Omeprazole, a potent CYP2C19 inhibitor, does not alter the pharmacokinetics St e T S

or platelet aggregation of aspirin and dipyridamole in combination T
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PPls may reduce dipyridamole (DP) absorption.34 : p m ASAPD: LIS combination therapy compared with ASA+ER-DP alone.
;. . R .. Treatment sequence 2 A+ER-DP 2 ASA+ER-DP _ i i H : . 1 Primary comparison C 92.03 86.95-97.40

® In addition, OMEP is a potent inhibitor of CYP2C19 and has demonstrated clinically asep | & ONER a + OMEP An ANCOVA model was fitted with baseline as a covariate; the difference between y p max,ss
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affects the PK of DP and ASA-induced inhibition of platelet aggregation (IPA) when m  Assessment of DP PK: Table 1 (treatment D vs. A) (ng/mL) — This lack of drug-drug interaction was observed regardless of the order in which
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. ! Table 3. Plasma DP PK parameters: %PTF secondary endpoint
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m  Multiple-dose, open-label, randomized, crossover trial involving four 7-day treatments of 10-3000 ng/mL Parameter Treatment A Treatment B Treatment D
with two treatment sequences (Figure 1). — PK parameters were calculated by non-compartmental analysis using WinNonlin® ASA+ER-DP alone ) %PTF. mean (SD) 144 (31.8) 132 (41.4) 134 (41.2) 1. Aggrenox [package insert]. Ridgefield, CT: Boehringer Ingelheim Pharmaceuticals, Inc.; 2011.
m  ASA-+ER-DP was administered as Aggrenox® 25 mg/200 mg one capsule bid Version 5.0.1 (Pharsight®). -+ ® ASAFER-DP+OMEP (following ASA+ER-DP alone) 2. Prilosec [package insert]. Wilmington, DE: AstraZeneca Pharmaceuticals LP; 2011.
(Boehringer Ingelheim Pharma G gﬁ) ’ ’ ’ m  Assessment of ASA PD (IPA): 30007 ¢4 ASATER-DP+ OMEP (following OMEP alone] PIF = peskcirovgh fluctuation 3. Russell TL, Berardi R, Barneft L, of al, pH-related changes in the absorplion of dipyridamole in fh
oehringer Ingelheim Pharma GmbH). : . Russell TL, Berardi RR, Barnett JL, et al. pH-related changes in the absorption of dipyridamole in the
m  OMEP was administered as Prilosec® 40 mg two capsules qd (AstraZeneca — Blood samples for platelet aggregation (PA) were drawn at baseline prior to the first elderly. Pharm Res 1994;11:136-143.
Pharmaceuticals LP) day and 4.0 and 12.0 hours after the morning dose on day 7 of treatments A, B, h d . 4. Derendorf H, VanderMaelen CP, Brickl RS, et al. Dipyridamole bioavailability in subjects with reduced
) and D (Figure 1), and were processed within 4 hours Pharmacodynamics gastric acidity. J Clin Pharmacol 2005;45:845-850.
m  Combined treatments were administered after ASA+ER-DP or OMEP reached expected _ Platelet rich plasma samples were stimulated with 500 pg/mL (1.64 mmol/L) of m  All freatments resulted in nearly identical IPA at 4 hours. 5. Eisert WG. Dipyridamole. Chapter 63:1165-1179. In: Platelets, 2" edition (Ed. Alan D Michelson); Elsevier.
steady state. arachidonic acid and PA was assessed using a Biodata PAP 8E aggregometer - m  The ratio of means for the IPA at 4 and 12 hours (respective primary and secondary 6. U.S. Department of Health and Human Services. Food and Drug Administration. Guidance for
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B 60 healthy volunteers aged 18-50 years. (4 or 12 hours following dosing of ASA+ER-DP), and PAO=PA at baseline S o I .
B Subjects taking medications that might interfere with platelet aggregation within — Baseline PA values were derived from the sample collected at the beginning of each g Table 4. Plasma DP PD parameters: primary (IPA,) and secondary (IPA,)
14 days of, or during the study, were excluded. of the two 14-day confinement periods. & . endpoints AC KN OWLE DGME NT
m  Adverse events (AEs), tfreatment-emergent odveljse events (TEAEs), and serious adverse PR aETa % mean 90% CI
Assessments events (SAEs) were recorded under the appropriate system/organ/class category. 500 ratio The authors meet criteria for authorship as recommended by the International Committee of Medical
m  Primary comparison: treatment D vs. treatment A. . | hod Primary comparison IPA, 99.02 98.32-99.72 JourIqu Editor: (|CMJE()3|' welre fully reszonsiblle fc;r all cinfe:ﬂ and editorial decisizn(s]l, l:mcl were involved
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— Systemic exposure to DP using AUC ,, . and C__ _ of DP in plasma — For primary and secondary comparisons, the AUC, , ., C,_. .. (primary endpoint), 0 1 2 3 4 5 6 7 8 9 10 1 12 Secondary comparison | IPA, 98.42 97.66-99.18
— Antiplatelet activity of ASA based on the IPA 4 hours after the last dose of and C ;. ., (secondary endpoint) of the test (T) and reference (R) treatments from the Hours from dosing (treatment B vs. A) IPA,, 99.02 98.46-99.59 =~ Boehringer
ASA+ER-DP PK set were log-transformed before fitting an analysis of variance (ANOVA) model IPA = inhibition of platelet aggregation. I||II Ingelheim
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