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409-2 | Regulated Expression of Fas Ligand on

Endothelium Modulatas Leukocyte Infiltration of the
Blood Veseel Wall

M. Sata, K. Walsh. Elizabeth’s Medical Conter, Tults University Schoa! of
Madicine, Boslon, MA, USA

The vascular andothalial surface is in constant contact with cieculating cel
tular conatituents ol ihe bioad, byt lifife I8 known about Ihe mecnanisma by
which endothalial cells (ECs) activaly provent tnflameatory eoll infittration of
the subendothelial space. Fas ligand (FasL), a type || membrane protein,
induces apoplatic call death in Fas-bearng cefle and the Fas-Fasl sysiem
has been implicated in the requiation of physiclopical cell Renover, particu
larly in the immyne system. Athaygh the expression ol Fask. was onginaity
consinered reanicted 1 aztivated T lymphocytes, Fasl. has been wenlified
In immune-privieged tesues suggesting that expression of Fasl. contributes
10 thetr immune-pravileged a1atug Dy prevemiing e infitralion of inflamma-
tory laukocyles. Here, we fepant ha surprising finging that ECs ewpress
Fasl, which can mnduce apogros:s m Jurkat celis. Tumor necrogis factor o
{¥NFo} gown-reguiated Fas). expression in EGS with an accompanying de-
crease in cymioxic activity. Locak adménistration of TNFo into the rabbn ear
central artery down-regulated he Fasl expresson, and fus coneiated wih
st mononuetsar cell inliftration 1o the atenal wall. This TNFo-induced
mononuctear ogl infitration could be markedly atenuatad by pre-infacting
the endothelim with a replicaton-delective: adenovirug that constitutively ex-
presses Fasl, These findings not only estabiish a novel role of the vascutar
endothetum, i atso hole a clue to the understanding of the pathogenes:s
of the atherosclemsis.

2:30
Non-viral Gene Transfer in Porcine Myocardium

— Enhanced by Transmyocardial Laser
Revascularization

U Sayeed-Shah, M} Mann. §. Grachev, R Redd, 5. Ferzoco,
R. Laurence, V.. Dzau, L H. Cohn. Bngham & Women's Hospital. Boston.
MA, USA

Transmyocandal laser revasculanzaton (TAIR) may be augmented by pro-

; tactors. We hypothesize that non-viral direct gene trarsfer is fea-
sibte al the site of TMR ard thal themmal injury may enhance gere uplake
an expressin. 10 yorkshire pigs had 3 pquidistant 100 «f imramyocardial
ingectons within 4 mm of 60 TMR sites sampled. Two vehicles (tusigenc
HV.Lkposomes, and naked plasmid) encoding the gene for H-galacfosidase
{#-gal) were used for transfechon. Similar injechons were placed in 20 siles
n eon TMA myocardium. p-gat protein levels were measured m ssue ho-
mOGENAles by ELISA with subfraction of background from TMA myocardium
tiansfected with fisefly luciferase gene.

Fesults. g-gal expression was gatecied m 56 of 60 TMR-ranstected
samples (93%), and 10 of 20 nonTMA franslecled sites (50%), p - 0.0
by two tailed Fisher's Exact Test. The level of transgene expressian dict
not vary significantly among the doses tested (992 + 146 and 1211 + 233
for & and 1% ng HV Miposomes), (1099 + 322 and 76% = 179 for 100
and 200 ;i naked plasmid). However, the level of transgene expression in
posttive sites of TMR-transtected myocardium was 2.4 tmes tughert than n
nonTMR-transfected myocardium with positive expression (987 = 114 vs,
408 74 pg p-gatmg proten), p < (.05 by two-taited Student's T-Test

Conclusion: Non-virat gene transter at sites of TMR 15 feasible, and that
thermal injury assiciated with TMA enhances both Ihe degree and efficiency
of myocandia} transgene expression.
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409-4 | Tumar Necrosis Factor-a and Insulin Induce
Plasminogen Activator Inhibitor Type-1 in
Adipecytes

T. Sakamoto, J. Woodkock-Mitchelt, K. Marutsuka, J.J. Mitchell. B.E. Sabel,
S. Fujii. Department of Medicine. University of Yermaont College of Medicine.
Burtington, VT, USA

Obesity 15 associated with hypetinsulinemia and etevated concentrations of
tumar necrosis factor {(TNF)-r in adipose tissue. and TNF- has been impli-
cated inthe induction of synthesis of plasminogen activator inhibitor-1 (PAI-1),
the primary physiologic inhibitor of fibrnalysis, by cuftured adipocytes. To
define mechanism{s) by which TNF-¢ induces PAl-1 production, 3T3-L1
preadipocytes were differentiated into adipocytes and exposed o TNF-«
(+-10 ng/mi) for 24 h. The canditioned media were assayed for PAl-i by
Weslem blotting. TNF-w (10 ng/ml) selectively increased the synthesis of
PAI-1 (2.6 & 0.2 fold) (mean + SE) (n = 6) without increasing activity of
plasminogen activators. PAI-1 acuwaulation was inhibited by cycioheximide
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(85 pg/ml, n = 9) plying A requiremeant for protein synthesis. Superouies
(generated by manthine oxdase 10 mlimi plus kypoxanthine ©.8 mM) ang
hydrogen peroxids (100 ;«M) ware shown 1o be potent inducers of PALY i s
G) a3 well. Funharmore, the hydroxy! ragical scavanyer teframethyithioures
{20 mM) completely atobaned he TNF« induced mcreased in PAL1 (= 6)
Exposure of adipocylen to TNFw ar inaulin alone over 5 daya increased PAK
production. The eflect of TNF« (3 ng/mi) was synergistically ampifind by
1ho concomitant presence of insuin Mus TNFar, These resutts suggest thay
THF-w gtimulaies PAL1 production in adipocyles, an efiect patenialnd by
ingulin. Adipocyte generation of reactve oxygen centered radicals mediates
the induction of PAL1 production by TNFw, The muiuction was peteniiated
syrergatically by insulin and that appeurs fikely 10 contnibute fo the fiprirolytie
sysiem dystunction krown 16 exist in obese, mparnasulinemi patients,
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409-5| Apoptosia is Markedly Increased in the Acrtic Vatves
~ from Rabbits on Hypercholostoralemic Dieta

N.KM. Aajamannan, GM. Sangiomy, K Amolg, TG Mahaesi, P.J Carson,

A Tajk. R.8. Schwarlz. Mayo Chric, Mayo Foundation Rochester AN,
54

Background: Aecent studias evalualing e nsk factoes leading to the de-
velopment of degenerative acrtic valvalar diseass (davd) have foung sinilar
ingmng factors, as mpiieated in vageular alherasciersie. Despie 2 welt ag-
lablished climcat background, the cetular causes of dave are gtill upknowrn,
Vascular apoplosis, programmed cell death, has een induced in vitro ang
m uvo by expenmental hypercholastertanya. The aim of is sluty was
evaluate he eflect of hypercholesterclamic diet on 2poplosis in rabhit aprtic
valves.

Methods: New Zealand rabbits (n = 5) were led with a 1% cholestert
et for B weens. Five olher animals were fet a normal chow diet ang used
as controts. Afler sacnfice aortic valve sections were cut and stamed by
YUNEL, ana PCNA. Momhoiogic featyres of apoptosis were evahumted by
transmisston electron microscapy. Numper of apoptoflic and proiferating cedis
measured by computenzed morphometry.

Resuits: Multipte stages ot anor* 54 were evident Dy Wansmsson eleg-
tron mcroscopy and TUNEL staining i hypercholesterolemic tssue. (p «
noayy

Apopios s (celmm?
Nomal Owet Y
High cholestensl ray 1293+ 7489

PCKA (celtmm?)
441 146
23 = 2991

Conc'usons: Apoplosis and prolferaban are ingreased after gh chaoles-
terat diet. Thesa data suggest that hyperdipiderma may play an mmporant rale
in the early development of agrfic vaivular degeneraticn
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410-1 | New Reaktime Interactive Cardiac Magnetic
Resonance imaging System

P Yang, A Kam, A. Liu, D.H Liang. C. Hardy, C. Meyer, A. Macavsk,
J. Pauly, B. Hu. Cardroiogy and Eiecineal Engmeering. Stanfond Umiversily,
Stan'ord, CA. USA

We conducted an mitial clinrea! trial of our newly developed cardiac magnetic
resonance maging (CMRI) system, Our CMPI system allows continuous dy-
namic acquisition and dispiay of any scan plane al 16 images/second wilhaut
the need for cardiac gating or breath-hplding. We evalualed LV hunction o 74
patients to compare the clinical utility af CMRI to echocardiography (ECHQ),
the current gold standard.

Method: A conventional 1.57 GE Signa MR) scannet was modilied only by
an interactive workstation and a bus adagter. The first group consisted of 31
patients with acceplable ECHO image quality, The second group consisted ol
43 patients with subaptimal ECHO image quality. Two independent otservers
scared wall motion and image quality using the standard 16-gegment model
and rank-order analysis

Resyits: CMRI evalualion was complete i less than 15 mites. nthe first
group. no significant difference was found between ECHO and CMRI studies
{p = NS). In the second group, adequate visualizalion of wall segments was
abtained 38% of the time using ECHO and 97% of the time with CMRI (p
0.0001). When grouped inlo coronary segments. nadequate visualization of






