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Role of CTLA4Ig gene in transplantation of pancreatic islets in rats
JING Shi-long, GU Hong-guangs WANG Ya—xu, LIU Bao-hua, WEN Yavyuan. WANG Ren-jun, WANG Dong, HE Pei-
sheng (Department of General Suigery, Daping Hospital, Third Military Medical University. Chongqing 400042, China)

Abstract: Objective To study the expression of CTLA4Ig gene and the effect of its product on the
prolongation of the survival of pancreatic islet allograft in diabetic rats. Methods The cells of the islets
and muscles of the pancreas were transfected with CTLA4lg ¢DNA which was packaged with libofeclin
vector. The expression of CTIA 4lg gene was observed after the transplantation of pancreatic islets to see
the effect on the prolongation of the survival of the allografts and of the diabetic rats. Results The ex-
pression of CTLA4lg in serum was positive in 2 out of 10 rats in goup A with concentrations of 14 ng ml
and 31ng il respectively 7 days after the transplantation. The average duration of normal blood glycose
level after the transplantation was 14. 8 =12. 3 days in goup A and 3. 615. 1 days in group B(P<<
0.05). The average suwvival time of the transplanted rats was 24.010.8 days (maximum of 45 days)
in group A and 10. 8 74. 8 days (maximum of 21 days) in group B (P<0.01). Conclusion CTLA4lg
gene was expressed in the cells of islets and muscles of the pancreas in the recipient rats and prolonged
the survival of the pancreatic islet allograft as well as the recipient rats significantly.

Key words: pancreatic islets transplantation; gene therapy; diabetes mellitus

[

M M

, Lipofectin CTLA4Ig cDNA
: CTLA4Ig
CTLA4Ig B7-CD28
Lo ( ) 1
(960075 ) ‘
(1963— ) . . 1.1  #hhFet 29K F
. 14 . . (023) 68757247 150 ~ 200 ¢ ,

: 199-07-02; : 1999-12-09 . PRMI 1640. DM EM . Lipofectin Gibco



434

» ELISA
Sigma

Ancell Corporation
. CTLA4Ig ¢cDNA

Linsley

1.2 R A AR Itk B ) e AL LA 2 4t

20 , (A
10 . Lipofectin CTLA4lg cDNA
Lipofectin(200 *1)

( 1% (75 mglkg),

20 mmol /1, 5d 1

1.3 Mrly i ALY & | oh Ao 55
1% (30 mg/kg)
0.5%
Hanks 6~ 8 ml,
, 50 ml
8~ 12 min
50 ml s
5~ 8 min 4 C Hanks
~5 min s
20%
4~5
20%
ml(pH7.2), » 95%
h. Hanks ,
20%.15% 10%  Ficoll
2 (20% ~25%). 3

min, s

(10% ~ 15%) ,  Hanks 2
NA 50#¢g  Lipofectin 100 #1
,  DMEM 4 ml, 95%
h, 10% 18 h?,
;@ H @ 3

£C 3000 r/min
(15% ~20%) 4

) (B )
( )

CTLA4lg cDNA (200 ug) A
CTILA4lg cDNA

5d
24 h
10d

4 % b
7.5 mmol . Ca®"

Hanks 8 ml 38°C
0.5~1

Hanks 6 ml, 38 C

6 ml . 3

1 000 r/min 5

1640

131

RPMI11640 10

.5%C0,.37C 48

25%.

15 min,

1.4 BRE 454 Andn i CTLA4Ig #60)

’ ’

B )
(A ) 3~54d
) . 2 11. 0 mmol
. . A
ELISA CTLA4Ig 4,
1.5 %itsa
x*ts R
2
2.1 ABEAE RS Rk Rk
81% ~ 95%.,
100 24 h . +
(P>0.05.

2 Cp<<0.0D,

CTLA4Ig cD-
A
.5%€0,.37C 6
: D
@
1 ml

+ CTLA4lg cDNA
(
L,

79% ~89%. B A

+

22
1 24 h (m Ing)
Tab 1 Insulin secreation of two groups in 24 hours(m/ng)
) Low glucose  High glucose+the ophylline
Group Genenl (5.6 mmol L) (24. 5mmol/L)
A 100 cell®) 125421 3814123 " 841+197
B0 cells) 1%+197 4R+135 % 9144159 %

%, P<C0.01 v general, ¥. P>>0.05vs A

2.2 BBRIAKEBG A GaET 0, L& 2

B 3d .5 s
(3.6+5.Dd A 3d
., 8 , (14.8+12. ) d
(P<<0.05.
2

Tab 2 Time of maintaining blood glycose level of two

groups after pancreatic islets graft

Group Time of maintaining blood glyse level Ctld)
A M9 26 19 17, 13 7 3 0, 0
B 16, 10, 4 3, 3, 0 0 0 0, 0
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Tab 3  Survival time of two groups after pancreatic islets graft

Group Time of survival (£/d)

A 45, 36, 31, 29, 25 19 17 15 12,

B 2, 17, 12, 12, 11, 9 8 8 6,
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