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[ ABSTRACT] Aim To investigate the effects of dehydroepiandrosterone ( DHA) on expression of vascular cell adhesion

molecule-1 (VCAM-1) induced by oxidized low density lipoprotein (oxLLDL) in vascular smooth muscle cells ( VSMC) .

Methods

In vitro cultured VSMC from sprague dawley rat induced by ox- LDL (50 mg/L) were effected by DHA (5 Hmol/L) .

The expressions of VCAM-1 protein and mRNA were determined by immunocytochemistry, Western blot analysis and reverse tran-

scription polymerase chain reaction ( RT-PCR) .
VSMC (P< 0.05).
ly decreased (P< 0.05).

Results  Ox-LDL stimulation significantly induced VCAM-1 expression in
When DHA was added into the medium simultaneously, ox-LDL inducing VCAM-1 expression was obvious

Conclusions DHA showed inhibiting effects on ox LDI- induced VCAM-1 expression in VSMC.

That may be one of the mechanisms of antiatherosclerotic effect of DHA.
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B VCAM-1 £ I FIR.SP = 4 E AL FRA &
T4 B 4t 3 L/ 8); VCAM-1 3| 47 ¢ Trizol 14 B I
vitrogen /2 8], M-MLV # % 5 B v Olig( dT) ' & Pro-
mega N1
1.2 mMEFENMENEREFRSHHE

B4~ 6 Bl g SD A R(EFREAFR I
E¥Lhsi s CRE), kARG, TH &4
AT R B, B B E B fk, T PBS R &AM, B
TRBE, Ih B B 5k VIMC. 5 E A4 10% 4+
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R RL %% 95 CHIZ H 5 min /5,95 CZ ¥ 1 min~ 59
‘CiE K 1 min 72 CE # 1 min, 32 KB, FKKIE
G 72 CHIEMH S min. B 10 UL 43 = Hy #4732
JEAEBE I vk, M e 3, 2L THEILE
MLk 45 R . KA SQ9636 A R 4 4 #, HPIAS
1000 HEG AN A ZHRNEELEENEE R ANS R
RSB AEEAE) , AUFAHEFLEENEH
mRNA WAEX R L E.
1.7 SitENH

SEH AR fE B SPSS vI3. 0 U AL FE, A B
BEUxts BF, SUALRRAEEE S £ 4
HT(ANOVA) , 4 |8 A F L R A ¢ ke, P< 0.05 %k
RERARTFEEN.

2 g R
2.1 MIMEMBELLMIS T 1 EEMFTRIE
2.1.1 #REmpis ik K4H VSMC B H

VCAM-1 S EKIE. FHYEAE T 4 M A A% 3 rH 48
AR, 5 1E 8 X R (& 1A) AH B, ox- LDL
FIIZH VCAM-1 SE H R IE ] B 58( P< 0.01), KN
YN E B R IR (B 1B) 3 5 ox-LDL R 34 AH
Et, ox-LDL+ DHA 4 VCAM-1 % H &AW & 52 3
fil(P< 0.01), RIAH A B (K 1C); DHA
H(E ID) SEFABAMLLER LR ZE(P>
0.05,% 1) »



CN 43-1262/ R + Esh ki b 44 & 2006 H£55 14 558 7 # 571
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ERCEE AN S8 Sk - XS PN ¥ YAk 33
[FESES] Q81 [ STERFRIRAS] A

Gene Dilivery System Based on Antibody Immobilized Coronary Stent for Intravascular

Site- Specific Gene Therapy

JIN Xu' , SONG Cun'Xianl, Robert J Levyz, Bruce D Klugherzz, and Suzanne DeFelice’
(1. Institute f Biomedical Engineering, Peking Union Medical College & Chinese Academy o Medical Sciences, Tiarjin 300192, China; 2. The
Duwvision  Cardiology, Children’ s Hogpital  Philadelphia, PA 19104, USA)

| KEY WORDS] Antibody;
[ ABSTRACT)] Aim To evaluate the possibility and efficiency of stent-based gene delivery system using antibody-tethered
adenoviral vector. Methods
(Fab) 2’ were covalently bound to the collagen surface by reactions with a br functional cross linker N-succinimidyl 3-( 2- pyridyldi-
thio) propionate( SPDP) .
(AdGFP) .
Results Gene delivery from stents carrying antibody-tethered Ad-GFP demonstrated efficient, site-specific and highly localized
AdGFP transduction in cell culture ( transduction efficiency was 92. 8% 2. 5% vs about 10% in control group) .

Gene Therapy;  Vector; Restenosis;  Adenovirus;  Stent

Stents were formulated with a collagen coating. An antr adenoviral monoclonal antibodies’

These antibodies enabled tethering of replication defective adenovirus encoding green fluorescent protein

The function of this novel stent based on gene delivery system was evaluated in cell culture and in animal test.

In pig coro~
nary artery stent deployment studies, GFP-positive cells were only observed in the site that direct contact with the antibody-tethered
Ad-GFP stent.

in neointimal region and the average transduction efficiency was 5. 9% 1. 1% for the whole section) . No distal spread of vector

Most of these cells were neointimal smooth muscle cells ( transduction efficiency was more than 17% of total cells

was detectable by polymerase chain reaction. Conclusion Gene delivery system based on antibody immobilized coronary

stents provided localized and highly efficient gene delivery for intravascular site specific gene therapy.
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EHHEMEM, Lk Z et 2H BEHART & I
PRI ZESR o F A S 4845 5 SR R T AE /e N TR TT
I TR] IS 2 R 5 oz % 328, BRATTR B R B A 45 & 1
Fe R PR S, B A S AR IR B TR PR A5
BRI E L, BRI T R =
VEDUA T G B 25 G Mo 2 22k DX 3804 1) 1L A7 S 2R 2 )
iz th &, MR RSP SCIR TG T H T IE AR
P8 72 Ao 5% R 33 34 FR FT AT 1k B 3R

| RS

L1 ##

316L 45 40 5 WK 3l fi X R ik Al E T A R b
BHRNERE®®E., VA 4 F K E[ Vitrogen 100
()1 74T Vitrogen B &K ANE . RIEEWRKER
F LR E BB (Fab) 2° B B # Selective Ge-
netics #& . 45 A 4k & K X & & ( green fluorescent
protein, GFP) #7 & | &t [ 2 I 7% 2 (replication defec-
tive adenovirus encoding GFP, Ad-GFP) ( (W&, E1.E3
M) FR(Sx10° R ER F/L) W TES ERIT A
FAREFRGTF . NRABT GFE (2%
Z & #E) 7 B B8 [ N-succinimidyl3- ( 2- pyridyldithio) pro-
pionate, SPDP] 14T Pierce .2 /A 8 . R34 kT # AL
28 it #k (A 10) & % [F Tissue Type Collection # #. /)
RAUA R IeG B9 3648 57 19(Fab) 2 F B T Pierce 1t
F¥NF . FLEFGNN_FEAEEAFRE)H T
B £ B [ 1- ethyl3-( dimethylaminopropyl) carbodiim-
ide, hydrochloride, EDAC] T Sigma /A & o Yorkshire
INEV R (HEE, 20~ 25 ke) T T 48 AR R
1.2 R E S5 B E i 4 F S B 4R FD 47
BRABEANEF RGBS A

# Vitrogen 100(r) R #Z#AE 390+ H Z pH X
7.4, I8 AR Bk 7 EDAC(0.1 g/g RE), ¥ X £ & T
REERFZERE, ET37ICTRE REHK
REG—XEXBEHRTALOmg RE. BHE
X % E F SPDP % (20 mmol/L, DMSO: PBS= 1: 1),
FER M 2 h, EHT SPDP M X £ R BB % K
(PBS) " it & N\ & & MU A & S ik
(Fab) 2’ A Bx 89 7& ¥ (100 UL PBS ¥ 4 5 Vg # 1K) &
FEMERIK. %4 T (Fab)2 WX EZ PBS 4
WG ERN AGGFP EFHF, £37TCHE1h B
B, PBS RI £ 4 vE ok, Bk £ K % & #1 AdGFP, PBS
B ACRERA, oA — R REE 1 A
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