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Effects of active metabolite of leflunomide A771726 on rat corneal

allograft rejection

Hao Nian,Zhang Mingchang , Bian Fang. Department of Ophthalmology, Union Hospital , Huazhong University
of Science and Technology , Wuhan 430022 ,China

Abstract Objective Allograft rejection is the leading cause of corneal graft failure, so immunosuppressive agents are still
in search for prevention of corneal transplantation rejection. Present siudy was designed to explore the inhibitory effects of
A771726 eye drops, an active metabolite of leflunomide, on corneal allograft rejection. Methods The penetrating corneal
transplantation model was established from 24 donor SD rats to 60 receiptor Wistar rats. Wistar rats were randomly divided into
group A,B,C and D. The model rats from group A were as blank control group,and the model rats from group B,C and D were
topically treated with different concentrations of A771726(0.5% ,1.0% and 2. 0% ,respectively). The normal salt solution was
topically used in the autograft model rats from group E. The response of cornea graft was clinically examined regularly under the
slit-lamp microscope. The graft survival time and rejection index( RI) were recorded and compared among different groups. IFN-y
and ICAM-1 expressions in corneal graft were detected by immunohistochemistiry.  Results The average graft survival time was
(9.38 £2.26)d in group A, (10.13 £2.41)d in group B, (17.57 £1.72)d in group C,(17.50 £2.14)d in group D and over
28 d in group E,indicating a longer survival time in group C and D compared with group A and group B( P <0.01). However,no
statistically significant difference in graft survival time between group C and group D(P >0.05). IFN-y and ICAM-1 in corneal
grafts were overexpressed in group A and B on the 10th day afier operation,and expressions of IFN-y and ICAM-1 in group C and
D were increased obviously on the 20th day after operation. = Conclusion Topical application A771726 could effectively

suppress allograft rejection in rat models.
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Table 1 Allograft survival time of corneal graft
rejection in rats of different groups(x = s,d)

Group n Survival time Mean time
A 8 6,7,8,9,10,11,12,12 9.38 £2.26
B 8 7,8,9,9,10,11,13,14 10.13 £2.41
C 7 15,16,17,18,18,19,20 17.57 1. 72¢
D 8 15,15,16,17,18,19,19,21 17.50 2. 14¢
E 9 >28 >28

F 133.850

P 0. 000

‘P <0.01 vs group A;'P <0.01 vs group B ( One-way ANOVA, SNK-¢

test)
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Fig.3 Corneal graft survival curve in group A,B,C,D,E
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Table 2RI at different time after keratoplasty operation(x +s)

RI at different time after keratoplasty

Group

6d 124 184d 24 4
A 4.41%0.31 8.02%1.04 10.96x1.13 11.8120.97
B 4.2630.42  8.38x0.87  10.4320.92 11.78 1,21
C 3.13£0.29° 3,45 £0.64°"  6.47 +0.58° 10.37 x1.16%
D 2.98 £0.33"  3.2520.49°™ 5,94 +0.47°™ 9,65 +0.89°®
E 3.17£0.25  2.45£0.34 1.93£0.18  2.29 £0.23
F 35.760 128.770 216. 250 154.930
P 0. 000 0. 000 0. 000 0. 000

°P <0.01 s respective group A;'P <0.01 »s respective group B;"P <
0. 05 vs respective group C{(One-way ANOVA SNK-q test)
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Fig.4 Cormeal graft RI curve of group A,B,C,D,E
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