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in conlrast, in tho MS group thero was no additional docroase in ST shilt
during tho socand and third (nflation compared with the firsl, The raduction
in ST shift nflorced by MS during the firat inflation (--61% on IC-ECG v tirst
infiation In G was aquivatant to that atforded by ischamia precongitioning in
controles (~44% during tha (hird va firat inlation). in concluaion, protreatment
with MS mimlca ischemio preconditioning during PTCA. To aur knawladge,
thase rosults provida the first evidenco that morphine praconditions human
myocardiurn agrinst Ischamia In vivo and suggeat that opioid recoptors may
play a role in thoe aignaling pathways responsibla for ischemic pracendition.
ing In man. Becouse of ita officacy and gafety, morphine could bo used
prophylactically 10 attenunte ischomin in high risk PTCA.
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0- Brlef Antacedent "pracanditioning” Ischemia
I aet‘:’allnrmn Coranary Thrombalysis in the Canlne
oo

K. Preykionl, Hear! instiute, Good Samantan Hospitat & USC, Loa Angales
CA, USA

Rackgroting: It is woll-astablished that bried opisodos of antacadent ischemia
"pragondilion” (PG) thg hoart and reduce infarct nize Gaused by subae-
quent auatained coranary ocelusion. In addiion, recont studies lram our
laboratory rayaalad that brie? antecodant PG ischemia alsa atlenuntas sub-
soquant piatelet agg opntion iIndamager and stenolie coronary aneries by an
adonosing-madiated moechaniam. Our curront alm was te doterming whether
1ho antiplatelet propertias of PC achomia rasull in maro spid ropedusion and
bottar mainianance of aubocquent veasol paoncy in the setting of goronary
ihromboaiathiombolyais,

Mothods: Angsthutized dogs underwent 10 min PG iachomia + 10 min
rellow (n = 7 ar pe intorvention (R = 7) prior 10 Initintion of thrombatic
coronary artary ccclusion. Al 1 h attor tho onsot ol lhrombosin, ol dogs
rocelvod 1.3 mpkp n-FA, Primary study ondpointa included the time required
to achleve rollow. tho duration of spontancous reocclusion during tho 2
h after inltial lyais: and the tolal duration of thrombotic ocetusion (all with
nanparamatrie distributions and thus oported as the modian [26th; 75th|
porcontles), As secandary andpointa, cailatarnl btood Now was mensured
during thrambotic ocelusion by injaction of radiolabelod microgphores, and
inlarct aize delinaated by teltazolium ataining and axpressod ac a % of tho
myocardium at risk.

Resulls:
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was 1o examing tho offects ol intracoronary 1GF-1 and i administration on
myacardial Apa in acute MI.

Methods: Corennry microembalization was parformed using 100;: affige)
heads in pigs randamly -aasigned 1o 0.5 5g 1GF-, IGF-1I, or bovine atbumin,
incorparated within the boads and geadually released. Alter sacrifico at 4
weoks, myacardial samptos from the Infarel (1), bordar (B}, and nomial 2ones
{N) were assessed for Apo by TUNEL and ligation-mediated PCR.

Resulls: TUNEL-positive cells werg observad particularly in ) and B and
wora raducad In tha treated animnls, Uaing PGR, IGF: and il were atso found
to raguce the DNA Inddaring aignal in ), with a similar frend in B (sea figure).

Conclusions. Both 1GF- and )i supprossed Apo in this porcine. model of
newte myogacdinl infarction. aupporting a rolo (or IGF-4 and Il in rogulating
myocardinl Apa in vivo,
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810-6 | Une ot a Novel Anti-Apoptotic Agent (LXR017)
T Reduces infarct 8lze Following
Ischemia-Reperfuston in the Canine Myocardium

M) Silver, 8.P Chateull, DB, Mukhieree, J L. Malyoky, DL Tomer',
8. Umansky', F.A. Nicolin. The Sleveiand Glinic Foundatian, Glaveland,
OH, USA; 'L.XA Distechnology the. Richmong, CA, USA

Wo have provioualy shown thit 4 phosphalipid agent (LXRO1T) specificaily
pavonts apoplotic eoll death inducad by serum/glucose deprivation, a par-
nlle! to m-viva 1sehemin raporusion injury. in rat neonatal cardiomyocytes
Since ppoplosis plays a major role in myecardial cell death tollowing ischermia
mporusion, we saught to 1os1 the officacy of LXROIT in an in-viva model
of ischemia repartusion. Twenly open-chested dogs undarwent famporary
LAD occlusion (90 min) follawod by roporfusion (3 hrg). All dogs had con-
linuous manitaring of ECG, laft vontricual pressure, and dPfdt, Fiftean min
prior reperfusion, dogs wera randomly administered eilhier an intracoronary
infusion of placoba (0 = 6), SOD-Caralasa (5 mg/kg: n = 5} a positive contro!
group, of LXROT {250 ;o nv = 8) for a tolal ol 75 min. Endpoints included
infarct si2e measured by TTC staining (% ot area al 1isk), regicna) shortening
fraction (SF) via spnomictomotar Cryslals, regional myocardiat blood tlow
via radionclive microspheres, and myeloperoxidase {MPO) activity. Baseline
hamadynamics as woll as regiona! myocardial bleod flow were similar among
groups ang did nat differ guring the course of the study. Inlarct size, MPO
and SF tindings al 3 hrs of reperfusion indicate that LXRD17 protecls the
ischemic-reperiused caning myocandium, and may provide a valuable new
adjuncl 1o reperfusion therapy for acute myocardial infarction.
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subsequent vessel patency \ended to be better maintained, in dogs that

received antacedent PC ischemia vs controls {"p - 0.05). This was, not
surprisingly, accompaniod by a sipnificant raduction in infarct sizo (11% vs
32% ol tho risk rogion; p - 0.0S), despite comparable collatoral perfusion, in
tha FC group.

Conglisions: Briet preconditioning ischomia - in addition to its well-doc-
umented rardioprotectiva praperties ~ markedly shontens the time requited
for n-PA-Induced thrombalysis in this canine model,
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810-5! In Vive Suppression of Myocardial Apoptotic Cell
Death by Insulin-fike Growth Factor IGF{and Il

M. Scheinowitz'. G. Sangiorgi®, L.G. Spagnoli®, A. Oriandi®, A. Kottyar'
D Hasdai’. ! The Neufeld Cardiac Research Instilute, Tel-Aviv. Israek
“Mayo Clinie, Rochester. USA: 3University of Rome Tor Vergata, Roms, ftlaly

Background: Apoplosis (Apo) is & form ol programmead celi death occurring
m physiofogical and patophysiological siates including myocardial infarction
(M1). Insulin-like growth tactors (IGF) | and H have been shown 1o suppiess
Apo in vilro, but Ihair in vivo eftects are unknown. The purpose of this study
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Dilated Cardlomyopathies: New Observations
and Approaches

Monday, March 30, 1998, 2:00 p.m-3:30 p.m.
Georgia World Congress Center, Room 367W
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811-1| The Frequency of Familial Disease in a Consecutive

Series o 51 Patients With Idiopathic Dilated
Cardherm.yopathy

A. Gavazzi. M. Ponzetta, C. Campana, M. Girala, C Inserra, A Raisaro,
M.L. Laudisa, E. Colomui, B. Oe! Bello', E. Arbustini', Orvisione o
Cardiologia. italy; ' istitita o Anatomia Patologica dell Universita, IRCCS
Policlinica 8. Matlea, Pawvia. laly

Background: Familial disease may account for a signilicant proportion of pa-
tiants with dilated cardiomyopathy (DCM) and coutd be more lrequent than is
olten recognised. Most previous reporis are of anedoctal or retrospactive na-
ture and only a few prospective stuties have been published. Consequenily.
tha real fr- quancy of fanlial disease in DCM remains to ba established.
Methods: Our aim was to assess the frequency and mode af inheritance
of tamilial disease by prospectively screening refatives from a series of 51
consceutively diagnosed patients with DCM. The diagnosis of DCM was con-
firmed invasively in every patient. All patients had a 2-3 generalion pedigree
constructed. Familial disease was diagnosed when at least one relalive was
affected by DCM. Screening consisted of history, clinica! examinalion with
blood pressure measurement, 12 lead ECG, wo dimensional Doppier echo-
cardicgraphy, signal averaged ECG (SAECG) and blood sample (serum CK).





