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1941 Bay 13-9952 (implitapide), an inhibitor of the microsomal
T yrigiycerlde transter protein (MTP), Inhiblts
atherosclerosis and prolongs lifetime in apo-E knozkout
mice

5. Zwss, €. Sander. Cargiovascular Research Dept., Baysr AG, Wupperid,
Garrany

Objective: To demonstrate anti-atheroscierotic effects of the MTP-inhibitor Bay
13-9952 and 10 investigate whether MTP inhibition has a positive sffect on file
expertancy in apuE knockout mice.

Mothods: Al animals were fed with a Western-type dist containing 0, 5, 15
or 45 ppm of Bay 13-9952. In an atherosclerosis study animais {n=15/group}
wore sacrificed after 14 weeks of treatment and cross-sectionat plague areas of
the aodic root wers determined by a compuler-aided morphometric system. in
a subsequent study, the animals (n=25/group) were chacked dally for survival.

Results: Bay 13-5952 ted in ali dosages 10 a significant reduction of lipid
concentrations and atherosclerotic lesions. The average Cross- -sectional plague
area in the G ppm control group was 0.135 min?. The corresponding values
in the 5, 15 and 45 5 pp Bay 13-9952-treated groups were 0.046 mm?, 0,034
2 and 0.009 mmé, corresponding to reductions of 86%. 75% and 93%
vely, Histopathological examinations reveaied in ponions of the smail
intestne of treated animals cyloplasmatic vacuoles in the enterocyles which
increased dose-dependently. The liver of all animals showed hepato-cellular
fat accumulation. In the ongoing Survival study ail animaks have disd in the 0
ppm group after 20 months (0% survival). The number of surviving animals
gose-dependently increased in the treated groups: 3 animals were still alive in
the 5 ppm group. Y in the 16 ppm group and 23 in the 45 ppm group. This
cotresponds 1o survival rates of 12%, 36% and 92%. respectively.

Conclusion: The MTP-inhibitor Bay 13-9952 dose-dependently suppresses
atherosclerotic plaquea formation in apok knockout mice and improves survivai.

‘A randomised study to evaluate the clinical efficacy of a
~ high-dosed concentrate of n-3 fatty acids introduced
early after an acute myocardlal infarction
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Thare is stilt some convyoversy regarding the optimal dose of n-d tatly acids
for secondary prophylaxis after myocardial infarction (Mi). We performed a
prospective randomised, double-blind unicenter study 1o svaluate clinical out-
come on high dosad n-3 fatty acids as compared to corn ol after an acuia
M

Meihods:. Three hundred patients with an acute M! wers randomised 10
a daily dose of 4 grams of highty concentrated n-3 fatty acids or the same
amoun: of comn oif administered double-bilndly over a period of 12-24 months.
Clinical follow-up was performed at 6 weeks, 6 months, 1 year, 18 months and
v years atier inclusion. The median follow-up time was 1.5 years. Statistical
analyses was based on intention-to-reat. Survival curves were compared by
means of the Kapian Meier method, and hazard ratios were calculated in a
Cox PH regrassion model. The main outcome consisted of combined cardiac
endpoints; cardiac death, resuscitation, re-Ml and unstable angina. Coronary
revasculanisations werg consicered in some analyses. Additional analyses
ignoring events within the first month, as welt as restnating the anafyses 10
complste compliance at six weeks, were also performed. Relalive changes
in otal chotestemd, HDL-cholesteral and tiglycerides dunng the first year of
amined in the ANCOVA model. Findings: Demographics were
th patient groups. A total of 42 (28%) pdufzms in the 0-3 group
aned 36 (24%) patients in the corm off group (p=0.44) expenenced al least one
cardiaz avent Forty-three patients in the n-3 gioup and 49 in the com oil
GIOUD W revascuiansed during the observation penod, but most of thase
stients (30 and 33, respectively) had none of the other cardiac events. No
niticart diferences in hazard of chinical outcomes batwesan the groups were
h(" for smgle or Lombmed evems A <«qn hicant ovetall decrease
ant ditterence
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mGe pronounced in the n-3 group. The in’glyce.ride ipvei decreased signiticantly
in the n-3 group and was significantly reduced in these patients as compared
0 controls, interpretation: This study did not demonstrate any clinical bensfit of
-dosed concentsated ethylester compouns of n-3 fatly ¢ drninistard
an acute M, despite an improvemeant it serurn lipids. Favourable
ch concentiates may be related 1o a dose optimum below the

iy alt
ects
hosen dose in this wal

i 196 1 HMG-CoA reductase inhibition inhibits vascular NADH

T pxidase activity, prevents uncoupling of nitric oxide
synthase and improves endothelial dystunction in
cholesterol fed rabbits

H. Motnau, T. Melnertz, U. Hink, T. Muenzel. Division of Cardiofogy, University
Hospital Eppsndoirl. Hamburg. Geanany

Background: Hypercholesterolamia has been shown 10 cause sndathelial
dysfunction by increasing oxidative stress secondary 10 an activation of the
endothelial NADH-oxidase . In addiiion i vitto evidence suggests thal native
LDL may cause an uncoupling of the endothelial nitnc oxide synthase [NOS
Hiy leading to increased vascular superoxide feveis. With the present studies
we sought 10 determing whether reatment o choleslerol fed animals with
the HMG-CoA reduciase inhibitor atorvastatin is abte w0 improve endothetial
dysfunction and whether this may be related ¢ a reduction in NADH-oxidase
and NOS 1t mediatad oxidative siress.

Methods and Results: Vascular responses were determuned using €0-
metric fension studies and relative rates of vascular 02- production were
determined using lucigenin-enhanced chemiluminescence (5uM). Cholesteral
teading for 6-8 weeks resulted in a marked increase in plasma cholesterol iev-
sis. Hypercholesterolemia wi sociated with impaired endothefium-tepen-
dent vasodilaiion and increased 02- production and increased  superoxide
production in responss 10 100xM NADH in intact vessels. Further, incubation
of vessels from hypercholesterclemic animals with the NO-synthase inhibitor
L-NMMA markedly decreased LDCL, suggesting NOS-mediated superoxide
production. Treatment of cholesierst fed animals wit the HMG-CoA reduc-
{ase inhibitor atorvastatin (10mg/kg/die) resulted in a marked reduction in 10tal
cholesterol and LDL levels, improved endothelial function and nomalized va
cutar O2- NADH-oxidase activity and L-NMMA response indicating restoration
of basal NO production. in control anitals treated wilh atorvastatin where
L.OL fevels were not detectable anymore endothehal-dependent relaxations
improved.

Conclusions: Cholesterol lowaring therapy improves endothelial function
mainly by reducing oxidative stess due 1o inhibition of e vascutar NADH
oxidase and by inhibiing NOS-mediated superoxide production.

197 | Atorvastatin, simvastatin and vessel wall permeability:
7 guggestions tor an etfect Independent of LDL-lowering
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Introduction: Our knowledge of the beneficial effects of stating is evolving
toward the idea that these drugs do more than simply lower cholesterol. Statins
wnproves endothetial function, plagque stabifity, #wombosis and inflammation
bul i these eifects could be due entirély to the reduction in LDL remains an
unresolved guestion.

Methods: The Transcapitlary Escape Rate of alburrin (TERaIb, the traction
ol the intravascutar albumin leaving the vascular bed per hour) a measure of
microvessel permeability, nas boen assessed in two groups of non-diabetic,
roON-0bese NOMMOoensIve patients with typercholesterciomia,

Results: The fist group {Group 1, n. 18 subjects wath atherosclerolic periph
eral vascular discase) whose baseting LDL-cholosterol was 1703.1 36 mg/d! took
40 mg simvastatin for 1 month; LDL was reduced by 46% 16 102426 mg/dl
TERalb moved from 16,442 %0 10 B4y 2.8%/m {(p=0.0(086). The second
groun {Group 2, n. 22} has famitial nyperchdesteroiemia and baseline LOL
chotesters! wias 304043 mordl. Alter Bnonth-40 mg dlﬁr\’dsln\m i
LDL was reduced by 47% 10 15736 mgidl TERa

m ku 7 7 )%, Y (= O 02} Bawme (/ruw\ 1i0Le

i wd(} was 10.4:42.0%4 in G((‘u" 1 dt basaling
and 7.7i20 % up 2 aflar Gononth atorvastatin treatment 10=0.0001}
50, we observed largaty omuen TERalb lovels in two groups of patients wih
supenmposable LUL-chotestaro! vaiuas.

Conclusion: These data n’«gm sugges! hat the elfects of stating o microves-
set wall germesbility may be partally independent of cholesterol lowenng
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