A12008/00119535 0] 7| AH o] g}, FAHoz H
TH dorte fedEZsgd 2 p-EFAAEMNY] Y. dE Bo] FE FEE £ ol A9 Az
H, Ags 9y =5 X0 gt AFAES 7] FHES 3E2E 4 g

A
o) A
o
o

- (R)-2-[6-(3-0}v] =] ] )3 E -2, 4-T) § &3, 4-T] o] = 2-2l1- 3] 2] 1] - 1- S ] &) ] -4 H 0 2
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o Wouel Wem we iy e e AFSolAe] DPP-4 olAAel e vAaAE A7) DPp-4
AAAE AHgSHE DALY BPHOE gHE Pl 1/5 WA 1/1 Weleld.

Hie A9 du=gae] v 3 M9 19 0.5mg WA 10mg, v SHAIE 2.5mg WA 10mg,

7 vhAEAE 19 1mg WA Smgolth.  oFAIgHA 2AE Fof upgrAgh Wele] 4& 0.5 WA 10mg, 53] 1

W= smgoltt. EA &% ZEo oF lmg, 2.5mg, Smg Ev 10mgolth. 4 Aol A8S 14 33 ofg}, u}

gAsAE 19 13 === 23] #3895 Ao duSdHds AT A4S Al =< WO #12007/128724 %)
A

e
14 WL ol AEo] Belo] SlgHT.

o
N
e
o
lo
N

guZde /W EXZY Zx] WEA(IR: immediate release) ©]F 1A L8 WRE(AA)Y B4 &3 7%
= 2.5/500mg, 2.5/850mg ¥ 2.5/1000mge]™, o)== 1¥ 1 WA 33], E3] 19 23] T2 F v},

JUFHE/METZEY A% WA (XR: extended release) ©]F 1A &3 HEE (A BAY &3 Ar=
5/500mg, 5/1000mg % 5/1500mg(°]& 1€ 1 WX 23], 53] 19 13 T2 & Qo vFAsAE Ao 24
AR} 3 AFEhH o) ALY, 2.5/500mg, 2.5/750mg 2 2.5/1000mg(e]E= 1 1 X 23], B8] 19 13) 24 F

od & Qom, maHsAs Al 4t g AH eIt

AT FoEE A AlekEEde] v &5 W9e 19 10 WA 200mg, 53] 25 WlA] 150mgelth.  AlEbE
HEle] 9 S 2 FE(FE 971 FaE)el Wel AAEA 19 13] 100mg = 19 23] S0mgelth. oA
g 2AAE T vbgAe Hee &2 10 WA 150mg, 53] 25 WA 100mgolth. o]e] o 25mg, 50mg, 75mg
EE 100mgelvh. &4 o] A8 149 33 °]3), P% 1A= 1Y 13] =& 23] e 5 9l TeE
of NelZHE 4, 53] ANEEHE TAU0lE d5EES ol AL AET & Jdrk. ARA % ALl Al =
vk 2] A = +7§% g, o= 59, 25 WA 50mge] AetEFHE o] ALLHTH

AT FAEE A4S drage] uih s 5 HelE 19 10 WA 150mg, 53] 1¢ 25 WX] 150mg, 25 WA
100mg ¥ 25 WA 50mg ®¥ 50 WA 100mge]tt. 48 = @_v}ﬂ%w 19 22 50mg EE 100mgo]th.
FATH 2AHE T wtEA S W k2 10 WA 150mg, ﬁél 25 WA 100mgelth. o] dl= 25mg, 50mg,
75mg ¥ 100mgelth. A4 4w A8 149 33] o]}, niEAsAIE 19 13 T+ 23] F3E 7 dr).

AT FolEE Ae d2a9de] A £5F W 19 5 WA 250mg, 53] 19 10 W] 150mgo]th. kAl
A 2A4E T ahEA S 19 2 5 WA 150mg, 53] 10 W] 100mgelth. o] o= 10mg, 12.5mg, 20
mg, 25mg, 50mg, 75mg X 100mgolth. A AEel HgLe 1Y 33] old}, uiEAsE A= 1Y 13 T 23] 43
2 4 9.

AT FoEHE A A= gk &5F Wl 19 2.5 WA 100mg, 53] 1Y 2.5 WA 50mgelth.  oF
A 2AE FTo v P & 2.5 WA 100mg, E3] 2.5 WA 50mgelth. ©]¢] o= 2.5mg, Smg,

)
gy
o,



[0431]

[0432]

[0433]

[0434]

[0435]

[0436]

[0437]

[0438]

[0439]

SIHS31 10-2024-0090632

10mg, 15mg, 20mg, 30mg, 40mg, 50mg 2 100mgolth. 4 el 48& 19 33 olsh, miagsAE 12 13
w28 248 5 U

AT FoEE A9 FEZFYHY utgAe g8 HYE 19 50 WA 400mg, E3] 1¥9 100 WA 400mgo|th. ok
A 248 Fo ulgdds Wee %S 50 WA 400mge]th.  ©]¢] o= 50mg, 100mg, 200mg, 300mg 2 400mg
ojty. A AE9 HEL 1d 33 ols), niEA A= 19 13 E= 23] A= = Y.

B odbmo] DPP-4 ojAlAle] EA dEle G &% F£F, JdE EW, 32 199 19 < 100mg EE < 70ng, HhE
At A= #2199 1Y < 50mg, ©l S vl A= < 30mg EE < 20mg, 53] o vlRA A= 1mg WA 10mg
(a3 A5, 54 2715 71 & Jde= Ul WA e dd &%, 535 Ul = 279 vd &§¥os
), 53] 1mg WA 5ng(1:1% 53] Smg)e] &% FFAAM, 27 A = &4 glo], $AHE 19 19,
g $ASHAE 3 F ok Wiy 19 13 AT FoEHe A9, Asdox a4 HT Fol& DPP-4 oA
Ao #e Zoltk. weld, oE B9, AT 1Y &3 5mge| Bl 13562 43 7 =i 24 flo] dF =

& =
olF uwiu} 19 13] FoF £ o2 (S, 5mg Bl 1356 1Y 13]) T+ 1Y 23] FoF £Wo 2 (5, 2.5mg Bl 1356 1

dnkd oz 1 Wy B¥EE WE Wy Z/EE e AMEOA A2 9 XEA 2/EE A3 duH A=
Aol 2 nEASAE 7] GH ABAE AMEseE dd8 AN TPz AREHE 49 1/5 UA 1/1
Helolth, NEAQ] A2 Py AE8A H/Ee A3 Gl ASAE ddedd v o ¥ §Foz Ag
gozy, olE FAEe] Aoz AEEHE A9 xHE e 54 9 dEd 588 B$AEA
v FHa3E ¢

AT FoEe A WEX=29S alggsk 23 He)E 19 250 A 3000mg, 53] 500 WA 2000mge] k. <F
At Z2AE Fo vz <

3 Hojo] ok 7}z} 250 WA 1000mg, E3] 500 WA 1000H1g = 250 LHX] 850mg©]
o}, o]9 o= 500mg, 750mg, 850mg FEX= 1000mgolTh. HFHA A=

oty dE& E9], 500mg, 750mg ¥ 850mge] ¥ wiHASAl= 1Y ﬁ, 1%1 03] w
2 o =
é‘:

1%‘ BQ ?%% ﬁé&
3hH, 1000mge] F& vha# A= 19 13] ® 19 23] Fobs Faw . SAD Ao ¥EY = X]

(sustamed) WEd APe 19 15 TS 7A5sid gtk WER2US o2 =w | AREY GLUCOPHAGE
GLUCOPHAGE-D ®E= GLUCOPHAGE-XR & ANAE = vel e SR Fol" ¢ Urt.
AT FolEE ZAS LIy EEY v £ H9e 149 5 WA 50mgeltt.  FATgH 2AE o uigEg

g owiglel F2 ZH7h 5 WA S0mg, 10 WA 45mg R 15 WA 45mgelth. o] ¢l 15mg, 30mg i 45mgelth.
A AE, A7) g Fele 1Y 13 EE 28], 53] 19 13lejth.  deoFEEER dE W, AF

ACTOS"' 2 Alws)= vis} e FEz Feld S o,
8%

Of

ol

BT FEHE A 2AsEEe] uEA g 9= 1¢ 1mg WA 10mgelth. oFAIEHY =AE F9] ube
25 Hele] ¥ 1 WA 10mg, 2 WA Smg, 4 A 8mg B 1 WA 4mgolth. ©]9] o= lmg, 2mg, 4mg £ 8
ngolth. MHASAE, V] el Tl 19 18] = 28lolth. wlaHEAE, S 19 sed E7EHA
ghoof gtk EATUEES T SW, AEY AVANDIA = AR vl e "R Rl vt

AT FolEE A9 ElolEgdy(ded viet 2 o ZuEE i 2ASYERE o)) ulEz e &%
HAE 19 2 WX 100mgelth. 19 18], 23] & 33 Fo4& 93 FASgH =4E Fo afgzs Hel9 &
7z} 2 WA 100mg, 1 WA 50mg 2 1 WA 33mge]tt.

AT FoEE AS FedEgv =9 vighga g3 W= 19 0.5 WA 15mg, 53] 1 WA 10mgo] o}
gty Z2AE T uhze W %2 0.5 WA Smg, 53] 1 WA 4mgelth. o] oE 1. Omg, 1.75mg 2 3.5
mgolth. HlEFSAE, 7] %o Foe 19 13, 23] EE 33ojtt. FYPHIFHr=E 42 EW, AEY
EUGLUCON & A|9ts]: wlo} 2o ez Fojg 5 o).

%

%

O

rlo

£
- 5

A= 12 0.5 WA 10mg, 53] 1 WA 6ugolet.  2FA|3hA

2 0. 1 WA 6mgeltl. o] o= 1mg, 2mg, 3mg, 4mg 2 6
mgolth. wIFAS A=, BV o Fos= 19 13], 23] &= 33, #EAs A= 19 18lolg. FEdd ==
de S, 4EY ANRL' 2 AREE uiel e PEe Fod 5 Q)
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AT FoEE A9 FeFAEY wgdd % U9E 19 5 WX 150mg, 53] 15 WA 120mgolt}. kAl gHA
2= o vEATE Mo &2 5 WA 120mg, 53] 5 WA 30mgeltk.  o]e] e 10mg, 20mg B 30mgo]th.
mA s AE, A7) el Foli 19 13, 23], 338 Ei 43o|th. eI ES o E SW, FEW GLURENORM
2 AlgEE vieh 22 FHRE Fod § v

A Folue e Synasrese] uigbdd &% Wele 19 5 WA 7omgeltt.  oFAISHH 248 Fo nhgt
25k Welel &2 5 WA 75mg, 53] 10 WA S0omgolvh. whEASHAE, 7] Fel Folw 1Y 13, 23] = 3
5] o]t}

A FolEe A SHSHA = uEAE &% Wee 19 20 WA 300mg, 53] 40 WA 240mgolth. oAl
4 24E T v wMele & 20 WA 240mg, 53] 20 WA 80mgolth. o]¢] o= 20mg, 30mg, 40mg
3oS0mgelth.  wperH AT, A7) ¥l Folw 19 13], 23] Wi 33|t}

B FolEe A Sdaddv=e] viEAd &% e 19 1 WA 20mg, 53] 1 WA 16mgolvh.  2fAIgH4]
248 o A Mol F2 1 WA 8mg, 53] 1 WA 4dmgelvh. wbgA A=, 7] g Fole 19 1
5], 23], 33] k= 43]t

AT FoEE AS EREm = vl S8 HelE 19 100 WA 3000mg, vFEA AR 500 WA 2000mge]
o AT 2AE Fof vigH e Welel 2 100 WA 1000mgolth.  wpgASARE, A7) de Fo= 14
13] Ei= 23|olt},

AT FoEE A9 FEA=] v 3 W= 19 1 WA 50mg, 53] 2.5 WA 40mgelth. 19 13,
23] w33 Fols 9 RAISH AE Fo wheA wWele e 2z 1 WA S0mg, 0.5 WA 26mg 3
0.3 A 17mgo]l et

A FolEe A4S vHEHY =] uEAe &% Hee 19 30 WA 500mg, 53] 60 WA 360mgolth. oAl
4 2AE Fo v Wele] e 30 WA 120mgelth.  ©]] oi= 30mg, 60mg % 120mgelth. wgHA A
B, 7] e Foli 19 18], 23] E 33lolth. UElFYUsEE oF 59, 4EW STARLIX 2 Alwss v
o} e Fym Folgd = Yot

B FoEE A9 daZeyu=e] v & MeE 19 0.1 WA 16mg, 53] 0.5 WA 6mgelth.  oFAlIs
A 24E T vk Moo & 0.5 WA dmgeltk. o9 o= 0.5mg, lmg, 2mg = 4mgolTh. H}EWS}

A, A7) Fe] ol 19 13], 23], 38 i 43loth, dRFEYsi oS 5w, 4EW NOVONRM = A

g

AT FoAHE A olglEr A9 wExd &3 W= 19 50 WA 1,000mg, 3] 50 A 600mge]th. kAl
3 2AE Fof nig e Wl 4e 50 A 150mgelth.  o]<] o= 50 2 100mgelth. mlgASAE, A7
o= 19 13, 23], 33 Ei= 43l0|t}. ofytEE Al o|F SW, AEW Glucobay = AWEE npgh ¢

FE|R 2o v 3% W9 19 100 WA 1000mg, 53] 200 WA 600mgo]th. oAl
2] WA 300mgelth. ©]¢] o+ 50mg, 100mg, 150mg, 200mg 2 300mgo]
v A, A7) ko] FolE 1Y 13], 23], 33 T 430y, RIERAE G2 5W AEY
Basen M= Voglisan = Al9EE wlol e HE2 Fol® 4 9o}

Eo] nlze 3% W= 19 25 WX 500mg, £3] 25 A 300mgeltt. <kA|E
= o] ok 25 =] 100mgo|th. o]9 ol 25mg, 50mg 2 100mgolth. ulEA A=,
A7) opel ol 19 13], 23], 33 Ei= 43o|tt. UZFHELS o S, FEY Glyset = AlBE = npg}

1

GLP-1 BZA|, 53 Aute|= o] whga e &3 WAt 19 5 A 30us, 55 5 A 20uolth. opASHA =
B Fo A Wl FE 5 WA lomelth. o]¢] el Sus W lomelth. whEAsAE, 4] ol F

© vat FAR 1Y 13], 23], 33 e 43 FYPET. IAUEEE dF 59, FEH Byetta e Al ==
dhsh e ez Fold £ Avk. 471z 484 A, v £9 18] slak FAe] A% 413
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B4 QRE, 53 DPP-4 oAl B/EE A2 G ARA R/EE A3 Gry AL Ao 58
= oo guz 24T & k. Mg oR H8sE dort, oo AWHE AL ohAwW, A, Al
B oolab} e WolAbel @ SAM, opMIEAl, AEEA, WA, W, welAl, Felmdb, e, 44
AR 2R ge 7] AN o 2 dgAES 2 pETAMENG g 7] e do]
Atk 7] G SAFBI S gl % EehA FolM AT F L wEm WPt YT + Ak oE
o md te 9o AHeRE Fole EE Sole add od £58 FE A,

oy
2
=
)
~
>
N
ofr
o
2
it
2
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>
=2
e
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YA E (active
wz}, DPP-4 <
3]

4,
N
ofr
o3l
2
=2

principles)S A HE&EH AAEHE A7t wl$- 9wsich. mElA, g

il
o

AAE Z2ke] Aol gt F44 &4 24, 8 59, 7IE dw AR SE5H Ad9d i o]
24 B4, 53 89 & e 4T Ad S Y, 8% HL s =oY, d9s WY, S
BAste e v ARoAM AAEHE 24 =dEd e Ag, e AR ddE 58 5 Ao

OA Aw¥E DPP-4 JAA=, ddaRolx e o5 &% ol&olx, F3 Ve 84 EREY A AEE
Ao, old o3 MHE A= ARVt FEE F Uk, olyd W& A= V] EFAEY fy WEEEA
e 14 HEE Y, dF 59, A4 == AEAE AT £ Udrk. ol 98 T HE FEUVY ¢
AeA AP FATH ZPEZA FPAR F5EE F IAY T WRHES AMESt dHdAte] o AF
stgl = Sk, kAT A ZAEEA AUHoR F5EE e €4 EZLS T Vs o 2o, A&
S, Aok A A AdEI( cal industry)?] A7k ¢FE E= "Rote

Liste®", W+ "Physicians' Desk Reference"® FX ¥ AW oFEo] o3 AxPA AR wid 7I3EE= A

¥ AR e REYY des vExEn; SHEdvE, SFErs, SgvdEs, 2Y9A s, =9
,BERErEs g g s g2 Axdedoh YHIYE; ddays; 2ASYEE 3 8
ZlElEY 2e EolEdnd; wEZuiAel 22 PPAR gt 2dA fuFeEE, vEIFEE, INT-
131 & wepge|eest 22 PPAR-ZvE 2H8A]; PPAR-FvE A A EAlZ AR, FeIEAE, g
ZlepAE, QlelZeleiata 9 KRP2973 S PPAR-7UL/ U3t 2dA); oE W, 2w ZEelEn S PPAR-7F
vp/otsh/ el 2dAb AICARS} 22 AMPK-2d 7 obAlE-Cod 715 2hAl(ACCT 5 ACC2) S AA]; Tlobd ZeA
EZ-obE E 2 2hA (DGAT) A AIAl: SMT3-5=8-A-2H-&] 3L GPR119, o1& 549, GPR119 2-&A| 5-ol"-2-{4-
[4-(4-H| EetE-1-d - A v e ) -Flo}&-2-d |-g] s g d-1-d }-9] g v = 5-[1-(3-0]aZ=2d-[1,2,4] A}
HopE-5-¢)-vH g d-4-d 5 A |-2-(4-v e s d -l d ) -v] el el o 22 A7 wilet A GRP #H8-Al; 11B-
HSD-1A1Al; FGF19 #4841 T $FA; optErRx, HIwwrx 2 n2eEEd e -2 FaA A
Al oA Al A dE™, Aded gaxa, el SR, r-DNA-QlEd™ ofxdEZE. NPH

=
=
JdEd, dEd dHrE, ded UZFY, JdEed Edud, Jd&d o dud 4 iy FHENY e
hoa
=

inj

oo

ded 9 ded 554, 9 A Hepo)=(GIP); ofdd H ofd™
HHEE); dAd-4, dF E¥W, dMAYEE, ANUEE LAR, =
(AVE-0010), LY-2428757, Eel=FE]=(LY-2189265), MulEFE= T dH|FFE =9 722 GLP-1 2 GLP-1
54 ds 89, g ZER, A=22dZ 2R (KET-1251), olElFE 2 EA, JhvEeE 2R

223 EE EXadZEdy 22 SELT2-SAA; @i E2A-F2gelAd] dAA(dE B, ERFA
) FFAA-6-F2ATEA AA; TEEQ -1 6-H| AT AT EA] 2HA}; F ¥

=TI FEA AA; 2 ET] FH[O)EFHEAZI VA (PEPCK) A AAl; 3] FH|o]E  tdlo] =2 AvtA] 7] v
A(PDK) A AIA; PDGF-5&A-71 WAl (% EP-A A1564409%, WO A|98/35958%, US AI5093330%, WO A
2004/0052815 2 WO #12006/041976%.) ¢} 22 E]2241-71ubA] A4 (50mg W] 600mg) & A/ EHd 7]
Al oAA; SF27IUA EAAE X SFIIIVA/2E duld 24 F 32 AEA] 7vA] oA
Al SH2-=rQ1-8Hf o] WAl E 5-FAulebA] 28 (SHIP2) oA, &3 Agdeo)Ee} 2 [KK AAAA]; INK1
AAA; Tl 71 UA C-ME JAA; HEMIE, YN 178, Eebw2E, 2w 1S, N-5984, GRC-1087, =43}
W22 @ FMP8259F e wWlEF 3 ZHEAl; AS 3201, AVElAEIE, SUtE AELE | o ZE A~EE | U AEE,
NZ-314, CP-744809 % (T-112¢} e A= A~ HElA] AAA; & 59, taZgZ=3z, A=238Z27,
oHE|ZHERR, JMUZHEERN EE (19-1,5-U¢8to| =2-1-[3-(1-H=E e H-2-dve)-4-ZF 2 259d |-

5]

\
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D-ZFFAIEH e SGLT-1 B SGLT-2 SAAl: KV 1.3 AE AAAlL o5 59, [(39)-6-({2',6'-tIvd-4'-
[3-(ldd ) Z2FA Jufo] ol d-3-d i[5 2] )-2, 3-H s o] == -1-Wl = eh-3-<d Job M| B4k} 42 GPR4O =74
AF; SCD-1 AAl: CCR-2 A &Al: =3yl =84 2EgA(HErIHd vl ol E[Cycloset]): 4-(3-(2,6-T]H]
Gl S A A ) -4-S 2Rt A 2RQ1 A4 8L 7]E DPP IV S AIA7E 9l

o

do= oF 100mg WA 500mg HE+= 200mg WA 850mg(1¥ 1 Wix] 33]) &= <F 300mg WA
1000mg 19 13] = 23]9] thks FoF A8, w= oF 100mg WA 1000mg £ wEFA A= 500mg WA 1000
mg 19 13] T 23], = 9F 500mg WA 2000mg 1Y 13] &3] A <d(delayed) WEA HEF =W thofst
FoF AEE ALEste], oF 500mg o ZH-E 2000mg WA 2500mg ©]&te] &Fow AFHEY., EA §F FrE u
Exay so|l=2FReo]= 250mg, 500mg, 625mg, 750mg, 850mg R 1000mgd < ATt

1041 WA 164 Aol ofolo] e, MlEx=vwle] A% &8 &2 19 13] 500mgolth. o] &Fo] A3t
ATE ABetx TaH, £ 500mg 12 ZQE %ﬁ/lﬂ_ T oAtk =S, vl 500mgH Y] FRoE HuY 19 &
& 2000mg7HAl =9 2 §F(AE EW, 23] e 33 £ B0 AT F Avt. WEZERS w27

(s}
=< Fol7] Y38 227 s FoA=E = Q).
v o ZulelEe] g3 dwtxoz ok 1 x| 10mg, 15mg, 30mg T+ 45mg 1Y 13]o]t}.

EAZYEES Ao s 4 A 8mg 19 13 (= 23] 2) §Fo AvdAu(Sd4 87 d=s 2mng, 4

mg

SIS (S s)e dRbdo = 2.5 WA SmglZHH 20mg7bA] 1¢ 13 (e 23] £3) S5 (5%
£ 7FwE= 1.25mg, 2.5mg % SmgolthH o g, T wiEd FeulEen= 0.75 WA 3nglRHE 12meg7bA] 1
13) (= 23] £3) S3(8A44 83 = 1.5mg, 3mg, 4.5mg 2 6mge|th) o2 AlFwc}.

IS )

FelSE QUAOR 2omO ZYH 10 W) b 19 1ACES dons <13 2 ED) $HEYA 53
FE+ Smg ¥ 10mgolth oz, =5 A% (extended) WEA == 5 WA 10mg(20mg ©l3sh) 1Y 13 &
F(B4H &% A= 2.5ng, Smg ‘j% 10mge|t}) o2 A&,

ey g Es dubqor 1 A 2mge 2 4mg7bA] (8mg oleh) 1¢ 13 S o= Agdr(Edd &% &
=

29 olF WEEL2 dukygoz 1,.25/250mg 1Y 13] W] 10/1000mg 1Y 23] &Fo 2 A
== 1.25/250mg, 2.5/500mg 2 5/500mge]t}).

Exav oF ¥EES dvtxog 2.5/250 WA 10/1000mg 19 23] oz AFHTH(EAH
.5/250mg, 2.5/500mg 2 5/500mge]th).

L gurAl o 1/250 WA 4/1000mg 1Y 23] 3o = AFHT}.

=
= o]F WEELS Ay ow 4/Ing 1Y 13] wE 23] A 4/2mg 19 23] o7 A
= 4/1ng, 4/2mg, 4/4ng, 8/2mg B 8/4mgelth).

o gubrow 30/2 WA 30/4mg 1¢ 13 gFow ATATHEANZH &

ZAZEEE/MEXER o]F HEELS duby o g 1/500 WA 4/1000mg 1Y 23] &o
2 7}E= 1/500mg, 2/500mg, 4/500mg, 2/1000mg 2 4/1000mge]t}).

b
o
i,
=
%
§9
o

W oolF HEES dubH o g 15/500mg 1Y 13] T 23] WA 15/850mg 19 33] &Fo
2 5= 15/500mg 2 15/850mgo]th).

H-A¥xd9-go} ¢y EuEx yeSPyss durxloz 29l 37 60 WA 120mg &3 (360mg/day ©] 3},
B4 8% AEE 60mg 2 120mgelth o2 AFH i, dHuIiyss dutdoz 2xkel 4 0.5 WA 4mg
L2(16mg/day ©|3}, B4 €% ZJ 5= 0.5mg, lmg 2 2mgolth oz AFdrt. #HAZFyYs/WEXEZY o]

= HEELS 1/500 2 2/850mge] & ZAEE o]g&E F Yt}

SRR A= dubdog Akl S 25 UiA] 100mg §Fo2 AFETt. HEEES dutF oz 2Ax)e 3
25 U#] 100mg &Fo2 AT Er}.

9% AW FES AaAVIE W8 BEYe dzie duadd, ohEsvlaby, Rulsed, FRulsed,
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Zefulsele | vlelabaEle 9 2uaeE g 28 ING-CoA-2lH e JAA; WA Beo]E | ¥ wy] H o]
E, FEy8olE, B, JdEJHYCE Y oEJUIF|HYolEet e dHo|E; oA T EA
2o yzgah 9 ole] f=A]; PPAR-2y} 2845 PPAR-EF ZE-Al; ofuAl DIMJr Lo o d-FE A AiEE s

gl Zold Edl A ehAl| (ACAT;  EC 2.3.1.26)  JAAl;  olAEnBel e FPxeE  AF5F oA
ZeaEetd, FU2EE 2 ZUAEEI g2, waatdd ek 24 % —ﬁ—*& W ) AAl; DAF, o DAF,
IXR =4 34 EZ" 2 FR x4 A BRI e L =4 4 EF; EEZAEIZYHE,

JTT-705(EZA EEFT] H) T WO #12007/0055722.9] 35 12(op A Egld] B )9} & CETP ¢ AA]; LDL 48
24 MNP GAA (A E €W, ZHEE=); 2 ApoB100 SHEJAIZ RNAZE Qlt).

olEavlaEEle] gake Adwd o Ing A 40mg i 10mg HA 80mg 19 13]0)c}

s HAAIE HE FEYY G2EE olHEE, HAZEE, AYZEE, WEZES 4 71E2WdED 22
HER-2FeA] ;) Slo]lER SR EEHAE, FRERYE, A=, FEAVE, FAYEYE, Ev s, AR
e, dZdEe, opdzes % EgdH Ay e oA dEud, Yugd, YEYE, Y&oa, U
siz2ds, dz2oa, gAgd, eﬂE?MJJ , vy g, ojxgitd, duidy, wgad, Z2ad 9 dEo}
A 2L Za A8 AL grzd, gAezg, Aepxzg Auzd, StEEXY ) ogexd, AuA|
d, fiz=zyd IAe=Y 9 E%%E}i%al 22 ACE oAAl; ¥Rt of e} dnal2 ek ZHHALE R HALE
g, ZAEEE, o]2WA2E, SWALEE, olAAIZE Y o ZEALZ R e X QWA 11 FEA ApehA
(ARB) 7} 9lth.

gujAlZere] gako Ak o7 1Y 20mg WA 320mg X 40mg WA 160mgo] v},

45 L 755 771 ¥E JdEYS dEs Fusdd oaHE eub @ (CETP) oAl W] 2ot
Al AAA; ABC1 =82t LXRES A A LXRWEF 2H-8-Al; PPAR-DEF 2184 LXRYE3}/Het 282, B ofx A
il

g A-19) B R/ 9 BEE F/MIIE B4 Ao

e AEE AF WE BV dzis AREdE; HEdstl SR Y e (S 2eE); e (A
AHE); gafEFebn; ofad); (Bl A9A PRwUEES 2o ghbulkolE 584 1 AFAl; MCH-1 78 A

ZA3A; MC4 =8A A, NPY5 uk ol NPY2 ZAEA| (oS 59d, Wy He|E); SB-418790 2 AD-96773%
2o w|E}3-AR ZHE-Al; APD 356(EEFMAA) T & 5HT2c 584 284 no2~etel JAA; Acrp30 o}y

|
Xdd; ~HZd CoA EXI}EA(SCDL) AAA; AWAh AERA|(FAS) SAAl; CCK 84 2HeA;, a2dHA
(Ghrelin) =& Z4Ez}; Pyy 3-36; £8Al &3 Zd3A]; 2 gia9; Brt oy RIIu/dEHE,
FEzyle/zUrns BErdolE/de2n 2 A=/ MEDNY o)F WEE] Q).

=AAsE N8EE 93 B8 BEYY od2s AZHIA A2 AA; PDGF-F8A-7) VA (= EP-A A
5644093, WO A|98/35958%., US A|5093330%, WO #12004/005281% 2 WO #12006/0419763 )9} 2e E]2Al-
1A A A (50mg WA 600mg); oxLDL A 2 oxLDL #A4l; apoA-1 Webx=(Milano); ASA; 2 VCAM-1 <]A|A

7} qnt.
wowge 2o 7148 54 gusel o@ Welel ARHA Pk, 2] 78 A% olgelw B wiy
o g Wge] X Al o zRE GoAselA Buad £ k. olHd wge A ST WY
geol EgE Aow e,

welo] Q8% BE 53 ZA5L oS0 Are] Belo] FxuA dgHT

el Aol A A HACAA A FJF, FAS), 4 B4 g ST (FERAE 24 9%
AA B4 HE, FASG), ek olyl ZE skl we] TCF7L2 3 AF8 (CC, CT, TT<] SNP rs7903146° <3|
A9 sk aEol I 714 HbAle %k

TCF7L.22] SNP rs79031467 gU=HE Hk& xlo]g]

o)
i
o,

Wy A7 Hek A g
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§7) AAdRE Gusd 5 vk 8] Axds el gEe

ool Fke) e, 54 % ogEL 8] 4
2 AFR Aol ¥ wye] A olo] AT Wik,
ZRE

AR e 10 e

a1 AE A9l DPP-4 2 AAQl Bl 13562, WIEXER a¥dx Etstal FHAsA 2HHE 2
3 A a7 ot}

ZAesta Aerdel tHlEd HWEThA-4(DPP-4) JAIAIel Bl 1356(1mg, 5Smg = 10mg qd)d F% 2=
MG, RAASA zAYE, WEFEU-SFHOET, >1g W) 28 D=y SA(T2DM; 7] A A
HbAlc 7.5 WA 10.0%) A FAbatATh. 1259 F2H9] o]lF-w7 Aol ek(PB0) T+ AW B4 2
= (GLIM; 1 WA 3mg qd)9] F7F A8 (add-on)oll W&l &35 vlasgict. wWEXZNS AL Gy X
2 HAZ 6577 YAlo-2(washed out ) A ATHIAS F 34.7%).

12 2L, T duy X5 FAC & =AW, 7|AHoZRE Q] HbAlce] WEATh. 333We] #FxH(H
7144 HbAle 8.3%: &+ % F[FPG] 185mg/de)S BI 1356, PBO F+ 70W-FA| GLIMe] F2H$3lalqict.
125 3o, Bl 1356 Azl dA3 9 A48 H HbAle A4S FEaRch(BI 1356 1mg, n=65, -0.39%;
5mg, n=66, -0.75%; 10mg, n=66, —0.73%). GLIMS F&3 SxtE= 12540 <kzF t] 2 93 PBO A H HbAlc
a2 Yeldth(n=64, -0.90%). BI 13562 AM&3 A9 12FA 0 AN CRZRE FPG #4s EAFHOR
o8tk (1mg, -19mg/d¢; Smg, -35mg/de; 10mg, -30mg/de). webA, HbAle 2 FPGol sl &-uv+-3 Atz
AZF A= o, 5mge] Bl 1356904 &3 oY) (effect plateaw) o]l =E3IH . o &3 tis], 1254
of #x}e] >80% Al >80% DPP-4 A7} & A x| (trough) ol Al S = ATt.

AAFCZ ) 1069 32H(43.1%)7F BE Aol Ax A A Arw 222 (AE: adverse event)S 733}

Ak, 7P 9HE A BRaE oIAEE HAFA(7.5%), HAAH3.3%) D W2AS(3.0%) 0]k, FE-HHH

APZES Bl 1356 E= PRBOSl A wHAyElA| %}9}0\% GLIMS 483t 39| ZhxjoA] TAsGITE. 109 9

2370 E A4S AEE AEEo, olE FAE F ol AR FE-TYE ASRE IFHA ZQhr).

MET ©HEoA] RAAsA 2d9 T2DMS 712 3xbo] ol METYl Bl 13568 37MA171 AS-, ddx oz AT

I EARoR #93% HbAle TAE A5t th. Bl 1356 1mg, 5mg 2 10mg 2 METS ME& X2+& ek o]
Foka, APwZFo ZHyb RuE A &grt. AEe WA AT Bl 1356 2 PBROo| A E}eiT).

/\1}\] aﬂ 2

oo B (oS 5, T HAM Foldt a3 Qe B dyo) ulE DPP-4 JAlA] T HEE &

|4S A3 AFE AHESHT AR E 4 9l

g W, 729 olF-9H fek-Aloje Bl I AFolA, & Ee] wpE DPP-4 A (AE EH, 1¢ 1

3 AT Fold smgd du=Edu)e ki 2 8% S, JdF EW, WEXEY, EolZgdu(d: vZd

BE), Axdedel, S9UE, du-2FIAITA JAA], GLP-1 =& GLP-1 554 2 Q&d Ev Jded

TEAZEH AdUE 13 e 239 B9 ¥ ARAE oL aWdE Bt 2R T 24de %

=28 Dy 3A(HbAle 7.0% WA 10% HE= 7.5% WA 10% E= 7.5% W= 11%) 4 A& 8o},

MEDSee} FEe S Ao, AxdSors] W awAll FE B ougel ue
okl E % HANE BARRTQFY ok mYY); 18571 o F-0y Aw ol F] AT oA FR

B EL
F1FRe] ¥ 24 Adxdedel GES o83 wld e, Wegle §¥eR, 9 =QVIE el
ol

1 A7 % o°4$§* Aldee. 27 #%
. +

= =
jonm]
o
=
=
(@]
=g
(e
o
2
o
rE
ot
Ir
o
N
ﬁ
bl
o

JIN' o 10

ol F°1'
"U
"U
.Jk
12
é
E
fol
off M
tlo

= 2} 3] = H A
TE I3 o #S 27 % 2/EE oF e @3 vnste] @zw 1;‘%91 AEFARE At F
5 3 539 dAT At 4] A5 ae dSu. me, ®mA kg gk Az (S, X535k
HbAlc < 7%)2 737 A7 a5S Y59

A7) A7 A B e @Ak AH, B VIAdeRFHe #d WEE, dF 59, FA8(dE
Y, AERA 4= 5o B4 B AE = AT SUHE Bt Es AREY.
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=
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Fkell 3] HbAle #ke] @A

=
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ok
2

= )

ol

-

7] gk 9/3
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Mo Az A¥o] THErt. did Ak, G 9/%E duyA A A8, A e vy 4 e
Alg el o8 Agdrt. dudAd duse A9, w uEe AFH-Aold =9 9 Hyt = 7| oy
A o] o8] X= TRV A, 9w AT A, ¥y 2 A A oleldk, dF &
W, 248 A (tuning fork)E& AME3l AF A% £58 SHE = Jry. T AT BeAE A+
AlZE A, At ek R AT FEA v dErEES 2AME 4k &R 26, ZdotEld HAE,
g3 adoleld gk, €3 AgolEd o] Fuirl HEd AQFHE Az, FAol oA 2 w7zt 2eHE
Al ZE.

Al 9 AL FFTo A=

thefgt Ae 717 E B, 127 UiA 6d)9 A ATolA T R H-FE F(dE EY, AF =
oGTT 3} Al8F v dhgd AARS) e HbAle @S SATo =N 2 drd wpE DPP-4 AAIA, 2FA|5H4]
FAE B HEEY %8 AET ¢ Atk AT B T AT F8A, A7) T g EE HbAle gkl =7
Fhell mlall = $19F OF Ee Aol 8-S e aFe vls] @A gad AS, i T3 A RoA
°of By B wy 4 EHJEY Y¥EEY ave dTHY. o9 d&, AT AFAY 7] #el vlE e
AoF e Aol AR Asw A a1Fdd wE, F57] 2/ne &7 g9 A, 88 ESAgtl

= =W, W, 19 AT 8% Sng, YOI st 0¥ JE Py A=A
ste] YgE)el e A NB(AE EW, B0 V1% dhsh 22 9 AT BAY AL BAEZRES
Al DNA Al=5& F538FaL, TCF7L2, KCNJ11, PPARG ¥ GLPIRZH-E] A€lf s} o] $H fFAodA1e] Wo]

3|
el disl, 53] 2o 7isd vk 22 TCF7L2 ¢

5) (% B9, oY A FAAPel el FAAY B
(genotyped), 471 914 A@elAe] zizhel fA wkgol whal WS (REA: AN 2. §A4F A
A Aol e EAH EAE AeToRH, FT DPP4 oA AR WSS W, HpAle Fe FT W
8ol Fs4 (g 59, bsael FAEAL, damAL, A8 9&)% FAH Wol(dF EW, L2 A3

= [e)
TAAY) B= w4 Ve dAE =AM 5 A

webA, g EW, TCF7L2 3= W9 sty ol dd w&
rs12255372 2 rs10885406 0.2 56 AHeE 3sl}e] SNPE HS5sHAY,
o : AAld 21), A7 AL A ANRE FAAE HAGo =M, 7] HAZE DPP-

| AL FEld weo Thsdel FES SAE & A

FAAE HA B, S ogabe] A A RREE f44 Bol(dE 59, 53] 24 Ved B3 E 545
T AL Al FAEe k. <& W, TCF7L2 f32 W g wEH e s g3d4de d5se 24
FAA MRS AR Y B wle]aRogo] i PR EAd 7128 5 .

Aol 11 fu=dd dd ey 28 Fridr e 7 2483 B-AE 75 FAS ARG,

7] ¥ (multi-center) 24 F2k9] o]F-7 91k-Ao] Ba 15 ATelA, 28 WA G (T2DD S 7k,
¢k H|:=Z(drug naive) ¥4 = AR 5" A (pts)(Z7]A4A HbAlc 4.9 WA 10.6%) A< gly=HE
(LD) T LHA(5mg qd) o] EHE $1°HPBO)O Hlulstgitt. LI(n=336) %+ PBO(n=167)°] F2¢istst £, 2
3+ PBOE =Stt(Abd ARH 32t (pts)= o] Aol 477 SFAlE FoakA] gerh). Ha 7IAA FAAE
(HbAlc, 8.0% [SD 0.87]; &% &7 H(FPG), 166.0mg/de [41.1]; A& X4(BMI), 29.05kg/m’ [4.81];
A=, 55.74 [10.2D)&= F LFAA FAIY.  13F TEHELS M7 245 § 7| AN ZEE 9] HbAlce] ¥sto]
th. LIS 7|AAHo2RESY PRBO-ZAHE HbAle W3t -0.69%= EMNE=H(p<0.0001), AAIZOZ 65 d=
-0.46%, 247+ -0.69%2] A4 HbAle HAE YEbATH(E T p<0.0001). LI A= PBOC HIsl 2454
o] =20.5%¢] HbAlc #Z2E ©AE FFo] >4u) © A(47.1% t] 19.0% p<0.0001). 71AA HbAle =7.0%E
Zh= @21l %) PRBO- & St vl BAR ¥ B& F9 LI-X 8 A7} 24F A o) 2% HbAle A <7.0%
G E(25.2% ) 11.6%; xF H] 2.9, p=0.0006). 714X HbAle & =9.0%6S 2zt = 7AHeZYH
4 2 HbAle 72 (-0.86%)S eI, FPGE PBOOl ®8l -23.3mg/de(p<0.0001) 714 AR UiA A"
A, LI &A= 2A17F9] 21& F(PPG: postprandial glucose)el] thal]l 2450 7| A Ao 2X5E ZAE H+ A
sloll Al PBOO ®la] © & #AES yebdth(-58.4mg/dl; p<0.0001). LIS HOMA-%B A<=(LI, 5.02 ©il PBO,
-17.2 [(mU/L)/(mmol/L)1), E=Z<l&dd/eled v](LI, -0.015 ©f PBO, 0.024) 2 wj¥ A|4=(disposition
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index)(LI, 3.05 ©f PBO, -0.68)°] Wglel oJaf vepite= wpe} o], Q& #H|E /WAAIXITH(p<0.05). A
o= 3o FZFE(AE)o] By Fx1e] WS F A FAFSITH(52.4% LI; 58.7% PBO). Add& 77
o] aFolA 184 WA, =EAY. F 5 EFolA Az A7 BRu e AXRH(LI, 3.0%; PBO, 4.2%),
dE-PHE Aoz N FHA g BE H TEE AT Fel FAedA FHu=dEd" HA FFE(trough
level )& 74 218 7155 7k 5&1}011 ] A gk,

2] WAl >9.0%) 004 WEXZT(MET)l o st
Folgl FuSHE(LDe &% 9 hdAds Apgth. 2=Ed 7)1kl %OM MNAEL LI(n=524) TE
PBO(n=177)°ll F2r915}at7] ol 6577F(mpA1 2 25731] 91 2F(PB0) =971 %) MET(=1500mg/day) ©]¢]e] AR
el AR GAE Tt Ed 71Ad 54 2 SARE(HbAle, 8.1% & 7 F[FPG], 168.8mg/de;
A®, 56.541; BMI, 29.%kg/m )& Lu kel fRARSITE. 13 FEAL, 71AA HbAle 2 AR BeH A5 A
o thal] ZAFE FEAF EA(ANCOVA) o2 H7EE, X & 245 59 7|A A HbAlcEZH-E]e] W3lolt}y. X7 24
% LI+METS} PBO+MET Abolel AW Wi X®  xtol: HbAle WIH(%)ol tha]l LIHMET] H-3HA
-0.64%(p<0.0001)¢]t}. LI+METE 483 71AA HbAle =7.0%5 ztE 3t 9JoHMETE 483k A} n&)
HbAlc <7.0%E @A e 3Fo] o AT ;ﬁ 26.2% ) 9.2%; 2} W], 4.4; p=0.0001). 245l LI+METE= 7]

Ao mRH At T8 A F(FPG) ZHAollA PBOMETE L §-3tth(-21. 1ng/de; p<0.0001). <A+ ZEM
2AE WA Alg el A AR 2A13ke) A% (PPG)% PBORMET Lol Wlsl LIMET X5 1% (-67.1mg/d0)2] 7
7P Aoz e A o 2 W AaE YERATH(p<0.0001). Aol shufe] F-28-(AR)o] By &

Z}o] H]&S LI+MET @ PBOHMET L&) A% E}( F2; 52.8% 2 55.4%). AdFS 5] PBOMET 2H=}(2.8%)
2 399 LIHMET #AH0.6%) 014 wAsle], =EQon, RE ouirts FA5 Akolty. 24FHol 74 Ao
2R AF A= 29 X8 2FANA FAFSFH(-0.5ke PBOTMET; -0.4kg LI+MET).

A MEx=vies FAHsH] e T2DM At glofA Frb fAlRA Y] 2lu= 1 (Sng qd)> W oH
of Fom, 7 2dd oA FAsL dFHeR FoAvF NS ATIHAT 7P fl= HbAle, FPG 3
2h PPG #2). T2DM 3 =3udt F 24 fatelM vEzExld gigh 57 afARA 9] duaHEe ek
of o, HAgo] B = 9okl AT}

28 Guy Ao G 2HS NAAR.

o713 247 52 olF-97 Yf-Aojd B aF AT, WEZ2UNWMED)+EE Do) HEEo e
S8 3 2HE 2t 28 A I H(T2DM) A4 (pts)(HbAle 7.0 WA 10.0%) oA 2] DPP-4 JA|A| glv=
HE(LI; 5mg qd)o] &% % oHdAS ZAEY. §7F a¥AlzA e L19 &35 9oF(PBO)C Hludtt, TE
ptsE 257 PBO 91712 7} 3, LI+MET+SU(n=793) 3= PBOHMET+SU(n=265)cl Fzr¢istect. e 71A4A

7t

oh&3 2T} HbAle, 8.14% (SD 0.8); &% ¥4 F(FPG), 160.1mg/de (36.6); <A™, 58.14 (9.8);
BMI, 28.3kg/m' (4.7). WH-E pts(73.3%0)= S5A ol do] >5:d7F T2DMS 2t vk, 13 TLHLS 7|AA
HbAlcol tial =AH, X & 24F F 7|AM o 2RES HbAle W3to|t}. A& 24F F, LI+MET+SUY] A9 o
7 HbAlci= PBOHMET+SU] W3] -0.62% © “th(p<0.0001). LI+MET+SUS] Z9- #Ht) <+ HbAle #ra+e 12T7>1H
of YERATH(-0.84%). 7IAA HbAle =7.0%5 %+ A 245 Ao LIFMETHSUZ X 85FH  4-9-(29.2%) 7}
PBOHMET+SUZ A& ¥ A$-Hu HE HbAle <7.0%5 24T FEo] >bul o BWoh(8.1%, N H] 5.5,
p<0.0001). FPG W3lol] thaf, 24F o] 7]A M o 2KE LI+MET+SUS} BPBOHMET+SU Atelol Al EA1 2 o= f-o] &
(p<0.0001) =AH H 2to] -12.7mg/de7} BZHh. HOMA-IRO] W& B-AXE 7%5d #3 SAX(FE a4
l&d 2 HOMA-%B) &= PBOHMET+SUC w]&ll LI+MET+SUoNA -9 3}AI(p=0.05) /W ¥ . AZhsk F-28-(AE)o] X
1% gxpe] H]8-& LIHMET+SU L&} PBOHMET+SU 1% & tholld woh(Zhzh 2.4% o) 1.5%). PBOHMET+SU L&
o HT} LIAMET+SU Z1&FollA o &34l Bus 7P WIHe AEe AddSolvh(Zhzh 22.7% o] 14.8%). °l&
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SUstel Hgol 7)3le Ao R ARt ok XH aFAME F93 AF H3E YA oot
£
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o}
ol
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d
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rlO rll‘ —[II

n)

=

ol

H

2

2

= N
©
>
oL &4
4
fil
j|:_l,
4
[o
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~
rir

(PI0)S o]&3 7] ¥W& a9 5% 2 S AL, & =&5A &
Az FE0AD)E AP 7", 28 A (T2 2 B5E F 2HS e %W(pts)(Hbmc 7.5 LM
11.0%)Z 5mg LI + 30mg PIO qd(n=259) W=+ 30mg PIO + $J°F(PBO) qd(n=130
A= E—Z}H@:}Qﬂ A AHolw 6737+ olulgk 0ADE AF A BE Hat 714 E*é%(HbAlc 8.6%; &4
g4 F[FPG] 190mg/de¢; A8 57.541; BMI 29.0kg/m’)< 1EE ﬁoﬂ AT, 13 TR 71AA HbAle
LA B Am oAl s 2R, AR 2457 T VAMOEREEHS] HbAle Wsto|tt. AR 24F F,
LI+PI0 25 (AA 4 #e, A5 #5730 A3 Al (last observation carried forward)) Hx}ol] EHfL A4
B3 HbAle W3 -1.06%°)tH(EF 2H(SE) +0.06). PBO+PIO ZEol H&) LI4PI0 289 A% =49 H+
HbAle zFo]iE= -0.51%0]tH(p<0.0001; 95% A& F7H(CI), -0.71, -0.30). FPG #A%E =3k PBO+PIO :Eoﬂ H]
3 LIHPI0 289 AL} A o an, 2454 X5 2pe]7} -14.2mg/de(p<0.0001; 95% A1 F7H(CI),
-21.1, -7.3)°|t}. LI+PI0 1§ kA= PBOHPIO L& FhAlel] H]&] =3 HbAle <7%(Z}Z} 42.9% o) 30.5%, aLzh
H] 2.1; p=0.0051), ¥rF ol HbAle #4 >0.5%(Z7F 75% o) 50.8%, wx} H] 3.8; p<0.001)E 94T &5
ol ¢ AY. Hojm e HAE(AE)S AP Ak v & LIPI0 157 PBOHPIO &AM FAFSH
(136, Z}ZF 52.5% o) 53.1%). A¥FTS LIHPI0AA = 389 #x(1.2%)o14 ZASEaL PBOHPI0 LEAA =
WAEA] kol EET. EE AR ARIES AT drolt).

G713 245 F-29] ol Aok-Alold WA s Aol DPP-4 oAlAl HueHE (LI) L 34031315}%
1 A
Z

A2 Ju=dd 9 JoIeEES o83 27 HE 29 PI0 @5l nls] FPG ¥ HbAle oA @A 3}
a g em fon s vetdie, wE-AE e AE o 2 S vekdg. fueEiEdt ges
g T Fols obdatar vekdol o fuedHE B veIYEESs o83 B¥E e FAdd
T 2dS 2t T2DM 84 B WEXER ARl F7]E A el fAlA Fad deA 27 AR A9
& Aed + ot
Al 150 HuE

g % AT, DPP-4 JAA FuUEHE (L)Y a5 2 ¢A
FAAY Abd AEE, 28 A G (T2 FEQd Fxb(pts) (71AA
= S 9 7.0 WA 10.0%, AHH 28" F 7.0 WA 9.0%) A4 LI & ¥ (5mg qd
=2 9k(PRO)O W3k, LI 5mg(n=159) ¥ 10mg(n=160), =X PBO(n=80)l F2t¢]3}s}

=

2 10mg qd)¥ &
3k ANNE Zed (B 28 A7 FE I E97] old 2F Bek o

71 Aell, mE FAHEe 2719] PRO
AS Foshx] &=}).

B [SD] 714 EAE 2 EAAE(HbAle, 8.0% [0.68]; &8 I ©H(FPG), 163. 5mg/dfa [32.4]; BMI,
24 .97kg/m’ [3.86]; A8, 60.04] [9.7])= RE AEESA GASIT. 13 2RHL 123 T 7| AN 0 2 RE
o] HbAlc Wisto|t}. 12FAo| 7|AMozREe =AY P HbAlc t&ﬁM 2}ol= LI 5mg o] PBOS] A%
-0.87%(p<0.0001)°]aL LI 10mg th PBOS] 7% -0.88%(p<0.0001)°]t}. 12T HbAlc <7.0%E <A alE 329
H&& LI 5mge] 7% 26.4% 2 LI 10mgel A% 35.7%<1 dlol #]s] PBOS] - 10.0%°]th. HbAlc F=5=o] o]
Z 0.5% o Yolxl #xte] nj&2 LI 5mg4 $ 57.2%, LI 10mge] A% 59.9%°]aL, PBOS] A% 8.8%°)t}. LI
5mgot 10mg = t} PBOO H|&] EAH o= TrA d zto] & VEFATH(p<0.0001) . FPGt PBOol Hl&l LI 5mgt 10mg
= telA dAsHA AdE I, 125 $oll, VAN RRE xAdH Hit WSt xel= LI Smg o PBOS] A7
-19.7mg/de(p<0.0001)°]3L LI 10mg th PBOS 79 -20.4mg/d¢(p<0.0001)o]t}. ZZel&el/claed H|e W3l
o] yehd mpel Zrol(LI 5mg, p=0.0065; LI 10mg, p=0.0004), LIS 3k ogdl BHIZ FAA|sl/
MAAZT, Hojx Fhite] BA8(AE)S At 2] v&2 37 2 ol 2AHIT(56.0% LI Smg, 53.1%
LI 10mg 2 56.3% PBO). E&, Zt7} 9.4%, 8.8% 2 10.0%E oFe-#Hy Aom Hridct. ZAR-Aold A
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EAEA = AFL LI 5mg 157 LI 10mg 15 % thellA ZH7 -0.39 2 -0.06kg>
°]= PBOC] HISH Fel8Al Abel 7 YAl 8=TH(-0.04ke) .

oft
o,
2
&
f
[
fr
Y

g
ol
ol
D)
co

‘14
3
(o
)

Aol T2DM Shzoll 4] HbAle B FPG W3loA Wi E =, o
itk #UEHY Smg ® 10mg & TF HbAlc A3tellA fAld &5
Al iekde] Foh. Smg Blu=EES G FxoAe] X857 &g,

oft @ [0 iy  Hl e
% rlo
tlo
o

ae 2 b FHU

i
>

| 160 JuU=HES 28 Tl A dxfolA ddamiAzAe] BaeRzd H& ¢ F 2d1S

2
of
o 2
kv

o 267 29 olF-wA @A-Alojd W 1u ATelA, oFEd =EFHA FAAY AP A", 2F
4 FER(T2D) Y820 A (pts) (71 A HbAle: ofEol =FHA &2 45 7.0 A 10.0%, B+ 18T
A5 FE(0AD)E AP ARH A5 7.0 WA 9.0%) 149 DPP-4 AA] I HH(LD) o) a-SFIZAIGA <
AA HEelBa(B)e] &% 2 ehdAd S vage}

2579 PBO £9) ¥, $AES LI 5mg qd(n=159) %= 10mg qd(n=160), &= VB(O omg tid; n=162)°] F2-¢)
L ids) %19494 Abd 0AD A 8= =9 25 Mol e, Ayt 1A [SD] 54 3 SAAE (HbAle, 8.01%
[0.68]; =&+ I Z(FPG), 163.5mg/de [32.4]; BMI, 24.97kg/m’ [3.86]; Oﬂeﬂ, 60.041 [9.7D)= A L&l
Ax Atk 12 SRS 2657 9] VAN RmRE O HbAle Wtoltt. 2650l VAHOoRFHY 24
B3 HbAle ¥3}e] xtol= LI 5mg o VB2l - -0.32%(p=0.0003) 2 LI 10mg ™ VBe] ZA-$- -0. 39%(p<0 0001)
olt}. 265 Fof HbAlc <7.0%E @43 x| Hl&2 LI 5mge A% 30.2% 2 LI 10mge] 7% 34.4%<1 d H]

a VBY A 22.2%0|t}.  HbAlc FFo] >0.5% U YWolzl zhzte] vl &S LI Smg 2 10mg4 49 57.2% 2
53.5%%1 ©l Bl VBO] - 37.7%¢|tF. FPG= VBl M]3l LI 5mg 2 10mg & vholA AAsHA 7HAdEw, 7144
ogRE 2AE PFF W3t 2ol LI Smg th VB A9 -6.9mg/d¢(p=0.02) 2 LI 10mg th VBY A$ -9.8
mg/d¢(p=0.0015)°]t}. LI 5mg 2 10mg = t} VBel ®la] 1 0ADE AMA X =¥l kxtollA #A S HbAle ZAE
ERATH(ZFZE p=0.003 Z p=0.0011). =>1°] FZEAE)] LA HEw Zk IAFE AteldA ZHT wksirt
(72.3% LI 5mg, 77.5% L1 10mg 2 71.6% VB). AEE %, 77} 11.3%, 10.6% 2 18.5%+ <FE #AHHE o= 33
Ak, FE-AHEE Y Aols LI 1E(8.2% 5Smg; 8.1% 10mg)ol ®&] VB(14.2%)°lA © &3itk. VB =
FolAME e AddA olFasrt Baug b Hl§)] LI ZEolAs Basx] ekgko).

2 YuEHE gdey 12D WAAIZ ] deld VBEY T &5 yErn.

PN
X,
o

M L] gxfe A B =4
du=4dd smg 2 JuEdd 10mg 5 o ZH g %S 7HAM, 265 Fof VBol| Hls] NAMoRYEH &
AMo R folsk HbAle B FPG TAE depd. gy E2 VBl Hsl] T2DM Ll SAfeA o] vekdo] F
om, ¢ AL A4FF AEES i, A7) Adoe] o&d 4 JdE QWEd did vl fol3 Frrews AFs
ATH. Smg FUEHES GEQ A A o] A 5F ol o= Wil A nA &g Tt

Arld 170 uaHE 2 Ao deE FH=(islet)oll o] B-AIE Vs B AES IHAH.

¢

g 55 ZdoAMe Ay, UHEd MEGA-4(DPP-4) AA7E ndGFS AT B-AE AE
S7HINA TS S YERAT. 97IME, AR B-AlE 7]5el gk DPP-4 JAlA BluE e ks 2Absh
th: Al dEld HEE F7hE @ F%(5.5 WA 33.3mM), 0.5mM JJ’U]E*P ong/m IL-18 ¥ 1,0000/ml
IFN-y ¢ Z3HEo] 497 w5 50 uM H0.00 8AZF Qb =2 A1t} 2 500ng/m¢ SVEIFZI-1 =84 23
A (IL-1Ra, 7] A&dA= B-HE 7sS 3F/A7IE Aoz YEwth), 100nM U2 HE Es Suf= 1471
St dul-Agd 3, AA) 49718 A7 717 Bt A AT B =E&2A0Y. gz 2d0dA, HxEe

[€} [e}

2.8mM FollAruTh 16.7mM FollA 3.88] ¢ B A&EUS EnH|ET. o9} WhE, A= A S(stimulatory
index)¥, #F=7F 11.1mM 2 33.3mM Dol === u] 1.98] 2 2.48] ZAETH(X0.05). =7} SnjgolE
AO)EZ ERE EE L0 =W, F AFE dEd BH(GSIS)7E 2z 2,10, 2.28) 2 1,98 748}
HU(X0.05). FUFHEELS BE oA B-AX 75 dASA 3HAIZIG(11.1 =& 33.3mM T, ZHE
Ab, ARl EZ EE H0.01A4] GSISZF 1.98, 2.58), 3.38, 1.98] 2 3.7w] Z7}skth. x0.05). IL-1Ra:e =&
F, FHEA W Afo]EFIS] XA B-AME V]ES FEAXA 9 ARSEA Aol A RE IL-1Rat™ Hy0,
Aol o3 ¥ Asd 2~Efs 27 B-AE 759 5 Aot V)T &4 AbstA »E
ol o3 wiZfE7] diol, A% fIEdA ) HERHZA w2F 3]

T 23 A AL HE Ulo A o] Ak HA(11.1 e 33.3mM |, Z

2
> o

3
(m
24
>~
>
Hﬂ
)
4
e
=
<
=)
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A 13, 14nf, 6u, 14w) B 8u) SUEEG. /<0.05), U= HEoR Aeld AkdAE ded HERHEA
Age] #FHA Fert
soksb, DPP-4 9JAlAl 2l HES [L-1Ra2A -, A2~ 3 Aol =2l Ao tis] J“*% ‘if& He a5
THA B, Absk AEY A s B-AE VeE AN 3 ) oF

ar,
25 2AHAIG. 7] A B-AlE AE B Qlad BRle mAlE guyedde] A4 BE ave

Ll

FEA

SAE AT

Al 180 HECA T A HEe U Y] oFsEs W7 AT, AESHE W 4RI YU
&5 T7HAY

27 o= T2DMO] RIWE i Folrt. ®hg AFAF HE RA(5/6 A dAAl=, 5/6N)olA v 48 A
gto] OPY Y FE A4 JAA (AU HE, ANE=EHE, ¢2IHH)Y FFdte] nXe 35 ARG
FE T 8F Fo YEE 447 JAAR AT A= 5/6NS AdotEd HAaE o3 SHE ATA o
Fgo] A AAFH(X0.001) FAE F2etar(4k(sham): 2510+210m¢/24h; 5/6N: 1665+104.3m6/24h), A2
e C 58 /A0 (4F: 700+35.7ng/ml; 5/6N: 1434177 .6ng/ml). Axd 7|5e 3% 357 AZEy
A-BE 2 EZF(NGAL) (4F: 286+23ng/ml; 5/6N: 680+56.3ng/m) 2 B2 mlo|a2F 2B (4F: 20.4+2.4ug/
me; 5/6N: 33.3%x1.34ug/me)oll &3] Y5H vie} Zo] HASA (/X0.001) &€t DPP-4 842 T1HFE Aol

oA &4 nhsirt.

5/6N HEd st 2U=6® (0.5 2 7umol/kg)e] Fof= AUC(0-)ol Al g WstE yepdlx] e

Z}zy | 4F: 316454 . 7nmol*h/L; 5/6N: 257+21.54nmol*h/L; P=0.771 2 AF: 1252+372nmol*h/L; 5/6N: 748+
74.5nmol*h/L; P=0.284. o]9} WHE  AE=dHET dZIF YR (7umol/kg)> & o ASAI(P0.0001 Z
P=0.039) Y ¥ (41% 2 28%) AUC(0-c0)E ztEth: AJEfZ¢® Ak 3690+103nmol* h/L; 5/6N: 6238+
423nmol*h/L 2 GZFHE 4F: 1772£225nmol*h/L; 5/6N: 2445+166nmol*h/L). F7F2, vad® AUCONA
Azt 2 ARA 7159 BARES] dadAe 3EEA e, ol¢h vE, AEEHE S AdotEd
25 (r2=0.374, /<0.05), AZ=EFE C(r2=0.499, &0.01), NGAL(r2=0.604, /<0.01) 2 B2 mlo]laaIFziE
(r2=0.543, X0.01)3 #AsA FHso] dvh. L2 HELS A|2=EFR ((r2=0.376, P<0.05) ¥ B2 mlo]a=
FEEH(r2=0.391, /<0.05)3% @ dAA =] AAT, Aot d FAE H NGALAE= A3E o] A &

n

ol HAIAEL, A Folrt guFHE S ¢kEdtel] dEks mX|A ke W, ol AEEHE % dEIHE
o] &5 FVHITE AE 45, wepA, AEEEd 2 dEIHYEY g, guySHYS T2 %
2 Aol e A 2S5 BN &-dd a7 glvk

w3, PduFHYe 2=F YE Ao TGF-B1, TIMP-1 2 FAl(Collalphal) 3 e A5 =3 A
(profibrotic factor)E2] mRNA &S HAS A JAAZIH, 7] JAAES AT AFT9 24 AF5 AR
Solm a=F AFeA FrrET. A B 2 ARETS e S AESol 85T FF UHEn. w
A, o]E DPP-4 AAAY] HAFF Am 5L 28 Gul A A D A &4, 855 A, AT A
e /EE 8557 AEE A B3 2 ARS5S 25 A Asd AEE = v, gusdEy AR
T AR A8 28 dulS TF FUste WY A 9/Ee A 28 3RE S 371 fol 2 ¢ 3

2] # HYHDIO0, 2 Ex ML F9) EddA, fU=HE(3 2 30mg/ke/day, n=10)S ©]&3 457k
2] 5 ZApeth. AA Z}71 T EFAQRS) O <& L AL 7F EFFEAgtel=e] el o3
7 AA FES A, U HEe gixato] vE) DPP-4 84S 67% WA 80% 2 79% WA 89%( 27t 3mg/
kg 2 30mg/ke) = AAEHA A 1Lﬂr(p<0 001). OGTT 39 a9 $3(AUC)S 16% WA 20%(3mg/kg/day) 2
20% WA 26%(30mg/kg/day) W= @ASA FARETH(p<0.01). w7AA R, F 29 S=FORS A5)S A8
A fadch, 1P Ay o) Wk A7 254 v A Yeld 4 gk MRSOl 98 SAE vkl e g
A g ALl S4E wkep e b EfZgAgelm £ Abelel @Al r2=0.565¢]th
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[0605]

[0606]

[0607]

[0608]

[0609]

[0610]
[0611]

[0612]

[0613]
[0614]
[0615]
[0616]

[0617]
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(p<0.0001).

F7t2, ob/ob PI-2E 14Uzte] U HE X H(3mg/kg/day T tEd) T A5t W3 22 TH H)

Ae FHITGAY FFe] o= R TF, A5 AR, DPP-4 B 80% AAIE I, T AUC Hae=

25%°]TH(/X0.05). ZAEA H4E gIR2T(3+£0.18, n=10)d] HlF FUZFHeE 1F(2.240.13, n=9, p<0.01)
o

AAlel 200 YueHEe -4 G0l DPP-4 o] Al V) sHow e

E4E AN Afe A4 Fagel Fo gwzelth. dNed WElThA-40PP-4) A4 PuZA-L (ob/ob
o2 & A y @ PuEHa 9%

o A 95 A A
s .

RNase H3 Ao <3t A3 HFAAR (0X-2 2L MIPAl thdk 2uU=HE (3mg/kg/day) 2 22l (mock)-H 2 H
ob/ob PF9-229] A= frolgk xfo] §lo] AMETE. FUIR, FUSHER ofFEAI S A& F4/80-94 tiAA
Fo 5 ZUMNIA et wEbd, dad 2 8-dad 559 yFoM DPP-42 @S Hreo, Wy

%2 -3}8F(IHC: Immunohisto—chemistry) = WIEEe A7 (ob/ob) w29k Pr (ob/ob) w29 3
o9 gaol Fo AE FEY) AE wmAlo]Eo e DPP-49] &3 BdlS urE v, o|9} &, I|E
o] DPP-4 wAe] ZAidtE [SH]-EAE 2y 59 A8 A7PEARE (vhole  body
E % DPP-4 W@ ¥4 A}, A3F vk~
396 ZA astH, G4 HFE B AN FA e doll
&g A4 A AR AR ALl E(THC) o 4 9] DPP-4 @] 7
@ S Ae SR, oo wylw, Wud npgxel 34 AAo|AE ofwd DPp4 BHE BAY 5
AH & A dEc Sa o) -9y 9% 4 e DPp-4
A =

L
L

o R oW

37 TR, mepd, Puz
AH A% gl AR ol oA An wE Wz
ojADel SEaTh mekd, A A% AHAe

A3Hek DPP-4 JAAIE b sHAE o9 Am &7 FEoA, dF W, THA AANAM ] DPP-4E Ex

AAI717] 918, 35 W o] DPP-4ell &b o w2 ZA3e = DPP-4 ofA|A o]t}

Z712 ) o|# 3t WekoA, E3 23 JuH FxoA, A HGE NMAA7| 7] AEE DPP-4 AAAE, A=

W, A = Eme A B Ay w2 dadl E3EE, A w4 =x" S 9l DPP-4 jAlAlelt

weba, a2 9, uEdd B oz st o] oAl A g/Es FEAE ¥
T

>
>
2
S
=
o=
i
oX,
re
-
o
rN
2
oft
)
~
2
H
(@]
5]
N
-
o
R
bl
z
oo

£ i A, WMol EELEE Blrs ME
#74  [wold yeadoEe [rs WS
TCF7L2 €.382-41435 C>T rs7903146
c.483+0017 G>T rs12255372
.382-22060 A>G rs10885406
c.1102 CG rs731788
Al B
AeE 24 s s 96-9 Felcl =l Ao DNA AR (E = 50ng/pl)E AHERTH

>
X
2
o

o] 82X (direct Sanger sequencing)ell ©3 §H=x3 HAF

Z3 (template) &2 A] gDNAS AFE-3te], ZE|™hA|l 2l RES(PCR)O 23] $1x] Eol4d DNA ©HHES FEA|Z]

A1)
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[0619]

[0620]

[0621]

[0622]

[0623]

[0624]

[0625]

[0626]

[0627]
[0628]
[0629]
[0630]
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[0633]
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[0635]
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PCRS ABI BioRad® Tetrad PCR Al 2®l& ARg-38le] S=adtty, PR BAES F2L otz A A% 9
& A, AAE PR-BAZSLS LB H&% olxe] HlEHoZA ALgHt. Ao G (Sanger et al.
(1977))2 A F4 "ol w2, DNA A de < DNA ZgvjgAlel o3 d8-FXH 2' 3-SR

iﬂoﬂﬁEﬂE*ﬂ]EMMWL1%ﬂ17]5%3@%&#DM7FhJZ€ﬂ7B§F% AAE ML
21 QYAES ABI PRISM® 3730 G712} 24712 ALg38le] 248},

MEEA dHolHe 93 ABI AZEOIS AEste] AHY.  §59 KB-Wlo] =Y (basecalling) 3 oj+

2]+ Staden Software PackageES AF&3}o] 3w}, KB-Hjo]2~ZAH L KB-H|o]~ZA e (basecaller) 23 &5
S AHg3ste], As3tE AlEA E#o]M(sequencer trace)d EE AHPE Ar]E] disl FF Fh(quality
). olE FZ e v fl=(single read) 5% oJAEHFE Bt AFgHT NG A=
7182 a7 o]tk (Applied Biosystems, 3730/3730x1 /DNA Analyzer Sequencing Analysis Software

ro, HE

iz

value) S &
&S] 4
Training).

% ofl

o2} 8 (ep) 1/1009] dMNFsta, 302 ep 1/10000] sttt oJAMEE @A A, o5 e

F4 F(q) 20 5 D
Hup, durdoz MAEHE bzt AAAz A7)7F 50 o] FE (S 7HE wrkA Al

Mo thx d Gl
"ok o= & FE(ep) 1/1000000 aF. ool HAMA A7I7F 7] A4 gEy 84 9 2
A AeE steve AR wiEdd, $A" ALl did AEE A oA g5 v dASHA dadd.

pul

AqEEA dolelE JSI-Wt)d A28l A (JSI-medical systems)ZH-E]Q] AZE o] seqpatient(B] A Seq Pilot
3.3.2, JSI medical systems GmbH, Friedhofstr. 5, 77971 Kippenheim, Germany)E A}&3sle] =Y
(uploaded)stal &4 3ho},

Wi 4 BEAES A7 Edelants F7he §14E A4S SlE At

o gEge] BAS B SRt webd, 5448 A4 2

L

TagMan 7] FA¥ ZTzv o] WAdo] gt F4] AS5S o] &3 PR @ 345 I, ZrHE= ¢
ol A gy d-5olx A5 & alH (quencher)Z FAHY. FTFH HkE §QF, BojHoz AsE Z=2H
= DNA EZEw|eiAlol] ofsf WejHTt. o] WeE Ay ZRHete] st dXo A9 AV Fw A 5 9
A EdoA]l &4E& B3 WA EAN WA, EYA A WA Jlo] dojdtt. WA A, 7] AA Y
AEe FEEHL, FF AT Sk, 33 A5 ke 44 giHE A EAF vEhdn. 33 4l
+ ABI PRISM 7700 A]2=%l(Applied Biosystems) o2 7|&FHU},

AAEHA, PCR WHS 98k BE AEES Tf3t= vl2H Y Xx(master mix)E A ZdFaL, HAe 2] Ao &
3}, olojA, W]-'Z3 ) ZT(NIC: no-template control)& AY&tar, ZdolE uvjx|o| ulz} ztzteo] Ao
DNAE 7} &b},

AB A 1D (rs7903146) C__29347861_10

SNP ZEAE Ao

TAGAGAGCTAAGCACTTTTTAGATA[C/T]TATATAATTTAATTGCCGTATGAGG

A7) wizE vas Alg Ui v AES It
SeolA-FEfF & 0.25u0

2x PCR w}2H 21~ 2,540

20x Tfolm/Z2H wA (.25

DNA [10ng/ ] 2ub

A : 5l
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[0636]

[0637]

[0638]

[0639]

[0640]

[0641]

[0642]

[0643]

[0644]

[0645]

[0646]

[0647]

[0648]
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ANER ISR s

95°C 10 &
95°C 152 50 10|12
60°C 90 =

AD9] TaqMan® T8 -8l =(pre-read) ¥ ¥2E-8]=(post-read) = TaqMan 7900HT Fast Real Systems ©]-&3}
of AT, F7] SDS RZESO] V2.3& FHO|E = ol AYE FF SAURESE AEsy, 747 4=
HFE 25E V|WORE Rn #ES FEHST. V] RAZEOE ARSI, 747t Algol o= SNP Ulg
o] EAltEAE A, NIy SAHHA &S AR Fo{d ot}

A 24

TCF7L2 SNP rs7903146 dAFgo] & A% 448 sFYAEFENA 24F & 7|A AN O ZHE S HbAle B3I}
of W3 A8 aHY FAEAAHES e %’46}1, S FAAYI] A8 Frges Este TEA B4
(ANCOVA) RE& 4714 Ao dis) = dlolE(pooled data)el] &3t A7) EAF mRde 'z
(Treatment)', '+22+3 (Genotype) ', '?i?(Study)‘, "Ze] AT Fud X7 R g YAole 77+

(Wash-Out-Period for prior oral antidiabetic drugs)(el/o}ye)", '¢1%(Race)' ¥wt o}ty nAH g3tz

Q9] "H & xF-AAE (Treatment *Genotype) ' 2 A& FWHFo 2] 'HbAle 7| AA" A

ANCOVA 2l 7|HA 44 2 BARE ARE 133 doldt fHARFE s, A7 247 &

Elo] 3 HbAle Wslol]l st FHAE Az g,
g

Pu=gd v ¥E AsAEYSHE + FoIdeE, dusdd + HEXER, fUSHE + HEXaY
+ Axdg-gop)el 3k, oY FIHAMAL(FHAE C0) E o)A (FHAE (D) E= I sFHT
AR FAAE TT) WA Aol “E"‘ji H] 3l (pair-wise comparison)ol] 7]¥HS ¥ ®dlo] S=3)F T}

7=, %%EJ ZE Hliﬂﬂ%@% J58t7] e, Gl A AA At

yol dhal A olueh o BA Sa ol sk w(okE
(FASG: full analy51s set for pharmacogenetic analyses))oll thsiA], '
= ZhR] e A2k ANCOVA 2Ele] Axpr) Al-gw).

EAA HGrteE AZEYO] F7]x SAS WA 9.2 (SAS Institute Inc., Cary, North Carolina, USA) & S-
PLUS® 8.0(Insightful Corp., Seattle, Washington, USA)S A}&-3sle] FH|sT),

analysis set

£ 18 gal 7ol AA B AeCAA B4 AT, AS), F4 B4 S gl asdectEsast 248
A% AA B A, FASO), B ohleh Fa) sHeuel fA48(CC, €T, TD s 4R 39l Fol o
4, /144 HbAle ghel et Bt @k % 5% Awl FHE EAG Aol A% a0 AEHE AR

H@ @5 471 25 kol FolA A

%= 2% TCF7L2 SNP rs7903146 F-2x18 3, fivysdd =& Uu=dddt 7[e 47 g4
SSRGS TN D T FAAY BAAAN FeIT U3 A5 Xolo) EAY ey

A¥p= ANCOVA Xwllel]l o) F=A 5l nhep o], 245 F 7|AM =R o] Ft HbAle Wat[%lol HE H F4A]
(point estimate) B 95% ¥ Fhoz=A yehdoh. 7] A=, Fa Ao dA @3 JadA 24 A
&, FAS), A A F gl skl e (eRE et BS99 dA B4 AR, FASG), Wb ofye g
sheliwrel A (CC, CT, DOl ofs g% skegol taf Agar. 9 fx=a % JUadd A8

o et Fx} F=rF 235 ok Folx Y},

AuagE AEA =E B8 AEAEYEHY + Jo2gEE, duagr + EXEY, yuZYd + HE
a9 + Adxdedopol Ui, oY FIHTAN(FAAE 0) 2 FHFAY(FAAY D) = A
FHATAL (FHAY TT) ZMA Atele] vlate] glojA] 7| A Ao ZRE| ] HbAle W [%]2] Zpoldl digh A FA
2 g 95% AlE] FE ES EA|Fo] rk. o]E2 T CC AlololA TAALRE 3 ztolE

gk =0.0192). (7]€ ¥ \lm: CT o) CC: p = 0.4359; CT th TT: p = 0.0712).

ol oY TIHTAA FAAET A8 HbAle Ha Abelo] Fold WS eI
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TCF7L2¢] SNP rs790314637 v=ZHe
*/\01

AN FA

A8

[0649]
[0650]
[0651]
[0652]
[0653]
[0654]

DPP-4 SA|A] E&= A2

= 2w we

=]
=,

fron

]

of 714

e

WO A12007/128724

DPP-4 }A1A1Q] 2lu=HE

3}

58 ov)g

i

W

2
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o
L
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=
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[0655]

jozel

N

A

[0656]

A 75.0mg

alil

ozel

proul

A

[0657]

2mé

FAHES 10.0me7} == 4
A %

T E 50.0mg
PADS 01 2:

[0658]
[0659]
[0660]
[0661]
[0662]

A

jozel

N

[0663]

A 35.0mg

A
HE 100.0mg

A F:

FAHEF 2.0m7F HE 4

[0664]
[0665]
[0666]
[0667]
[0668]
[0669]

N

[0670]

50.0mg

alil

ozel

(D &%

[0671]
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2.0

98.0mg
2 E2]5E 15.0mg

(5) Z=Hol2 A&

3Z
=

(3) =5 (Maize) AE 50.0mg

(2) ’RHi=

(4)

[0672]
[0673]
[0674]
[0675]
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[0676] 215.0mg

[0677] RES

[0678] (D, (2) 2 3)& A &3star, (49)°] F=&9% A Fdstsitt. (5)E HAxd Hyst Ane Hrhe.
o] EFEZFEH, olFHH|IL FFol ZH Wo] dom o] £ A (notch) & 2e AAE dF3r).

[0679] A2l A7 9mn.

[0680] AN 40 T BA 350mgS iete AA

[0681] RES

[0682] (1) 24 &4 350.0mg

[0683] (2) 9PYE  136.0mg

[0684] (3) &4 H& 80.0mg

[0685] (4) Euld ¥ &= 30.0mg

[0686] (5) z®lofEAlmk v 4.0mg

[0687] 600.0mg

[0688] (D, (2) 2 )& A &3star, ()] F&99 A Fdstsitt. (5)E HAxd Hyst Ane Hrhe.
o] EFEEFEH, olFHHo|IL FFo 7t W] dom Ao £ wAE zt= FAE EIT

[0689] gAIe] A7 12mm.

[0690] Ao 50 & B2 50mge dfrete We

[0691] z4:

[0692] (1) 24 &4 50.0mg

[0693] (2) Ax¥ &5 & 58.0mg

[0694] (3) ®JE 50.0mg

[0695] (4) Holzamlv % 2.0mg

[0696] 160.0mg

[0697] RES

[0698] (DS 3)F A AgpAIZITE. o] AZFES (2)9F (4)9 EFE] AHstA &3t H7tset. o #d &
=S WE TATINA Alol= 39 AH Agtdl HEaER FAAG.

[0699] AN 6: A B2 350mes Fdke M

[0700] z4:

[0701] (1) 24 &4 350.0mg

[0702] (2) Ax¥ &5 A& 46.0mg

[0703] (3) ®YE 30.0mg

[0704] (4) zdot=almt v 4.0mg

[0705] 430.0mg

[0706] RES

[0707] (DS 3)F A AgpAIZITE. o] AZFES (2)9F (4)9 EFE] AHstA &3t H7tset. o #d &
=S WE TATINA Alel= 09 AH Agtd a2 FAAC.
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rs7903146

&9 9% 7144 HbAlc #

{TRE S

T T
FAS FASG
(72811876) (268/693)

TCF7L29] SNP rs79031463 V299 g Alole] #AA

T T
cC CcT
(139/356) (105/264)

rs7903146

(24/73)

L )

—a

B

—

-1

AT

] I T T T
FAS  FASG cc cT T
(728/1876]268/693)(139/356)(105/264) (24/73)

49 9

T T T T T
FAS FASG CC cr T

A 239 BF
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