5533 H55 23 1 B = FE BE K ¥ ¥ # Vol. 33, No. 23
2450 2011 412 A 15 H J Third Mil Med Univ Dec. 15 2011

A b 3 ol
'Lb % LY . 1000-5404 (2011 )23-2450-04

CTLA4Ig #1 CD40LIg & E{2if & 38 7 i T HARERMRSHEHF R M PRIER

koo4l,ik Bt £ AL REA,EBRT,E L ERKL.H B, HAX (510630 N, H il A2 B 5 = EE B AT
HERS A L)

(WZE] HIY ZOTAHMEEE T ik O 40 MAE S PR 4 SR sk 8 H (CTLA4Tg) 1 T 4 53 AL ¥ 40 #MA G sk A
(CDAOLIg ) & PR 1 B o [71) 30 o T 440 M ( MSCs ) 7 5 0 B 53 RS AR HE % SOy Hh 4 T B FERT RE R BIL AR . i SD KRR
JB& 5 A B A A 3] Wistar Bl PR R BB ALIRE N, 857 SD-Wistar R BRI S 5 B AR A A, FIT45 4 CTLA4Ig il CD4OLIg &R
H2H RN T 1Y MSCs HEAT T H0RYT o BUSEB I BRI KB 45 R BN 7R 50 A 3 A (A 15 H) X R
SR AR5 B 5 520 MSCs ZHAELAJBR 5 A D MSCs 5 55 R 5% 4 MSCs ZH 4B A JBE 15 41 i Sz CTLA4Tg I CD40LIg J R 4% ¢
F) MSCs . WA 2 B AH I B PR s R BRAY A A9 100 L IR A2 T N RS A o T 25 2% ) 18 , R U RS A 9 CTLA4Tg  CD40LIg
IR 8 2 23K DL R 5 RS A R BR A M IR KT A8 Ak, 858 OBEFRA R BRUMBEAERB A G 2 d [ 155, X IR i
S FEREHL )G 8 d Thi, Hali MSCs 413 [ 5 e MSCs 4 14 FI7E 21 d F149 d Fhm . QX IR | ol MSCs 21 FiI#E K
5L MSCs 41, BAYAAE RS 435 0 (10.2 £2.1) ((23.5 6. 8) fI(52. 1 +7.3) d, M b 22 7 A it = L (P <
0.05) ; B4 K BRI LEAERT 153502 (21.3 £5.3) ((49.7 +£8.5) ((95.8 +13.8) d, &2 ] L AL FNAS A 4 123 B ) AEAL( P <
0.05), QXML TNF-o FI IL2 (/KPR AE JG 1 J8 3 2080 B F, 1 IL4 F0 IL-10 f7K P8RS AR A B 2 PR (P <
0.01) ;2 MATT AN F /K P 1AL AT B IE AP AR I o @ 2 A7 LA AE ) PR T UL A 1% i 2 A A 1], oA DL B S ok
LA 32, B PR % e MSCss ZH RS AT ] L CTLA4Lg .CDAOLIg Rl i RN KK, 8518 7% CTLA4Ig Fl CD40LIg K [H]
&1 MSCs R 411 o J 5 RS AL HIE e S iz, HAAICRAL T MSCss Bl 1 ]
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Effects of CTLA4Ig and CD40LIg modified bone marrow mesenchymal stem cells on

rejection of rat islet xenografts
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(Liver Transplantation Center, Third Affiliated Hospital ,Sun Yat-sen University, Guangzhou, Guangdong Province, 510630, China)

[ Abstract ]| Objective  To investigate the effects of cytotoxic T lymphocyte associated antigen 4
immuno-globulin ( CTLA4lg) and cluster of differentiation 40 ligand immunoglobulin ( CD40LIg) modified bone
marrow mesenchymal stem cells (MSCs) on rejection of rat islet xenografts. Methods  The islet xenografts
model of SD-Wistar rat was established with islet cells of SD rats transplant under left kidney capsule of diabetic
Wistar rats. MSCs infected with recombinant adenoviruses containing CTLA4Ig and CD40LIg gene were applied
in treatment. Forty-five successfully modeling diabetic rats were randomly divided into three groups with 15 rats
in each group: only islet cells were transplanted to rats in control group (A) ; islet cells and MSCs were trans-
planted to rats in MSCs group (B) ; and islet cells and MSCs transfected with CTLA4Ig and CD40LIg gene were
transplanted to rats in transfected MSCs group (C). Survival of rats, blood glucose and morphological changes
of grafts were observed after islet transplantation. Expressions of CTLA4Ig, CD40LIg and insulin were detected
by immunohistochemical staining and cytokines changes were quantified by ELISA. Results ~ (DThe blood
glucose of transplant rats decreased to normal level on day 2 post-transplantation. The average level of blood
glucose of group A, group B and group C increased on day 8, 21 and 49 post-transplantation, respectively. (2)
The grafts of the group A, B and C survived for (10.2 £2.1), (23.5 +6.8) and (52.1 £7.3) days, respec-
tively. There were significant differences among group A, B and C (P <0.05). The survival time of transplant
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rats were (21.3 £5.3), (49.7 £8.5) and (95.8 +13.8) days in group A, B and C, respectively. The sur-
vival time of transplant rats among each group was the same as that of grafts (P <0.05). ®)In group A, serum
levels of IL-2 and TNF-« increased dramatically and serum levels of IL-4 and IL-10 decreased significantly with-
in 7 days post-transplantation compared with those before transplantation (P <0.01). Serum levels of 1.4 and
IL-10 in group B and C increased significantly post-transplantation compared with those before transplantation.
()Hematoxylin-eosin staining of grafts showed in group B and C, bolus of islets under kidney capsule with no
lymphocytes infiltration and immunohistochemical staining of grafts showed expression of insulin protein at islets
in group B and C. These grafis positively stained for CTLA4Ig and CD40LIg in group C. Conclusion  CT-
LA4Ig and CD40LIg modified MSCs can inhibit the rejection of rat islet xenografts, and the effect are superior to
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MSCs alone.
[ Key words ]
CD40LIg

islet xenografts; diabetes mellitus; bone marrow mesenchymal stem cells; CTLA4Ig;

Supported by the National Natural Science Foundation of China (81070382) and the Sci-Tech Research Development Program of Guangdong Province
(2008B030301050) . Corresponding author: Zhang Jian, E-mail: zhangjian629@ sina. com

HEFF B H AT 2 e 12 % A T i 1 xR, 1
ST R 5 R A HE e SO [P s S 2 Y o i A) 7 o
F 2l ( bone marrow mesenchymal stem cells, BMSCs)
S FPORIE T E R 2 e T 40 i, BAA BOR i Y E fig
JIFIZ 15T e . RIS R W], MSCs A S i
TR, AT DARE K R A2 TG ) L o B
R B ] MSCs A g 4EFE RS A 4 B9 KU AE T
FEATRTIHDEIE 7, BELURIr S o) 80 B w7 400 1) HE e S s
{18 2 A E B BEL DT AT i — 2 I8 28 B AN BT I
FEAHIRE M S B i 21 o FRATTAL 2t [W] B 22 3k CT-
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