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doses of clopidogre! were effective in presence of aspirin .suggesting clopi-
dogrel and aspifin may have synergistic effects in prevention of acute stent
thrombosis.

i 991-46 ] Ticlopidine Attenuates Past-3tent Implantation
Thrombin Generation

Luisa Gregorini, Jean Marco, Jean Fajadet, Bernard Cassagneay,
Philippe Brune!, Yannic Gablache, Monique Bemies, Irene Bos§|. P
Mannuccio Mannucei. Clinique Pasteur, Toulouse, France; Clinica Medica
— Ospedale Maggiore, Universita di Milano, ftaly

Stent implantation (S) is a procedure that fractures anc .iblates the gndothe-
ium, consequently activates hemostasis. Ticlopidine (T) and Aspirin (ASA)
are thought to protect patients {pts) undergoing dilatation from thror_nbus for-
mation. Being unknown the level of intracoronary thrombin generation, in 35
pts undergoing S implantation for a 76 = 2% stenosis we measured thrombin
antithrombin complexes (TAT) and the prothrombin fragment 1 + 2 (F1 +2) in
blood withdrawn from a peripheral vein (Bas Vein) and the proximal coronary
artery {Bas Art). Measuremenis were repeated soon after and 10 min after
S + PTCA, collecting blood in the distal dilated vessel (Dist Art) through a
0.018-inch intenal lumen probing catheter. All pts were prefreated with 250
mg/d ASA, 500 mg/d T, 8-blockers, calcium-antagonists and nitrates. During
dilatation 150 U/Kg iv heparin (H) and 3 + 3 mg isosarbidedinitrate (ISDN)
were ic injected. Eighteen pis received <24 h Tand 17pts = 72h T. 17 pis
had GT-Roubin and 18 had Palmaz-Schatz stent/s (Pal-Sch) implantation.
Results:

S+PTCA 10min
BasVein BasArt Dist At Dist Art

TAT R =<24hT ngmi. [10.8:&:3 - [ 15+4.3. [ 10844 . [13.5&4.1
TAT R =>72hT ngm 3.0£0.2 '29+02 ' 3606 ' 29102
TAT P <2hT ngml 111224 ] « 13316 ] « 16736 ] . 762157,
TAT P >72hT ng/ml 30+031 264027 29401 27401
F1+2 R <24hT namoWl. 16101 . [23&:0.5 . [1.9:&0.4 N [2.4:&0.7
F1+2 R 272hT nmolL "1.0x02 1.0:02 “1,0:02 109+03
F1+2 P <24hT nmoll 14102 ] . 24309 ] . 22308 ] +« 16404 ] -
F1+2 P =>72hT nmotk  0.9+40.1 0.840.1 0.8:0.1 0.840.1

R = Roubin; P = Palmaz-Schatz; mean + Sem (Anova), *Significant contrastve <24 h T

The Iintra-procedure thrombin generation did not increase vs normal con-
trols venous values (TAT 2.41 £ 1.4 ng/ml, F1 + 2 1.1 £ 0.3 nmol/L) after S
+ PTCA in pts receiving ASA + = 72 h T + H. Ca antagonists, ISDN, ASA, H
and < 24 h T did not completely attenuate thrombin generation. No signiticant
differences in thrambin generation were found between pts in whom Roubin
or Palmaz-Schat2 stents were implanted.

Conclusions Thrombin generation following S + PTCA is reduced in pa-
tients treated with combination of ASA and = 72 h Ticlopidine. The combined
use of ASA, H and 2 72 h T might effectively protect patients from thrombus
formation,

991-47 | Thrombin and Fibrin Activity in Patients Treated
With Enoxaparin, Ticlopidine and Aspirin Versus
the Conventional Coumadin Regimen After
Elective Stenting: The ENTICES Trial

Kevin R. Kruse, Charles S. Greenberg, Jean-Frangols Tanguay, Roger
S. Gammon, Joseph B. Muhlestein, Mitchell W. Krucoft, Fadi A. Matar,
Lynne A. Morrison, Steven R, Sawchak, Scott D. Berkowitz, Harry

R. Phillips, Richard S. Stack, Robert M. Calift, James P. Zidar, Duke
University, Durham, NC

Limited data are available camparing the impact of the various antithrombotic
drug regimens on hemostatic markers of thrombosis in the setting ot intra-
coronary stenting. A 120 patient multicenter trial was organized to determine
which antithrombotic regimen was more eftectiva in reducing thrombosis. Pa-
tients were randomized in a 2:1 fashion to enoxaparin, ticlopidine, and aspirin
(ETA) or to warfarin, heparin, dextran, dipyridamole, and aspirin (WHDDA).
Blood samples ware obtained preprocedura (basaline) and 3 days post-
procedure. The hemalcloglc markers performed included fibrinopeptide A
{FPA), thrombin-antithrombin 11l complex (TAT), prothrombin fragment (F1.2),
D-Dimer (D-D), and platelet factor 4 (PF4). For quality assurance, a collected
sample was defined as inadequate and exciuded from analysis if the value
of the FPA was > 8.0 ug/L. Results for the first 40 patients are summarized
below and represent the change from baseline 1o day 3 post-precedure.
Values are expressed as mean + standard error.

FPAng/ml  TATng/mi  F12ug/m  D-DoMm  PF4 WU
ETA -082+064 -224054 ~02+007 -53+106 +125%70
WHDDA 0811053 102064 -002+005 +598+64 +185+154

Conclusion: An iterim analysis suggests that the hematolagic markers
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of thrombin and tibrin generation are suppressed to a greater extent by a
treatment strategy consisting of enoxaparin, ticlopidine, and aspirin. At the
completion of the trial, a final analysis and cotrelation hetween these markers
and clinical outcomes will be performed.

I 991-48 | Platelet lib/lita Blockade With Integrelin:
Atherectomy Patients

Paul S. Teirstein, Staven J. Yakubov, Mark C. Thel, Nancy Wildermann,
Dean J. Kereiakes, Jeffrey J. Popma, Michae! A. Lincoff, James E. Techeng,
Robert M, Calift, Eric J. Topol. Scripps Clinic and Research Foundation, La
Jolla, CA

The IMPACT-It trial compared placebo and high- and law-dose integrelin, a
platetet Hib/ilia inhibitor, in patients undergoing interventional procedures. Of
4,019 pts randomized, 819 underwent either directional atherectomy (DCA;
451, 11.2%) or Rotablator atherectomy (ROTA; 380, 9.5%). Although not risk-
adjusted for baseline lesion characteristics, the compasite 30-day endpoint
(death, MI, urgent bypass, repeat angioplasty or stent) was higher in DCA
han non-DCA pis {15% vs 10%, p = 0.002) and in ROTA than non-ROTA pis
{15% vs 10%, p = 0.001).

Placebo Integrelin P
Low-Dase High-Dose

DCApts

Composite endpoint 16.1% 13.4% 15.2% 0.619
Mi 11.9% 12.2% 13.1% 0.816
Urgent CABG 1.4% 0 <1% 0.213
ROTA pts

Composite endpaint 19.9% 12.5% 12.4% 0.058
M 14.5% 10.9% 10.7% 0.304
Urgent CABG 7.6% 1.6% 2.5% 0.010

Although not risk-adjusted, in this large-scale, randomized trial composite
ischemic events were 50% higher in DCA and ROTA pts. Integrelin markedty
suppressed these events in ROTA pis and had a modest sffect in DCA pts.

991-49 | Local Delivery of Tissue Factor Pathway Inhibitor
{TFP1) Decreases Mural Thrombus Formation
Induced by Balloon Angloplasty

Wang Zesheng, Danie! Hébert, Aaron V. Kaplan, Abla Creasey, Gerald
R. Galuppi, Jules Y.T. Lam. Montreal Heart Institute, Montreal, Quebec,
Canada

Tissue factor is the most potent activator of blood coagulation, and is believed
to have a critical function in hemostasis and thrombosis. Tissue factor may
also be implicated in thrombus formation when the vessel wall is injured
during bailoon angioplasty, and may thus play an important role in abrupt
closure and restenosis following angioplasty.

‘Whether in vivo administration of a tissue factor pathway inhibitor (TEP1)
locally at the site of arterial wall injury, could prevent platelet thrombus
formation was studied in narmal pigs that underwent carotid arterial injury by
a balloon dilatation catheter {5 inflations at 6 atm pressure for 30 sec at 1 min
interval), after which TFP| was delivered lacally and intramurally at the site
of angioplasty through the distal micropores of a Localmed infusion sleeve.
The left carotid was treated with 0.2 po/fkg of TFPI, white the right carotid
was treated with vehicle solution. Autologous 5'Cr-platelet (PLT) deposition
was quantified at the site of deep arterial injury, and was reduced from 28.1
+ 5.0 x 10%cm? on the control anery (n=7),10 145+ 4.3, p=0.06 (n =
10) on the TFPI treated side. Prothrombin time was not changed with TFPI
administration.

Thus, local administration of tissue factor pathway inhibitor via the Lo-
calmed infusion sleeve is feasible, and is associated with a 48% decreased
piatelet thrombus formation at the site of deep arterial injury, suggesting that
tissue factor may be implicated in the thrombotic response after balloon an-
gioplasty. This may have important clinicat implications in the prevention of
abrupt closure and restenosis following PTCA.

Exgresslon of p53, bFGF and TGF;, In
Atherectomy Siopsies

Peter Gonschior, Hans Lehr2, Berthold Hafling. Medical Department |,
Kiinikum Grosshaderm; University of Munich; 2 Dept. Pathology, University
of Washington

Distribution of p53 was analysed using a monoclonal antibody against the
epitope of the amino acid sequence 1-45 in 48 biopsies (25 restenoses)
obtained at directional coronary atherectomy. The profiferation associated
antigen Ki-67 (MIB 1), the contractile flements (a-actin, desmin}, matrix
compenents collagen Vi and the basement membrane components,

gen IV, MIB 1, bFGF and TGF;, were analysed immunohistologically using





