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=
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7Fobd Ay ZTREFS syl ZIAET (B o) Helx] i),

> 53] DPP-1V AAA o] oo Add Fo a7 H7l+= &3 [Nawano et al., Metabolism 48: 1248-
1255, 1999]] 711 wke} o] FA (Zucker) HWF PES e BElS Algsle] F3d 4 vl I, G
gl Sl EMAR] HEE AMES 5= F¥E [Sato et al., Metabolism 45: 457-462, 1996]°l 7] 4|
Hol o). m3, Fa-Z A (Cohen—Rosenthal) B 1IYA HES 2 HE HEP [Rosenthal et
al., Hypertension. 1997; 29: 1260-1264] I3k DPP-IV AlAlel &t 2 Ady Agho] i3k g3to 54
H7te AMgE 4 QT

> 53] AAA HlgeAe Add F9 &3¢ #H7lke= £ [Gaudio C. and col. "Comparative effects of
irbesartan versus amlodipine on left ventricular mass index in hypertensive patients with left
ventricular hypertrophy" J Cardiovasc Pharmacol. 2003 Nov; 42(5): 622-8]ol 7]A|€ ule} o] Hrtd 4
AT

> DPP-IV AAAIe] FAsHAst5o] gt fo axe] Brk= &= [Prescott MF and col. "Effect of
matrix metalloproteinase inhibition on progression of atherosclerosis and aneurysm in LDL receptor-
deficient mice overexpressing MMP-3, MMP-12, and MMP-13 and on restenosis in rats after balloon
injury"; Ann N Y Acad Sci. 1999 Jun 30; 878: 179-90]¢l 7]Aj%l nje} & ZREZS Agste] 3dE 4
ATH.

> DPP-IV A|A|2le] HA4 uidjo] et F<) &3te] H7b= 7HE([Arnfried U and col. "A meta—analysis
of the effects of treatment on left ventricular mass in essential hypertension" ; Am J Med. 2003 Jul;
115(1): 41-61ol 71414 wiel 2e L2 EFHS AMEsY] $3E 4 Qo).

e
e
of,
=
=)
il
oty
e
e
WE,
BN
oX,
il
Lo
o>
-z
2l
WE,
o>
-z
o
r o
RURAL

f AgeA o] okt &S Tty 99k, Al
# o] #|

> B ko] wE DPP-IV JAIAIZE AF-He] Az AREE & A=A HIFE S5, dE 5ol dF 5o &
& [Smith HJ, Nuttall A: Experimental models of heart failure. Cardiovasc Res 1985, 19, 181-186]°] 7]
A wpel e o]l A8d 4 k. FHAEE A e FAE FEHS e o E o] &3 [Luft
et al., Hypertension-induced end-organ damage. "A new transgemic approach for an old problem."
Hypertension 1999, 33, 212-218]¢ 7]A=o] dct. H=gh, &3 [Doggrell SA and Brown L, Cardiovasc Res
1998, 39: 89-105]° 71A€ nie} 2 wdst Bl AR HE RS DPP-IV ojAlA| ] ofF=dhA HTtel] ARE
2 4 vt dxo®m e o Fojzl ZgA|Y 53 Gl AEH #F9 aFe e HEE
[Nawano et al., Metabolism 48: 1248-1255, 19991l 7]Al® wie} o] FA nyk HPE} e RS ALES}

of Fad 4 ek,

> F71e] AY TREFE ulx 535 A6,087,3608 (AF-H RdzA FF XS AFEE) 2L US 20030045469

i,

ka1

~

> 83k AlRA JAA AlEx B3E [Stephan Schmidt-Schweda and Christian Holubarsch (First clinical
trial with etomoxir in patients with chronic congestive heart failure; Clinical Science(2000) 99, 27-

35) el 71 = o] QlTt.

> g2 g8 AxE 3 [Jay N. Cohn, M. D. and Gianni Tognoni, M. D. (Volume 345: 1667-1675,
December 6,2001-Number 23 A Randomized Trial of the Angiotensin-Receptor Blocker Valsartan in Chronic
Heart Failure)] ® "= 53 #]5,998,458% (QAldl 1ol 71AI= o] Slrt,

F= W5, It = A & geold ddAe] 2= EFE 4Tl ["The Merck Index"]eo] A =
= dlojgiHlo]x, dE o] Ho|HE QUM F(Patents International) (S Eo] INS 9= HEgA oA
)

=
T Ak, 19 S Wee el FuwE m=9dnh. <ol gt
| At &4

maol e A A R A Az

r
o
A A
ol
0%
~
e
Kl
M
e
2

FEEH YL AF Fol o] BAHOR /MY msh ol FYAA FAH PHOE Y4 AT
gAY ARA 438 & v

g el & B Rl nkeA gk DPP-IV Al A= 1-{2-[(5-Alobe] 2T -2-¢ ) o i | of | o} 2 pol A ) -
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2(S)-Aloh-s] B W U =R FRetols (DPP728), 53] 19) vszdretels, ($)-1-[(3-5 =% A-1-0}
TherE)opu] e |obA B2 Alob-B] Bel W (LAF23T), B L-Edo-ol2FA ElobEeld (47] /1A vhsh ge
rz2vlole =g mE 33tE I P32/98), MK-0431, GSK23A, BMS-477118, 3-(o}v|:d€l)-2-o] LK €-1-
S2-4-30-1,2- I ER-6-o A wAAR R m0b] = F 2 {[3-(obu el ) -2-0] & B-d- I -1- S -
1,2-0)8| 526 ol 27| S A JobA Bt =, % Qe 7} FolAe] el Aoksty Foluh,

wyg YAl Aok FAF g
AA ]

371 Aol DPP-IV AAAE ARGl skl 9] e S4dS Heds 5 Ao

—

A 10 sEr 48utE], 8FH, R 2¥ga E¥ YEE AESFE (R

Australasia), Q2E# Yo} NSW AY A= vlFHA 7|2, AFA 0 Zdl(Alzet Model)

2002, GAE ZEHolH(Alzet Corporation), T2 4E AANE AWz I skt o]l 71AE

vkel o] FEA FAR P LI IT (58 ng/it)ol AW gle MYAZ FHE HEF (0.15 M NaCl,

1 mmol/L oFAIEANS F2t}t [Cao Z et col. Kidney Int 58: 2437-2451, 2000]. L & 6 S&

ZE9) 2 AR 7F AAY DPP-IV A AE 60 mg/kg Y G4 FAZFoZ F31, 129 Fo AT, HYE=
il

L =Eg deFA o} (Abbot t

ol ois vAlgE A 9 x2F WE AAE 7HT ol Al wpep o] £57]
=¥ HmHE sEolAe mEl-Ax IS5 s FAEATE [Bunag RD;  Journal of Applied
Physiology 34: 279-282, 1973]. 16v}gle] FE<| 7} oA, gulels A8 Ao A&, sulels
AR BE Aol ARESIGITE. FAe] wrel A, o]l Z]AE kel Zo], FES drel o3 AT F,
et "das Ada, U8 AW, dF2 23 3 AWE AASY e e w9 E 3]
[Rumble J et al.; J Hypertension 14: 601-607, 1996]. 3d&S& AHAeksta, Az AioA &
o} Al -80ColA #1733,
A gle W \oxzAgish: 3 P 2ATA ATE FEY T FASAT (n = 8/F). Y]
S91Ee 58S dERENY YEF (J52Nembutal), Buk= #® 2 E2]Z(Bomac Laboratories), LAE
gdeol ofaF 2z 2ADE WA, RS FUGANA 10% T8 ¢FE XEEYoR il Jheds
o

N

T3 #AFAIFHGY. o F, x2S ol 7lAlE wie} o] FH|SFATE [Cooper ME et col.; Diabetes 43:
1221-1228, 1994]. Frefs], el ks W QA ool Fa, A, dd 24 2 AUs SHE 9
ol 93] AAsATE. 2 F, F£5E ¥ FHES ] 99y I F, dH S Ko &
HxAglstq oz AT, A3 AL dioltlM e wEH A g FrtEa A H e
HE(Masson) EZAE [Masson P; J Tech Methods 2: 75-90, 1929]1¢] A}&S *3Falic). g5

2 o8

il
S o o> 0l

E
H22d o-@BT A" B (o] 221 Biogenes), M ATl 4 HE £A)E ALgE] WA
shar, oldel Z1AE wsh o] WARASEE g opud-ulele®l BEA WHe gt FAHd

—

Rumble JR et cal.; J Clin Invest 99: 1016-1027, 1997].

A ] At T (media)dl 93] HHEE oY HES o-BEF A= did] AxAStL, ¥ F
el v&S A7) R (AL EE(Axiophot), Ho]x(Zeiss), 5U & = = %
(Ao, 5Y eWlzzA 247 dZ2% vy o-gd4 A28 (MY EZ(Video Pro) 32, #
Edge), S=E#delo} Abg-2 e 2EH Aol =x= 33 &AA)DE AR&ete] ARt own glsigint. A
7] A E AREste], o dak vl REelA ool ZAlE npel 3ro] FEp (-oE FHA L
Agete Ful 498 TET 2070 (10 WA 3570 W) Fd@e s SAsta, ¥WiFd v
At} [Kakinuma Yet col.; Kidney Int 42: 46-55, 1992].

[¢]

ECMe] =2 oldel 7]Al¥ wiel o] Ef|aF-dME w4 AFEH-EHEx J A4S ARESte] ECMel <
3 AEE g uSe Axstowx 3t [Lehr HA, et col. J Histochem Cytochem 45: 1559-1565,
1997].  zreFe], wjEg x| digh A e (EaE 94 o A ), F9 HE2 (Efas 94
H A AelA g MdEsta, P BAS A29-E8 7% [Lehr HA, et col.]& ARSI Fa&dtt.

)

. U

AA 9dAS F dvd (&9 F2=(0lympus) BX-50, &HF2~ FEZ(Olympus Optical), €& EF &ADd <
& AAbeta, z A= FheEt (FA2(Fujix) HC-2000, FAZE(Fujifilm), 48 E5 24)S AL&sle] o
Adstetlt. BE 94 20X dE d=E ARgete] A, 2 5, fA"EsE G4S W 29y BEE
THI& 9-9] m P EA](Power Macintosh) G3 ZFFEl (& FAFFE AA.(Apple Computer Inc.) W= ZHE]3E o}

T FHEx 24 AlM FHsta, 48 AZEY (NdyEZ o AZEdO|(Analytical Imaging
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[0193]

[0194]
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Software), 2E}2] 2 (Ontario))S A}&38te] H71slodct.
E7: RE dolgs 9y FASIEA oA H@E+SEEA YErEeh. dHlolelE A8 EHR(StatView) IV Z &
a5 (B AT (Brainpower), W= ZAR|EYolg Zepuial &) E ARgste] wIZIEA] G334 HAF &4
(ANOVA) el of&l EAskgleh. o Bt Alole] Hlale I M (Fisher)o] FHA fofak AW 93] G333,
0.05 M5t p & SAITHOR Folgt Ao= F3IqT).

A3}

& HolEh: A LEA 1T 4L vslER Add s v 7k 571 D (SBP) I dEdn (141
2 molg o 202+7 mallg, WIS|E o A ®IAL 11, p < 0.001). &t I3 T =3 1S %% Lissnel
Z2 5= (32 mg, p < 0.00D)el HIE A QEA TI-F%€ oA F7kskaltt (52

IV JAA = 5
o

[e]
7] gt (205+£10 mmHg)oll whafl Folsh &3
Al ZaA AT (42 mg, p< 0

gk @ Az stel A FHTA FA4L kA L ElLl-FS5E wEoﬂH T 92 v gl {old FUtE
el (B]3]F — 0.39; oA EA [[-54% HE — 0.52, p < 0.001). DPP-IV JAIAZ A&+ A=
g o] vt wollA ¥:ig2d Bj&S dER2at TEA 9 Zlo @—36}% FroR Fo5H HRAZT. E
gaFoez daE dHe A oH (-8 W 559 At oA e Fepld ECMe] F3 vl Z
43 =0E dFsiinh. A7l A7 DPP-IV AAIAl A X|7F ShA 'Ll TI-Fel A 52 vl 2 ECM gH3¢]
A% E0E #A2AZ 7 d5S HEdo
2 20 AFHS H-Q1Ed-E4d (NIDD) Fdx=ds 4= dE (Y2=E v HE(Wistar fatty rats)olA

=
o] oAl A& ([H. Ikeda et al., Diabetes 30, 1045 (1981)]¢l 71A1¥ ZTEEZ) T ZHA(focal)
AR AsZE =D [T, W. Meyer and H. G. Renake, Am. J. Physio. 254, F856 (1988)] X+ WO 01/64200

P-IV A A7} ol 71 A4e A,
T g R, 2 Eddel VAE adE 2o A58 oefe] Az

ox
N
2
o
i m?‘_',
4
2
g 1
oL
Ho
fo
[t
ox,
rlo
o
)

A L g Fo] 100 WA 120 g9l FE-39-AFE FH f2E HEE AFEEl. -89 srkEl (-8
© 425 mm x 266 mm x 180 mm, ¥% ZF)E 21+10T 4 50+14% =AM, 12/12 A7+ /< A
2,15 WA 20 &7] W3/ Az, SECA LP LEZRI(ALTROMIN) (3 ©]3 (REIPER)) 24} 2 A3 9H
& FAgte 2 FE3llT.

my N
1o

o

H

d

49 M99 HE AU NAS ARG YEFOR AL AR, AF AEAA AT THG05 m)o
= By OEuUs 235 4% 7 Aelsl Econstrictiond] Sl GRS, 1 F GEEo A8
RO @ TS FUR AYL AT B 4HS A BT GHshan).

wEhbA, &S 37| ToE FAYE dHHAH:

U el glol HER (0s8),

CLO: wi& St5<S sk, &2& Wlol DPP-IV JAAE AH&sl 2ds F258 125 ¢ AR (60 WA

A 715 Hk AR miAutel, AEwWlS Fal Aol AbdEa ofe Wy (2EE(Statham) p23 XL)
g Z2Z7] (dlo] vt Wy (Biomedica Mangoni) bm 61)o] AZ® Zzjolddl slelgdl 23], A% 7lsS
sEolA Bkt

7159 s et A S, A SR8 2 27T, 2 A dEe 4 F
& 292 dHole 5 A= (IDAS)Ol ofs) ¥~ s

o

AvAA ok Age mATel, $RE Ao WRER AN, B4 )8ea

i
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