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DPPIV JRIHDR 2 IR bpa i T JII AR A 52
AR, LR ARG, TRE, REE

[(HE] BH M KSR IV (dipeptidyl peptldase IV, DPPIV ) 3 il 71 % 22 22k 1 25 245 1) 4 &b, [l st 045 24
W28 I a0 oe . Fik THBEHL L RERPEAT X B OOUE 20 i 16 45 25 19 2 vho O i R i, 36 44 2 TUBE R 2
I BENLANA DPPIV #1577 SO mg £ 100 mg 2 200 mg 2 ; 7341 12 Bi| 5215, 10 f4% 3 DPPIV #5012 4% 32 2Rt o
WS PN 7 d, LUBARE B R CIRTE S I R 5 3 b AR A W 1056 (oral glucose tolerance test, OGTT) (AR #47 HI
0 -3h fyhk TR (AUC, s, ) I Z5RLAE bR, PR e DPPIV 0 il 371 S A I e JiE - ke e IB 22 AR JIKC 1 ( glucagon-like peptide
1,GLP-1) MR &, o S sz PR e . 865R W E a0 3 DR AL A R 413k 4 LA T b o 2RI 55 4% 57 it DPP
IV T T R PR E B S R o 23245 7d )5 50 mg 2025 B IBE LA B 100 mg 411¢ 28 5 L% (425 3 b 1fi b
LK OGTT J5 AUC, 3, A RFFEMR(P <0.05) o 50 mg ZHf) OGTT J5 ik 3R AUC, 5, I . 100 mg 4485 3 h R 2 KF
THRILL K 50 mg 41885 3 h 1) C KT+ 200 mg 411 OGTT Ji5 C JIk AUC, _y, ¥ 8.3 THi (P <0.05) o 25155 &7 50,100,
200 mg i FELE S I, 245k BE SO ANVAZ IS R TR JE GLP-1 KPS E R W m e AL, 518 Bk DPPIVAIEIGHAE 2 BB IR 32
U A B I 22 R R 32 1, 77 100 mg Sy T390 R 6 79 ek
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Phase [ clinical study in a dipeptidyl peptidase [V inhibitor treatment of diabetes in type 2 diabetic patients
CHENG Jun-lin,LIU Jiang-hui ,HU Yun-fang ,YU Cui-xia , FAN Hong-wei.
tal ,Nanjing Medical University , Nanjing , Jiangsu 210012 , China

[ Abstract |
(DPPIV) inhibitor with continuous administration of 7 d in Type 2 diabetes patients. Methods

Department of Clinical Pharmacology , Nanjing First Hospi-
Objective To evaluate the safety and pharmacokinetics/pharmacodynamics of a new Dipeptidyl Peptidase [V
A randomized, placebo controlled,
double-blinded , increasing multi-dosage ,multi-center clinical research were performed. 36 of type 2 diabetes patients were included in
50 mg,100 mg,200 mg groups in time sequence. In each group,10 cases accept the DPPIV inhibitor and 2 cases received placebo con-
trol. After 7d administration of the drug, glucose, insulin and c-peptide of fasting, postprandial 3 h and AUC, _;, were detected. The rela-
tionship of drug concentration and GLP-1 was analyzed. Results Data were analyzed by drug groups and the placebo group (n =4) af-
ter unblinding. The incidence of adverse events between drug groups and placebo was no significant difference. The reduced fasting
blood glucose in 50 mg group,decreased fasting glucose,3 h postprandial blood glucose and glucose of AUC, _5, after OGTT in 100 mg
were significantly lower (P <0.05). Both increased 3 h postprandial insulin in 100 mg group and AUC, _,, after OGTT in 50 mg group
and fasting C-peptide in 50 mg group,AUC, _s, of C-peptide in 50 and 200 mg groups increased significantly (P <0.05). AUC,_,, of
GLP-1 increased sharply then retained while the drug concentration retained then increased as dosage ranged from 50 mg to 200 mg.
Conclusion The DPPIV inhibitor is safe in type 2 diabetes patients and 100 mg is recommended in phase Il clinical trials.
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2 it B HUR 25 ) i PRI A, IS A R
AT T I RN B P IR 5 25 )
5 AR AR, i T2 10 SR
(IR SE 2R AT I AN TR, AN AR DR A8
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1.1 X530t RV SUE BN 70 R
5, 43 A DPPIV i35 50,100 F1 200 mg 4,
R4 12 f], Hodr 10 8552 DPPIV #1361 551 ,2 fil4%
R

1.2 ZkAdBF AikbiifE: O 20 ~65 %, i
122 RO RGBT T K F 3 S H s @J8 H IRFEBE 2 52
G AL £ & 1 (HbAIC) 7E 7. 0% ~8.5%
P B IR AR =R R 25 2 — ( B RUIK 48 51 26
JIK VA& S ) 5 WAL 2T 3K I 7E 6.5% ~8.5% N5
@z M 7.0 ~ 10. 0 mmol/L; @ AT 3 4~ H M
AR S R I6I7 ; @ W R 18 B 19 ~ 30 kg/m’
W @TCEAT — 7 i PR S BRI I A . HEBR
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FgmT— KA 1T WG 5, R A 2R K 10 h i
WK H B 7:00 RS 25,1528 7 d B IRE 5 ik
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R AL A PR Rrn 22 Y RS # B L (P >
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®1 BRELAFREMEINDH

A n(FH/%L) @r@ Pl TR
(% xxs) KEK) MECH)
GRIFIAL 4(2/2) 53.17+7.70 39 60
50 mg ] 10(5/5) 52.50+2.46 49 57
100 mg 21 10(5/5) 48.90+7.39 37 60
200 mg 41 10(7/3) 52.80+7.64 39 62

2.2 mAMWIEN 36 H5Z2iKE, 34 658 A 5.
MR FHAEE 259 30 f41],9 1l & AE 13 ON RS F (3%
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2.3 HRFHAFIKAF 3 ADFIRANLY B AL
WA T RILARTEBRAE = (1, ) AR —3,
A3 20.9 ~21.6 h f115.0 ~15.4 h, 5|5 M 50
mg 3% % 100 mg W], 55 5L 45 25 14 25 1 vk 3
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2yt N IBU L, RS (35 7 K) i [
HACH =PRI RS A1 A BE [ Css (max) | PR3 AS
22 T B (AUCss ) 3R DL AT I 38 19 hm, 149 551
AR R G AT (P >0.05,3%3) 5 ) 100
mg 34 5 200 mg I 254 S AT =P 19 Css (max)
1 AUCss 43 33800 2. 157 F1 1. 925 4%.2. 519
2.230 1, 2R A G R L(P <0.05) o 254 L
AR e 2551 AL 1R A & BOR B , S s i
TEVR A & B BEARAIR
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2.4.1 Ik SRS IR (8.6 «
1. 37) mmol/L A4 Ft., 50 F11 100 mg 4H ) 25 15 1 4% 43
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<0.05, 8 1), LL4S 245 5 2] 0 i b A2 AL (E
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1 2 BUERRAR &L AR DPPIVINEIF 7 d [BRY Mg (L,
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257 d J5 100 mg ZHA4S )5 3 h e 2= T A1 50 mg 21
OGTT J5 iR AUC,  JHE 3% (P <0.05,%4);
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AUC, ,, JF& 200 mg 4H C Jik OGTT J5 AUC, ,, T
(#P<0.05,%5),
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7 d 5 GLP-1 K

R3 2RMERFEEZELE7 dORDPPVIIHFINETEAHFSH

B HK EPS CIIPS
50 mg 100 mg 200 mg 50 mg 100 mg 200 mg
ti> (h) A / / 21.6 20.9 20.9
B / / / 15.0 15.4 15.2
JRWERTE] (h) A 1.1 1.1 1.6 1.1 1.5 1.1
B 1.6 1.5 1.7 1.7 2.0 1.6
Css(max) (ng/mL) A 58.1 99.0 178.3 78.1 81.8 177.9°
B 954.3 966.9 2504. 1 1042.8 969.5 2442.2°
AUCss(ng. h/mL) A 234.7 305.3 585.6 272.1 329.5 634.3°
B 3019.5 3174.4 6966.2 3209.2 3285.0 7323.9°
EVAES A / / / 1.2 1.1 1.1
B / / / 1.1 1.0 1.1

- SRR 100 mg 1 H4, ° P <0.05;A {03 DPPIVAMHIFH, B A2 197G A4
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F4 2BMBERFRBEZEZOMR DPPIVIIFIF 7 d WELIMALHFRERE (v +5)

4131 iR % (mU/L) B3 b BB (nU/L) 83 h RS ARl /L)
HAW ESHZT AR EAW B4R L KSR T d
50 mgZd 10 13.18 £5.72 12.94 £5.16 19.52 £9.44 36.08 +27.38 93.84 +44.42 131.65 £60.49 "
100 mg 40 10 11.62 £6.13 7.53 +£3.22 24.14 £11.16 30.79 +15.22° 89.45 £40.94 92.84 +£46.60
200 mg 2 10 10.25+2.92 10.49 £5.40 22.73 +£14.21 23.57 +15.58 80.56 +£50.94 97.92 +£68.00

SR, © P <0.05

RS 2BMBERFBBEZEZOMR DPPIVAIHEIF 7 d BELITLEE C BRE (Y £5)

wwl n Z M8 C K (ng/mL) £J5 3 h C ik (ng/mL) BJ5 3 h 9 C kI RIEhZE F i (ng - h/mL)
A LW EEhZTdE B2 1] g2y T d )5 HL 1 EEeshZy 7 d )5
S0mg4] 10 2.73+1.05 2.68 £0.91 4.25+1.34 6.31 +1.42" 10.86 +4.41 14.21 +6.07 "
100 mg 24 10 2.19 +1.07 1.79 £0.98 4.37+1.76 4.81 +1.94 13.00 £5.72 13.27 £5.37
200 mg 4 10 2.58 +0.53 2.69 +0.78 5.18 £1.83 5.70 £1.86 13.47 £5.92 17.49 +6.74"
T 5 T IR, * P <0.05
OGTT J5 GLP-1-f} (] £k F i L S v 2591 /Y 3000 | o PPV HIBID L
= N —-— e CEi=t
BUWEFH, 3 A~ 700 Bk (0 25 9 241 9 [ 4% 1 L4210 1Y sl [l ity p o[
AUCO-3h ] % T+, 7 100 1 200 mg 417} i & 3% - o
($1P<0.05,%6), 3 asoo s B
#® 1000 10 gT
%6 2 BEERFSREESOR DPPVMEF 7 d S 510 s
OGTT & J5 GLP-1-B 18] i £ T E A (pmol « h/L,x +5) zﬁﬂuo =R 50mg 100mg 200mg ’

415 n HLAH LT d )5
GRINA 4 11.32 £6.17 13.78 +14.79
50 mg 4 10 11.41 £1.91 26.35 £12.82
100 mg#H 10 10.51 £7.35 34.63 £16.76"
200 mg 44 10 18.78 +11.83 42.66 +23.59"

SRR AEE, P <0.05
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Pk E 525800 K &, AT % 22 1 ik DPPIV )
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M54 41 OGTT J5 GLP-1 fif) AUC, _, 38 22 B 5]
HIPHEHRTH = (P <0.05, K 3) , L2595 & M
50 mg JI % 100 mg I, 2545 (A) S HAH ™ 1 (B)
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BERICP <0.05) ;1 24 2557 1 M 100 mg K41
%200 mg I, I 2 ¥ BE BE SR 3 hn, o GLP-1 1)
AUC, _,, ZNTCHH U (P >0.05) , 156 1l 245 ¥k i 1
AR R R R

3 i i

AR A T R B A R R, A
AR 2 M A R & 2K BT 22 Ik ( GIP) 1 GLP-1,
o D i 5 28 7 S 1 2 A K T BB R R
R, WA 10 2 S A A DR A 2 T PR
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SR K 50% ~70% . GIP il GLP-1 jfid 544 H
M SZARMASS & HEIMFERAR B ALY cAMP 7KK fi2
PET RS Z MW 2 FROBE PR R AL 5 &
DIREHhsZ 401, TR AR A BRA R GLP-1 o] B g {2 iF
JE 5 2R 1 i, {68 R 5y 28 ) R W 1) B R P R IE
H o DPPIV 30 5 390 308 2o 00 5 32 I 1) 35 B, 384
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U BIR TR PRI IR

FR 4 A SCIG PR TR, il e 2 AE A R 3
A R ILRE 5 38 B W BN R e A2
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K \C KRR A 25350 ) = 38 hn o IR &
JA A R I 2R R o 1 & AE 3 B GLP-1 T R ) e {1 B
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J& OGTT & J57 AUC, 5, WEITRL, 45 R %M GLP-1 1£
AT ) L R R 4 2 2, I HLAE 100 A
200 mg 4 BCAR 2, E B IR N A B IA
ST

JgE i 2N CRRAE LU BRI, W5 T B M C
REA 1 25 M 25 S5 1 i A 32 B4 v 7E 100 AT 200
mg 254 (F 4 .5) . WESZ T 100 F1200 mg (254
REA R E R 5 R A CRRRRIL

OB A2 T2 8 PRI TR 9T 1 Fe 28 B AR, AP I A
A DAREAORH R 28 B A0 0D I R R AR TR
Ref IR/ R 7 RN I B8 bR . AHIFSE 50
myg 2 X2 IR A AV S8 2, T 100 myg 20 7 25 i 1M
B &5 3 h IfiUBE . OGTT J5 ifiu b AUC, _,, 354 3%
REAIS, AR 100 mg FEAIVE MR IR 3. LA
5 R, AR ST R % DPP IV 31 77 78 50 ~
200 mg 7] sy [ P A e A 1, TiRf 22 0 B A, RL T 4
7 100 mg Sy T I R IR 56079 &
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