Multiple Doses of Omega-3 PUFAs Do Not Alter the Pharmacokinetics of

Simvastatin or the Antiplatelet Effect of ASA

S. Kebir!, M. Davidson?3, T. Marenco!, E. Offman’, J. Johnson? and D. Kling?
1 Celerion, Qc, Canada, 2 Omthera Pharmaceuticals, Inc., NJ, USA and ° University of Chicago, IL, USA

\-
celerion

mthera

Pharmaceuticals

BACKGROUND

In patients with severe hypertriglyceridemia (TG > 500 mg/dL), the National Cholesterol Education
Program (NCEP) Adult Treatment Panel (ATP) lll recognized that statins are not powerful triglyceride

Pharmacokinetic Analysis

The following PK parameters were calculated for plasma simvastatin and p-hydroxysimvastatin acid
on Day 14:

Figure 3: Mean (SD) VerifyNow® Aspirin Assay Results

The summary of plasma simvastatin and f-hydroxysimvastatin acid PK parameters is presented
in Table 1. The geometric mean overall (AUC_ ) and peak (C__ ) exposures to plasma simvastatin
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+ n-3 PUFAs was comparable (p>0.05) to the mean of 794 pg/mg creatinine observed at check-out
(Day 15) following simvastatin + aspirin. The levels following both treatments were consistent with
response to aspirin therapy, i.e., < 1500 pg/mg creatinine.

linear mixed-effects model.

RESULTS

Mean (SD) plasma simvastatin and p-hydroxysimvastatin acid concentrations following the
administration of 40 mg simvastatin + 81 mg aspirin with or without 4 g n-3 PUFAs, once-daily for 14

AUCo+ and Cmax are presented as Geometric Mean (Geometric CV%).
Tmax is presented as Median (Minimum, Maximum).

the effect of n-3 PUFAs on the antiplatelet action of low-dose aspirin.

OBJECTIVE

To determine the effect of multiple-dose n-3 PUFAs on the pharmacokinetics (PK) of multiple-dose
simvastatin, and on the antiplatelet action of low-dose aspirin.

The statistical comparisons of plasma simvastatin and p-hydroxysimvastatin acid PK parameters are Figure 4: Mean (SD) Urine 11-dehydrothromboxane BQ Concentrations
summarized in Table 2. The 90% Cls of the In-transformed (AUC_ ) and (C__ ) for plasma simvastatin ®
and p-hydroxysimvastatin acid for simvastatin + aspirin + n-3 PUFAs versus simvastatin + aspirin,
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for use in the VerifyNow® Aspirin assay, a whole blood assay to aid in the detection of platelet
inhibition due to aspirin therapy. The results of this assay are expressed in Aspirin Reaction Units 10.0 -
(ARUs), which indicate the amount of TXA -mediated activation of platelet glycoprotein (GP) '
llb/llla receptors involved in platelet aggregation. ARU is calculated as a function of the rate
and extent of platelet aggregation. Expected values are in the range of 350 - 700 ARU. ARU
values < 550 are indicative of the therapeutic benefit of aspirin, i.e., platelet inhibition.2

e |n each period, a urine sample was collected at check-out for use with the AspirinWorks® test
kit. The AspirinWorks® test kit is an enzyme-linked immunoassay (ELISA) to determine levels of
11-dehydrothromboxane B, (11-dTXB,), a stable metabolite of TXA , in human urine, which aids
In the qualitative detection of aspirin effect in apparently healthy individuals post-ingestion.
TXA, is generated from arachidonic acid by the COX-1 enzyme (which is inhibited by aspirin)
in active platelets, hydrolyzed by the liver into a number of metabolites, including 11-dTXB,,
and filtered from the blood through the kidneys into the urine. An 11-dTXB, urine level
> 1500 pg/mg creatinine is expected in healthy, aspirin-free individuals, but in patients receiving
low-dose aspirin therapy, such levels suggest insufficient inhibition of the patient’s COX-1
pathway. A level < 1500 pg/mg creatinine in individuals taking aspirin indicates complete inhibition
of the COX-1 pathway, and is consistent with response to aspirin therapy.®

n-3 PUFAs.
Co-administration of 4 g n-3 PUFAs, 40 mg simvastatin, and 81 mg aspirin is well-tolerated.

Mean (SD) VerifyNow® Aspirin assay results at check-in (baseline) prior to treatment, check-out

(Day 15) post-treatment, and change from baseline following simvastatin + aspirin + n-3 PUFAs, and °
following simvastatin + aspirin, are presented in Figure 3. The mean of 435 ARU observed at check-
out (Day 15) following simvastatin + aspirin + n-3 PUFAs, was comparable to the mean of 437 ARU
observed at check-out (Day 15) following simvastatin + aspirin. The values following both treatments
are consistent with those from patients receiving the antiplatelet effect of aspirin, i.e., ARU < 550.
The post-treatment decreases, with respect to baseline, of 216 ARU and 211 ARU following simvastatin
+ aspirin + n-3 PUFAs and following simvastatin + aspirin, respectively, were comparable (p > 0.05).
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