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MK-0431~ 4 i 7] 77 (LAF-237) ~ saxagliptin(BMS-47718) -
P93/01(Prosidon) ~ SYR322(Takeda) ~ GSK823093 ~
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- “Type Zdiabétes—Theraphy with dipeptidylipeptidase
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(& 1] |
P DPP-IV DPP8 DPP9
4;'/_:’% [Cso ICso EELE 1Cso EBIELWL
. (uM) | CuM) | (DPP8/DPP-1V) | (uM) | (DPP9/DPP-IV)
ieamA | 0.019 7.10 374 0.90 47
LAF-237 | 0.014 3. 82 273 0. 23 14

SR A A ¥ DPPA & #p & T M 4R N BB B A
LAF-237 » {48 M 4 A% LAF-237 -

REBH 2 RRALHBRFERILLN A BRERY
HEF ICR)OEHoRBRLHE

tett ICRNEREZER 6 INBETREEAMBA - KA
AE (BRI FERES Lo AYTF A BE=]:
6.25-1:12.5-1:25>1:50>1:75)48 Fl # % (10mg/kg)
BB R R A EA 30 4O RA H M2 5g/ ke
MO R R A% B o N B 0230260120 D 4ERR b -
AEhFDHEEE -

| wEH AR FE

RAREBRAEA AR LR PHAEREE R 250
wl BB e > A Byl oF > BHRIEEE (A D
Ll ERBAREES (A Sl HEBBR) AT
3TC ki 20 bk > REEEWE - 0D505nm & th & & -

o H A E BG(amol/1)=0D sss/0D #asx5. 55

TR RE R G oM |
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O HELHE I HEF AR TETIERRGLT
& 4 AUC
(& 2): B4 ICR NS OMEREREAD (10ng/ke)
S 0 B A% 6% % (315D » n=6) o

5] i SEAT 1% (nmol/1)
g 0 »48 30 448 60 o-4% 120 5-4%

EaR 27.5+¢1.0  6.14+0.86 13.5+01.48  10.89+1. 88 8. 18+0. 89
1:6.25 25.041.4  6.26+0.60 8.82+2.10%x 8. 7210. 82% 7.17+0. 82
1:12.5 27.941.3  5.64+0.71 8.15+0. 93%xx 8 09+0. 67*x 6. 02+0. 23%

1:25 28.2+41.6  6.32+1.28 8.69%l1.12%%x 8, 82+0.72%  7.10+0.53%

1:50 27.8£1.0  6.5740. 64 8.49+1. 11%%x 8 89+0.82%  6.61+1. 04%

1:75 26.3+3.7  6.09+0.59  8.44+2.30%k  9.03%0. 78 7. 28+0. 61

%, P<0.05; MEQHBami
X%, P<0.01; % &8 A LL ;
%K% > P<0. 001 ; B Q¥ B amda Lt

 ORBA I ARk IIERLES A BRERD
HE¥ ICRIAHoRBERFTAER

M ICRDENZRENEBHZHORESTABEBK - RF
FE (B P BRE b h A BT XRBE=T.5"
95, 7.5:507.5:75>7.5: 100 7.5: 150 7.5 : 375)
taF B & (30ng/kg)w b LB 30 p8F IR
HEHM 2 5g/kg o RABAT X KB oMK 03060
120 >4 8 > MR FHHBRE

o B MR H kS

RAAERRBLAAAFTHHERLE R 250
ul BT MR A bSul oF o BHRIEZEE (A D
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Pl BEERBA)RRES (ALl HEHEMZR) Y
3T°C Ak 7% 20 44k - MZ & WE » 0D505nm &t & A £ -

A B HEAE BG(amol/1)=0D # & & /0D 4 % % x
5.55

FHE R A

1~ #% A3E+SD & Student-t test ¥ & H & 47 43t

% 4 | |
D HELBE NN AE LB TRE)ERABLT
® @ #% AUC ' |

(% 3): 2% ICRJBRuBmRZREFTH(30ng/kg)h H o
AR #E At % 69 B & (34546 +SD » n=6)

%) BE Y] : - ##E% (omol/1)
g 0 n4& 30 4% 60 o4& 120 -4
e
;}aéa 26.511.4 4. 43+0. 72 11.96+1. 16 10. 33+2. 13 6.47+1.12
7.5:25 26.4+0.5 4.57+1. 20 0. 4442, 14% 7.18+1. 33% 5. 7310. 60
7.5:50 26.3+1.1  4.40+0.67 7. 38+l. 59%kx 6. 13+0. 63%x 5. 26+0. 77
7.5:75 26.2+1.8 4.1940. 77  7.8041.37%kk 6. 74+0. 87%k 5, 1610, 37%
7.5:100 26.0+1.4 3.9240.81 7. 1140. 16%kx 6.01+1. 13%k 5 1540. 71%
. 7.5:150  25.8+1.7 4.13+1. 41 7. 33+2. 22%% 6. 02+0. 76%xkx - 5 12+0. 66%
7.5:375  26.5%2.3 4. 73+0. 80 9. 3542. 19% 8.33%1. 06 6. 68+0. 82
X P<O0.05; A G¥ Battt

Xk P<0.01 s 2 e Rasmtt
%5 P<0.001 s e Z 6 Batat
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4 14 2 10 Bab ey kbt Wistar BE & 848 &4 5
5 G MM HAMAREA Lo AR T EBHD -
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B R E - LAF-23T+a i Sl BB B S ~ Lo A % 7 X4
A SIS R B AL o A BT BB s 5]
MBS 14 R RAWKR A EA B S RHE
(NC-ROPET » Nippon Chemiphar CO. )k &8 ik 2 %] R & £
R EMA RO AL BRAFAEE(N=5 5 6)8 P
{E+42 2 45 £ 3 2L Dunnett’ s&Bo# > £Axk 4 F4&E -
BR 1% B E AR |

(& 4) | .
B bRBEE | bk E

HHa | 356:31 | 5.040.5
EAHmANT ZamB | 10ng/ke 224152% | 5.9%0. 3
B E RS 2. mg/kg 327645 | 6.240.6
ot 510 B 5 B 5mg/kg 208:27 | 5.880.2 |
LAF237 [0ng/kg 284:31 | 6.120.4
MEZATEREAMBR | Long/kge2. sng/ig | 175413 | 4.720.5%

- ° 1| AR BB AL ) . :
LARZZSTHR B PIARE | {0ng/kgt5 mg/kg | 16847% | 4,620, 5%

ST EL P ETE A

125421 % +0. 4%

e maa | 10ne/kgtl Sng/kg | 125:21% | 4.340.4
fbeth AT Xk B+ « s
okt 45 51 54 BB s BB 1_0mg/kg+5_ mg/kg 112417 4.2+0.3
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PHARMACEUTICAL COMPOSITION FOR THE TREATMENT OF
TYPE 2 DIABETES IN MAMMALS INCLUDING HUMAN BEINGS
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O x50 MTrRaEABZELGN T E 20 BE
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The present invention relates to a pharmaceutical composition for the
treatment of type 2 diabetes in mammals including human beings, wherein the
pharmaceutical composition contains (3aS,5s,6aR)-5-(2-((2S,4S)-2-cyano-4-
fluoropyrrolidine- 1-y1)-2-oxo-ethylamino)-N,N,5-trimethyl-hexahydro-cyclopenta[C]
pyrrole-2(1H)-carboxamide or its pharmaceutically acceptable salts and rosiglitazone
or pioglitazone or their pharmaceutically acceptable salts, preparation method thereof
and a method of treating 2 type diabetes in mammals including human beings with the

composition.
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