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Therapeutic effect of alogliptin on mice with ulcerative colitis induced by trinitro-
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[ Abstract | Objective To investigate the therapeutic mechanism of dipeptidyl peptidase4 ( DPP-4)
inhibitor alogliptin on inflammatory bowel disease (IBD) by observing its effects on serum IL-8, TNF-a and
GLP-2 levels as well as colonic myeloperoxidase ( MPO) activity in mice with ulcerative colitis induced by trini-
trobenzenesulfonic acid (TNBS). Methods Totally 48 male BALB/c mice were equally divided into 6 groups:
a normal control group, a model group of IBD, a positive control group with sulfasalazine (520 mg/kg), and 3
therapeutic groups with high, medium and low alogliptin doses (1, 0.3 and 0.1 mg/kg, respectively). The
mice in the model group were treated by rectal instillation with TNBS to establish IBD models and given drugs
through intragastric administration to observe the effects of alogliptin on diarrhea, colonic mucosa lesion and
colonic MPO activity, as well as serum IL-8, TNF-a and GLP-2 levels in the mice with ulcerative colitis.
Results Compared with those of the model group, the clinical symptoms and lesion of colonic mucosa in the
therapeutic groups with high and medium alogliptin doses were remarkably improved. In the two groups, the
DAI score (P <0.01), colonic MPO activity (P <0.05) and serum IL-8 and TNF-a levels (P < 0. 05)
decreased significantly. The serum GLP-2 level, however, increased significantly (P <0.05) as compared with
that of the normal control group or the model group. Conclusion DPP-4 inhibitor alogliptin can effectively
inhibit the infiltration of colonic inflammatory cells and alleviate the pathological damage of colonic mucosa, and
thus has a significant therapeutic effect on mice with ulcerative colitis induced by TNBS.
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ik 4 ( dipeptidyl peptidase-4 , DPP-4 ) #]1 i 7] HE % 18 1
i DPP-4 BITA S FEAL CLP-2 BEAg SR (9
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TR A ] o MR E (SASP,250 mg/ F, b iy =4kl 254
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1.3 HA 5 fegin

¥ BALB/c /N4 A B.C.D.E.F4, 548 H,AB.C
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M4, K BALB/c /NRESEANEIK 16 h J5, F L kS BRI,
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GLP-2 {8, AbFE/NERL, BRES B 1 2L 5E MPO {H

1.4 ArAR%EH DAL %4

4 1 WS FIT /0N LB I ek AR 00, 805 145 201
B DATD) = (TR AR5 + FMEER B + Bl B 1 4y
$0) /3, DATESMRAE" > WL 1325903697 7 d J5 f IR BREULmL
e 30 min Ji5,4 °C 3 000 r/min 2.0 20 min, ZFE/NR, B 5
LR 2 B, — M HE Yoo, WBRLS AR GRIRIL , 55— 0 A7
TR # T MPO RGN . A R iR SR PR e o

%1 DAIFESiRAE

ic4r BT FRE(% ) FeEER JENIRYERIA
0 T IEH At
1 1~5 +
2 6 ~10 pa g + +
3 11 ~15 ++ +
4 >15 i 4+ o+

B KRAR TS B AT H AR K R F R T R BB A AR AR .
KA RE AR

1.5 #5448 MPO 44, fo 3% 1L-8 TNF-o .GLP-2 3] %
L7 440 MPO (S K I, 1fi 35 TL-8 \ TNF-o ,GLP-2 46 2 4
R B P
1.6 “its o
37 1] SPSS 13.0 GEit B HEAT 2007, Bl L x = 5 Fom, 41
0] 4R FH 7 22 50 HE R ¢ K

2 HR

2.1 Alogliptin 5t ¥ /> 5 DAL ##4-8% @

TNBS BRI /) B B4 T i T W 08 R 1l i 3 B R
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2.3 Alogliptin 2} /s & MPO {4, f2 7% IL-8 , TNF-a #=
GLP-2 t44% 7%

5 IE 0T IR e A, TNBS 75 5 19 /1 B I5t 9 PR 45 M R A5 7Y
MPO {H IL-8 \TNF-o i {5 5 i E i (P <0.01) . SHIRIZ L1
&%, Alogliptin 725 . H1 575 4H F1 SASP 457 4 MPO & .IL-8 \TNF-«
TR (P <0.05,P <0.01) , Xl & A — & M Hm P
Ml Alogliptin =577 yAYT 4L T GLP-2 )ik B B i vy TAE AU 4]
INR(P<0.05), L2,

#& 2 Alogliptin 3 TNBS &S H/MNR & B54H2E MPO {&, 75 IL-8 .
TNF-o #1 GLP-2 & MRIZM (n=8,x £5)

2151 MPO(U/g) IL-8(pg/L)  TNF-a(ng/L) GLP-2(pmol/L)
EHH 0.55+0.12  0.18 £0.05  36.27 £3.40  1.06 =0.05
TR 2.28 £0.40°  0.40 £0.03* 148.75 £36.87% 1.12+0.04*
SASPIAJF4L  1.10£0.19°  0.26 +0.03° 48.37 £11.82¢ 1.05+0.05
Alogliptin J557 41

e 77 1.00 £0.23¢  0.27 £0.02¢ 47.79 £8.82¢ 1.24 +0.06"
ERblR 1.42£0.34°  0.31£0.04° 60.19£16.76° 1.18 +0.03>
I 1.77 £0.32>  0.35£0.04> 72.70 £17.48¢ 1.07 £0.05
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GLP-2 fy ik B 538 /N B es , Ak, ZE 28 DPP-4 1 il 71
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eSS I KA A R ARG 7R, Hagyr oL al
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i s 0 M 3 5 5 GLP-2 AR I 6 15T 1 IILEF 4k
BRI GLP2R , fiE i Hi A= K K F IGF-1 IGF-2 1 KGF
SE A el b B G BE RN )6, DA 6 52 4% M
N o AR ST K B, Alogliptin 577 2H L BY 2H /] B
M3 GLP-2 () & 38 I8 X A A & Fm (P <
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GLP-2 [y R , ARXT ISR GLP-2 (v B, It A 451
BITVERT , MR ZH /N B GLP-2 (1% F 5] 7 v vl B 2 H
THAEER G, 04 52 5 W R 4k HF GLP-2 17K
L DR AT RERIE B A iE TR

MPO SZ PP 5T AR BE A FE A , LT P S e 1 rp:
RN IR E A H RIS PR, TL-8 2 — i 2 4 4 i A
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YHMIAE IL-1  TNF-o FISMEAE K g 228 0 05T 7
A VFEFSE R B IL-8 78 IBD Y &9 MGy i % +
STEZEMVEN, TNF-a AR ERALHEAERE G0
P 1L AEL5 P RIS b Bz 200 B 1A 3, 38 oi ik o 3 28 4
& B BTGP AR 8 I A0 M A S 0, elAs B L R A
LT 2R 35 0 AR5 I AR 2, B s A1 o P b R 24 L g 3
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JUEE VB DPP-4 1 5 i B 4 i 77, Alogliptin /A
BRSO 5 M R A i g /D, 7E I R g, B H iz H
12.5 ~25 mg FIHEF, VA 10.8% ~15.2% () # Kk

e B TR B2 95 S R R RS T RE A
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FEARSZ I I E i 26 /N B4 i 4L 4L MPO i,
M35 TL-8 .TNF-o .GLP-2 I & DAI $£4%, DL T fit TNBS
B A/ BRAAE A 40 1 2 BE LA e Alogliptin X H:
AR VE o BT 45 S R « S RIS, Alogliptin
T AR IAYT 4/ )N BRURR A6 B A8 11 0 WY I8 980 % , DAL %
o3 AR, MPO {EL, Il % TL-8 | TNF-o 41, 3 2 B 1K,
T IR Y GLP-2 [y B 10 b & 8, iX AT g 55 Aloglip-
tin FEAEHN ] DPP-4 [iff , 3% i i 38 N GLP-2 [k B, DA
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