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A randomized comparison of low-molecular-weight
heparin {gnoxaparin) and unfractionated heparin
adjunctive to -PA thrombolysis and aspirin (HART-Il)

G.P. Molhoek, M. Knudtson', C.F. Lundergan?, E. de Jong®, W. Schwanlz ¥,
K. Coyne?, Y, Draoui?, L. Regalado?, A.M. Ross®. Modisch Spoctrum Twen
Enschede, Netherlands; ' Foothilis Hospital, Calgary, Canada; 2 The Gevrge
washington Universily, Washington DC; 3 Aventis, Collegevifle, United States |

Low-molecular-weignt neparin (LMWH) has been used witn equivalent o 5
penor clinical results compared with unfractionated heparin (UFH) in patients,
with UA and Non-Q-wave MI. However, littie dala exists regarding the use
of such agenis as antithrombotic adjuncis during acute myocardial infarction
(AMI) managed with thrombolytic agents We periormed a multicenter, multi-
national, open-abel randomized companson in AMI patients treated within 12
hours of symptom onser, ali of whom receive a maximum of 100 mg of human
recambinan -PA (80-min regimen) as well as aspirin. Enoxapanin was given as
aninttial 30-mg bolus intravenously followed by 8 subcuraneous administration
of 1 mgikg twice daily for at least 3 days. The UFH group confrols received
a weight-adjusted initial IV bolus foifowed by a weight-adjusted infusion (per
nomogram) with a farget aPTT of 2-2.5 timas control for a similar pertod of
antithrormbin herapy. The principal endpoint is infarct-retated anery (iIRA) pa-
tency 90 min after starting therapy (grade 2 or 3 according 10 the Thrormbolysis
In Myocardial infarction scale), The frequency ot hemorrhage and intracraniat
events (IC avents adjudicated by an independent neurologist) are safely end-
points. Reocclusion rates are also assessed at a 1 week follow-up angiogram.
Angiogriaphic data are analyzed by & core laboratory blinded 10 treatment
assignment and clinical svents. Enroliment of 400 patients was compleled in
February 2000. Data prepared for the January 2000 DSMB meeling (study
groups combined. unblindlng deterred until ali endpoint data received) was as
follows:

n =337

n =289
234 (78.3%)
16/191 (8,4%)

4 (1.0%)

2{0.5%)
42 {10.8%)
16/328 (4.9%)

% of P1s in database

s of Pls with ango data 0 database
TiMEE 3

1 wk Reocclusion

intracranial Hemorrhage

Othar Stioke

Major Bleod {excluding 1CH}

30 cay Mortatity

Preliminary results will have been presented al ACC 2000 and final rasults
will be avaitable for ESC 2000

LIPIDS, LIPOPROTEINS AND APOLIPOPROTEINS

(‘3270 ncreased intimal thickening of human CETP/ApoB100
T ~" double transjenic mice

§ Oguchi, K. Nagao, K. Saiou, |. Watanabe, M. Yamashita, T Nosaka,
K. Kanmatsuse. Nihon Umivarsity, Tokyo, Japan

Human CETP/ApoB100 double transgenic rmice express both chalesteny! ester
transfer protein and apolipoprotein B100 rasulting in an animal rmodel with a
human-lixe serum HDL/LDL distribution. We investigated the eflect of hyperc-
nolesterolemia and HDULDL-cholesterol imbalance on intimal thickening affer
arterial injury in CETP/ApoB100 double transgenic mice. The arterial injury was
induced by placing of a cuft (plastic tube, Iinner diameter 0.5 mm, 2 mm long)
around the night carotid arery. We induced injury in wild-type (25 woek oid
mate, n = 7) and in CETP/ApOB 100 double transgenic rvice (25 waek old rnale,
n = 7). All mice had high cholesterol chow. 21 days after cuff placement, the
areas of mtima were measured in 10 cross sections from ong adge 10 the other
edge of the cuffed portion, and in a corfesponding 2 mm-long segment of the
contralateral anery. Plasma cholesierol was also measured. in the contralateral
antery without cuff There was no intima in elther CETP/ApoB 100 double irans-
genic mice and wild-type. Inthe cufl sheathed cardtid artery, neointima growih
was greater in CETR/ApoB 100 double transgenic mice compared with wild-lype
(20.3 » 1073 mrR vs 13.4 » 10°% mm: p « 0.08). There is not signilicant
diterence of total-chotesterci between CETP/ApoB 100 double transgenic mice
and wid-iype (315 + 83 mg/di v 283 & 58 me/ol). However, in CETPIAPOBI00
double transgenic mice. the LDL-cholesterot is increased 1.6 fold (187 & 63
mg/dl vs 128 1 45 my/di: p < 0.01) ang the HOL-cholesterdl is reduced ap-
proximately 20 percent as compared to wild-type (120 4 22 mg/di ve 147 4
22 mgidh p < 0.01). There is not significant difference of VLDL-cholesterot
hatween CETP/ApoB100 double transgenic mice and witd-type (114 10 mey/di
vs 9 4 B mgidi).

Conclusion: aderial injury in CETP/ApoB100 double transgenic mice with
nigh LOL -cnolesterol and low LDL -cholesteroi induces abundant intimal thick-
8nINg.
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L lpoproteins and apolipoprofeing
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13271 | implitapide (BAY 13-9952) inhibits secretion of

""""""" apoB-associated lipoproteins by Inhibition ol the
microsomal triglyceride transfer protein (MTR)

R. Gruetzmann, M. Beuck, U. Nietsch, U. Muelier’ insl. for Cardiovascuiar
Research Ill, Bayer AG, Wuppertal, Geumany; ' Bayer AG, inst, for Chemical
Research, Wuppertal, Germany

The object of the present work was 10 identify inhibitors of lipoprotein
secretion thal arg suilable as cholesterol and triglyceride lowering drugs
In order 10 find sucn inibitors we used the human nepaloma celt line
HepG2, which shows diflerentiation-associated funclions of parencny mat liver
cells such as secration of apoB-containing VLDL-ike fipoproteins and of
alpha-2-macrogiobulin. Imptitapide {2-(S)-Cyciopentyl-2- {4{(2.4-dimethyl-car-
bolin-G-yl) methyliphonyljacetic acid-N- {2-nydroxy- 1-(R)- 1 -phenylathyljamide)
was found to block the secretion of apoB-associated particies trom HepG2 celis
with an 1050 valug of 1.1 nM. Cell viability and general inhibiion of secrerory
processes are nof affected by Implitapide as ingicated by ine unchanged iovais
of alpna-2-macrogiobulin secretion As MTP is required for the assembly and
secretion of apoB-containing lipopratens in nepatocytes and small intestinal
entarocyles it was investigated whether Implitapide inhibits the MTP-catatysexd
transport of fipids between syninetic small unifameitar vesicies. In this in vitro
system the compound infubited triglycerida transpor! with partiaity purified MTP
from porcing liver with an 1C50 = 27 nM and with recombinant human MTP
compiexed wilth protein disuiphide isomerase with an 1C5Q = 10 nM. impl-
tapide is being developed as an enantiomerically pure diastereomer. Tne other
3 isomers are 10 10 300-fold i@ss active in biocking botn VLDL secrevion by

iHepG2-cells and MTP -catalysed transpor of tniglycendas between membranes
%Tm’s demonstrates that Implitapide is a highly active ang diastereossiective in-
gwibitor of MTP with putalive use for the Ireaimaent of nypercholesierolemia and
nypeririglyceridemis. The machanism ofters a new tngrapeutic principle tor ihe
iraatment and long-ierm prevention of coronary anery diseasa (CAD).
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i327é} Apolipoprotein A-1, but not traditionai lipids, predictive

— " for recurrent cardiovascular events in patients with
coronary artery disease and lipids lreated to target
levels

J.E. Roeters van Lenngp, HE. Westerveld’, H W.0. Roeters van Lennep” .
AH. Zwinderman?, DW. Erkelens ', £.E. van der Wall. Cardioiogy Dept.
Leiden Universily Medical Cenler, Leiden, Nethedands, Vinternal Medicing
Dept., University Medical Cenler Utrecht, Utrecht, Netheriands, # Cardiology
Dept., Qoswrschealde Hospital, Goes, Netherlanads, 3 Madical Siatistics, Letden

Unwversity Medical Center, Leiden, Netherands

Background: Elevated levels of total cholesterol (TC), and more specificatly
eigvated low density lipoprotein cholesterol (LDL-C) are major risk factors for
coronary heart disease CHD), which can effectively be reated with ipidiowering
tnerapy. However, the predictive vaiue of ipiu an¢ apclipoprotein levels during
lipid towering therapy on Ssubsequent cardiovascular events hag not sufticigntly
been investigated.

Mothods: The impact of iipids, apolipoproteing and clinical varnabies on
subsequent myocardial infarction and all cause mortality was studicd in 848
patienis (675 men and 173 women) wilh angiographically proven coronary
ariery disease (CAD} who received Statin therapy. Therelore we performed a
Cox regression analysis including smoking, diabetes and 1he first complete hipid
profile {TC, LDL-C, triglycerides (TGi, apolipaprotein A-1 {apo A} apolipopro-
lein B {apo B} that demonstrated a decrease of at least 30% of baseline TC
lavel during statin therapy. The event-rate was evalualed from the tims of first
reduction of at ieast 30% reduction of baseling TC javels during statin herapy

Results: Patients were trealed 1o target levels according to the National
Cholestercl Education Program guidelines (LDL-C 2.65 1 0.55 mmolt. and 2.58
« (162 mmol/L for men and women, respeciively). The only significant predictor
in both mon and women was apo A [P=0.026 and P=0.002, respectively),
whereas HDL-C was only precictive in women (P=0.004). TC, LOL-C, TG, apo
B, diabetes and smoking did not predict subsequent events,

Conclusions: in a poputation ol CAD patients recewving statin therapy, apo
A1 levels proved 1o be significantly associated with the occurrence of ali-cause
mortafity and myocardial infarction for both man and women. HDL-C level
was a sigrificant risk facior axclusively for waman. TC, LOL-C and TG vakugs
during treatment with statin therapy had no predictive value for catdiovascuia
evants, which underscores the importance of HDL-C and Apo A-1in predicting
cardiovascutar gvents.
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