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Effect of adenovirus-mediated CTLA4Ig on excretive function of submandibular

gland in Sjogren syndrome mice
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Abstract; Objective

(Ad-CTLA4lg) in treatment of induced Sjogren syndrome (SS) in mice. Methods

( Department of Stomatology, Southwest Hospital ,

Third Military Medical

To examine the role of adenovirus cytotoxic T lymphocytic associated antigen 4

SS was induced in 30

BALB/¢ mice by challenging with the mixture of homologous antigen from submandibular gland tissues and com-

plete freunds adjuvant (CFA). Two hours afler challenge, Ad-CTLA4lg was intraperitoneally injected in the

experimental mice (n=10), while thymic peptide in control mice (n =10). Morphological changes of sub-
mandibular gland, water intake and static total saliva flow rate of each group were ohserved. Results There
was no obvious pathological change in Ad-CTLA4Ig treated group, in which the static total saliva flow rate was

significantly higher than that in control groups (P <0.05) and the volume of water intake was less than that in

control group (P <0.05).
menlal foundation for clinical therapy of SS.
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Conclusion Ad-CTLA4Ig prevents and cures SS of mice, which provides experi-

IR 0 o K it 5 O 1 2
flo, BRI AR A CTLASLE X SS 037 f A,
AR (TR P RS SR A

1 ##H575%

F B A

FTH %92 0 (E H AR A R 1.1 x 10" 4~/ml I [ T2
R A AE S ST T ) o MR FH CFA (5% 42 88 IR A ) Ty
FIBE - A02 W). CTLA4 - 241 J 5 it 4R 1k (IR 20 8 5 = 10"
pfu/ml P4 5 [ 2 8 45 00F 98 BT M ) o FITC #5045 A CT-
LA4 LA [ BD 25 1]

1.2 s4piidliegd sl R34

1.2.1 B st 3 Bt H BALB/c 28 Z /N EL(8 8 1%
SFNL 20 g 7047, MEREANBR , 3500 SPF 48, W F1 55 4205 Ko s
NP )30 B A CFA + [l Rp BLEIT BT R A i 1%
200 mg/ml ALK R A R T BT ) 22 T

1.1



HoM

D Je . R EE N T CTLAALg & &5 R AR LR 1A /] BT Bk 7 004 21y BE Fr) B i 965

TN R B F LB 005 ml 3RS & H g
0.05 ml, Jings ik,

1.2.2 ZBHA Gro 3 ML, RREL 10 B S as A T El A
RIMCR G2 h &5 F IR Ot Ad-CTLA4Ig 2 ml, & [ 1 0, 367
K5 0T M L T s T S M M A 2 ol (T 24 0. 01 mg/ml ),
H1 O AE T W B BEAS 13697

1.3 RRRad 36 A0 K 154740 M)

L300 A i G 30 S A 0 ANRUR AL 2% P T2 (30
my/ ke ) BRAESS , ULFE B SR 25 & 60 0. 01 mg (i T 100 pl 4 73 £k
K ), 15 min FROGUCAE IR & 0l 10 min, {8 8 /)8 BUE 3 B, 3k
W R FH BN T T/ B I, ool 8 00T R R A o L S T
LN I T R R A A i R

1.3.2 ok i) s TR T NG B ) O 1T U
& 4L i E 1L

1.3.3  #RAHUH 540 557 B8N WO 2 sh i
0T MREH A Pk R U] e, HE 3 (5, 0022 (40 H: C2 240 A 32 i 5 150

& o) F FITC-Hi CTLA4 HUiAT T s AL 3 (. (UK U B
FIY% A FRIIED S 10 min, 3 00 25 80 988 25 % (LR 12 8 1y FITC-4iT
CTLA4 #5404 37 C e fa 30 min, U)K B ARG N BT
B, @UeH MR ) KB pH 7.2 PBS ik 2 K,
LA RS 5, BRI 5 min, B FHZE MK 28 1 min, BE 2538 &5 &

3)50% 2% vh H i B 1A 28 1 GBI % T R
1.4 4%Gitsam

UK R A SPSS 11,5 e AR AT BN & 7 4y
.

2 &R

2.1 4hAkE

W E B RS L R PR B, 5 R R IR2H (14,51 9. 86)
ml J& SS#1(15.24 £0.63) ml [L4, Ad-CTLA4Ig 4] (10. 88 +
1.02) ml /hBUS ERoK BB (P <0.05) | 0T iy g 3%
T/INRLE 1 iR AR
2.2 #HAEREAE

225 0 R BT S T 10 min {1 e S BE A 67, Ad-CT-
LA41g #H(0.93 £0. 08) mg/min /]~ F i 245 0 i 50 000 56 K T M
HEZH(0.70 £0.05) mg/ml K SS 20 (0.68 £0.05) mg/ml, {5 H]
7N LM AR 2 26 2 B 7 3 B (P < 0. 05)
2.3 mEEE

Joi FUD) 7 s ROIR IR 41 SS 41/ BUE 6 J IS TR IR Hh LR
JEAS— (b L 40 i i G AR TR IR IR, b B8 I
. T Ad-CTLA4Lg 41 /)8 BLAS T Mgt B 28 W3 Bl o2 ( 11 1)

A; SSéa; B, BRgakn; C. Ad-CTLA4Ig 28
1 3ANRMTARENE (HE x400)

2.4 CTLA4Ig B3 ik #9 4o

TEBEHE 8 0OHE i i 5 (9 H % I, B0 CTLAG iy
FITC FRig 3% M0k , A0 4 44 IS5 4% (o, I T UL Ad-CTLAdIg
1IN BT T ARG 20 M 2 38 B P 2) . 3] Ad-CTLAGIg 2
BRI RN BT e

B2 Ad-CTLA4Ig HR TRRARIE (25 L Rt x400)

3 g

A PR T 34 2 4 O AH DG IaL 4 (eytotoxie T lym-
phocytic associated antigen, CTLA4) J&i%{k T 4 it 2 i
TR —FhEs IR A A 21, 5 BT I CD28 [a] & i
BRE AN, BARTENG 1L T dMOAE b iy &k it
{2k CD28 {1y 1730 ~ 1/50, fHE 5 BT #23%E MJ1jg
CD28 5 B7 20 f5 LA L, J& T 4 a3 fb o 8 S A9 1
BATAr7L 1991 4Ry Linsley 55 SR HI A& 5 5540 (9
FrikkE T CTLA4Ig, EAL4E A CTLA4 RS2 FIA
IgGFC B, 2 —FhalEtEnyis 58 H . T CTLA4Ig
FEIRIT B B s PEH FIHURS HLHE R SOz v i) T B4R
F, B S ARHE SRR B — R RO iG
J7 FBUR R T LR A AT E



966 W =

OB OKR ¥ Ol

28 &

ERACLE AL (Sjogren” s syndrome , SS) Tifi 1] 1975
PRUFI A Bl 180 A B G, — A O 5 8% | S S
PITFRR A 06, SS IRAEMME o i AR A K R
FARH R ILFEERT, 5 SO A 5 F A 1
G, FER—F E S SRe M, A T RRAE
M7 05 J I B 40 M 32 008, 3 50 T b 2 40 i 5 3L
t12/3 % CD4 BB T e guie’’, 1/3 S CD8 41
M, B 2 A5 B/ 35S (CD4) E Y 3T RGIbE 4 08 i
PSS . (OB I 440 M ) oo Sz 1o P, 26 B0 A It 30k 0 B9
R R 2R B ST, B AN RS TR E T
ML S 5, A 8 1 I, W0 S A i 2 4
oo AT IF 9T 2% i A O 200 3 i k4 34 L Bt SS
F SRR FYES R ETF, REARSE . PRI, H
Xf SS JRYFIFIT ) H SR R CDAT 4 i i) 48 5 15 1k
T MO T BB 5 S — {5 R T 40 3% 4k
('TCR) [RIHT i 2 40 ( APC) |- i) 22 ik MHC 431
WA S AR T 4N 47 CD28/ 4 i 75
PE T K EE A HOAE AT 4 (CTLA4) 55 APC iy BT 431
FHEAE = A SRS S PR S i S
th, CTLA4 3 T 240 380 4 S i i /=

A% S0 45 S A B < o BT R B s 3 Ak B 4 LSS
/)N BT 4T BT B A o L A R, 2T
N SS [P LR B, 54 @5 (1) BALB/c /NI S
TSRS LR E SRR R B A& BT &
GERIUN R BRI , 5 R R STk, Bt 4
MR A AP L A OB, A b B S AT
1M Ad-CTLA4Tg 20 /N FUAR T i FH ok 72 B dd o e, 080
HHAS S R DAL T SS shirds Y | 3 FLR FH oms i A
St CTLAA4Tg e BT 55 — {5 5 i 3 i, M i) CD4° T
AN S TS AR IRIT SS, A — AT AT . IR
ARRT] B RO AL A R RS H A RE N, B 218 B 4
MUERAFIC R, SEge b, IR T i CTLA4 fuys 9 ' i
0, UESE T CTLA4Ig-JRy 7 48 74 8 I v 36 )i v oy ke
CEVIN T

TP A T R A 3 VAT 11T R 4 R U )
fr. S RMBRER EF O TR EDYHET
BT 1R K D) B RN S T TREAR . SRt
2% S 0 8 D A M VL A 23 A R K e A A e o ¢

b7, S2HGE T ST CTLAALg-IG G 3 4 1 41/ R it
25 VLT N, K B DU 0, 5 A
ORI T IRIE 252 WEEW) 2 o (Wl A GE ) CTLA4Ig-
A RERR A AT B 363 /S LA AR AR £ B E . 1T CTLA4Ig X
AV T AT AL, T A S S T B T A B W L
P4 B i S S, L ATV 24l AT CTLAGIg
TIT B G PERT A BB AL HE I SR — 52 R
SEIION L F R, CTLAG Ig- it 7 2 AR A6 3697 /N B s
fes A A BAT R A2 2 PR LT 4
B7/CD28 Ll gk 4% , i S 45 P SR B i 52, I iR
YT SR RE P 1 T SE G 1T CTLAG L &% 58 7 Fie A K
f¥y S 400 it 7

B % 30k -

(1] S0/ Bk, e, CTLAALg 5 5 Gl i 32 fr) 411 1 A 1oz i
FELI1. [EAREEE R4, 2002, 29(3) : 111 - 114,

[2] MENGES M, ROSSNER S, VOIGTLANDER C, et al. Repetitive in-

jections of dendritie cells matured with tumor necrosis factor alpha in-
duce antigen-specific protection of mice from autoimmunity [ J]. Exp
Med, 2002, 195(1): 15 -21.

3] KOKM R, BAUMB J, TAK P P, et al. Use of localised gene transfer

W

lo develop new treatment strategies for the salivary component of
Sjogren’s syndrome [ ] |. Ann Rheum Dis, 2003, 62(11) . 1038 -
1046.

(4] JA fif B0 IBR,E BESE EELA CTLA4g S B RS RTA T
WA D B S [ 1], b E 25 AR, 2002, 18(2): 165 —
168.

| UGURLU M M,GRIFFIN M D, TAZELAAR H D, et al. Synergistic

L

effects of CTLA-41g and sirolimus on orthotopie lung-allograft survival
and histology[ J1. Transplantation, 2003, 76(3) . 489 - 495,

[6] H #k.45 %, HXME, F SREEGIEs BRI E ]
TS, 2003, 32(3) : 306 —307,309.

[7] ERR BRI, 2 8, %m0 i 00 A S SR L],
e ek, 1998, 33(6) ; 360 —362.

[8] GUO L,LI X,ENOSAWA S, et al. Prolongation of liver xenograft sur-
vival by adenovirus vector-mediated CTLA<lg gene transfer [ ] |.
Transpl Immunol, 2003, 11(2) . 155 - 162.

[9] GUO L, FUIINO M, KIMURA H,et al. Simultaneous blockade of co-
stimulatory signals, CD28 and 1COS, induced a stable tolerance in rat
heart transplantation[ J]. Transpl Immunol, 2003, 12(1); 41 -48,

[107] MASRIMA, "Ths isoaiss:of mmmssappnsssss deagal J1. Mol T

munl, 2003, 39(17 -18) ; 1073 - 1077.

(/¥ £ 4r)



