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The Effects of Retrovirus-mediated Transfer of Viral 1L-10
Gene on Murine MLC and Cardiac Allograft Survival

ZHONG Jian-hui, YANG Yan-qiang, CHEN Yong—xiong, HUANG Lin-hong, YU Xue-qing

(Department of Nephmwlogy, First Affiliated Hospital Sun Yatsen Univewsity of Medical Sciences, Guangzhou 510080, China)

Abstract: [Objective] To study the effects of retrovirus-mediated transfer of viral 11-10 (vIL.-10) gene on murine
mixed lymphocyles culiure (MT.C) and cardiac allograft survival. [Method] A retoviral vector carrying vII-10 ¢DNA was
constructed. The pseudovims was used to the mixed lymphocytes culture between spleen cells of BABL/ ¢ and CBA/]J.

The samples were counted by liquid scintillation. In order to examine the effects of vIL-10 on murine cardiac allograft
survival, 10 microliters of viral culiure supernatants (1 000 pfu) were directly injected to the graft at the time of trans-
plantation. [Resulis] The murine mixed lymphocyte reaction (MLR) was inhibited by the vIL-10, its suppressive effect

was dose dependent, retwoviral-mediated gene transfer and expression of vIL-10 prolonged murine cardiac allograft suwival
from (11 £1) d to (2843) d ( P<C0.01). [Conclusions] Retrovirus-mediated gene tranfer of viral interleukin-10 in-

hibits murine mixed lymphocyte reaction, pwolongs murine cardiac allograft survival significantly.

Key words: interleukin-10/ pharmacology; lymphocyte culture test, mixed; heart transplantation; graft survival/

dug effects
10 Th2 10 . vIL-10
) Thi IFN-Y s vIL-10 T

. MHCII 2, VIL-10

B7 (ICAM-1) , ,
.T.B (v, .

10GIL-10) EB , viL-10 cDNA
. 199—07—08
1997

19637 ).



210 (Acad J SUMS), 2000, 21(3)
MLC) ,
VIL-10 2 # X
MLR)
2.1 vIL-10 BABL/ ¢ CBA/J
I b ok
vIl-10 BABL/c CBA/]
1.1 VvIL-10 L.
VII-10 DNA (0. 695 kb)  pcDSRV MP-3. 2,

BamHl ’ PLXSN (5 874 kb) MLR) vIL-10 , lgMLR
, ol ’ lg vIL-10 , y =6 612
VII-10 cDNA —1.182 x . t , . BABL/c¢
pIVSN, CBA/]J vIL-10 ,
PA317, G418 , vIL-10 VL0 ’

(3. C 1, D,
1.2 1 VIL10 BABL/ ¢  CBA/J
BABL/c (H2')  CBA (MLR")
H2 , 8~ 10 Table 1 The effect of vIL-10 expression on mixed lymphocytes
CBA/] ( 48h ), BABIL/ ¢ culture between BABL/ ¢ and CBA/J mice
, s 8§ ~10 n GI-0 pf)/T n(MLR epm)/min ' r (Suppresion raie)/ (%)
0 4 996315
1.3 500 3 2474237 35
. Hanks . 1 000 1 116160 78
2 000 0 7454131 85
’ 10 4000 0 249+ 100 95

RPMI 1640 ’ 10°/ mL, 1) MLR: mixed lymphocyte reaction

BABL/ ¢ CBA/J 1, \ o
96 , 150 ML , 50 ML

vIL-10 . 371°7C 50 3.50

O 72 h, 18h °H TR 3.7 =

X10' By 3 P S

(min ) 2 3.00
1.4 %} .
[4] . BABL/ ¢ 59/ & =

L > lg/L 2.50
, 1/3 3~4 mm
, , 2 28 3.0 5.2 54 35 58

3~4 mm , CBA 1gn(vIL-10, pfu) /(1)
Hanks 1 2 , s
. 1 ML 10 BABL/¢ (BA'J
(pfu) 100X 10/L  vIL-10 S5HULC 10 ML) _ o ,
6d . Fig. 1 Tl?e inhibitory of vIL- 10 gene expression on

mixed lymphocytes culture between BABL/ ¢
and CBA/ J mice

8d s

1.5

2.2 vIL-10
2 ) s

vIL-10 , vIL-10



3 .o vIL-10 MLC 211
b o b b
, . Pequet-
2 MIL-10 Navarro 3] (MELR)
11-10, IL-10
Table 2 'The effect of vIL-10 retroviral vector on MEILR vII-10
murine cardiac allograft survival VIL-10
b
n (VIIF10, pfu)/1  n t (Mean suwival)/ d P vII~10
0 10 11£1 MIR) MIR vIL-
500 8 16+2 " <0.01 10 , VL-10
1 000 8 2843 % <0.01 VL-10
o b
1) Compared with the control; 2) Compared with vII-10 500 (pfu) . le 67
’ vIL-10

3 9 #
, -2,
GM-CSF T ,
, -2, 13, I~
49 ]]_767 IFNT D IFN*I‘
_1 (ICAM“I), . IL‘I, IL‘69
TNF, TB4 ( B4) .
, . GM-CSF, IL-1, IL-6
TB4 )
A .
, ( )
vIl-10 EB BCRF1 , 1L-10
, Thl
IL729 IL767 IFNfr .
. MHCII B7

[ 1] Willems F, Marchant A, Delvile J P, e al. Interleukin-10
inhibits B7 and intercel lular adhesion molecule- 1 expression on
human moncyteq J| . Fur J Immurol, 1994, 24(4). 1007.

[2] Malefyt D W, Haanen R}, Spits H, e al. Interleukin 10
(I1-10) and viral 11710 stongly reduce antigen-specific hu-
man T cell pwoliferation by diminishing the antigenpresenting
capacity of monocytes via downregulation of Class II major
histocompatibility complex expression| J] . J Exp Med, 1991,
174(4). 915.

[3 , ) , .z 10
(1. .
1998 19( 1D, 31.
[ 4 . , . /
[J. , 1981, 1(3). 41.

[ 5 Pequet-Navarro J Moulon G Caux C, et al. Interleukin-10
inhibits the primary allogeneic T cell response to human epi-
demal Tangerhans cell{ J. . Fur J Immunol 1994 24(4).
884.

[ 6 QinLH, Chavin KD, Ding YZ et al . Retrovirus mediated
transfer of Viral 11-10 Gene pmlongs munine cardiac allograft
surviall J] . J Immunol 1996 156(6): 2316.

[7 QinL H Pahud D Ry Ding Y ¢ a/. Efficient trander of
genes into murine cardiac grafis by starburst polyamidoamine

dendrimers. Hum Gene Ther, 1998, 9(4). 553.



