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Fig. 2 Pharmacodynamic structural model for maximal platelet aggregation (MPA)

Table 4 Pharmacodynamic parameter estimates in the final population model

Parameter Parameter description Population Between-subject Inter-occasion

(units) estimate variability® variabilityb
(%SEE) (%SEE) (%SEE)

Kirreversible  lrreversible binding rate 1.49 (21.7) 26.4 (47.1) 31.2(325)

(% /uM/min) Constant for Pras-AM

Kirreversible ~ Difference in irreversible binding rate  1.162 (66.7)

(%/pM/min) Constant for Clop-AM compared

to Pras-AM
kin(%/h) Rate constant for platelet synthesis 0.0101 (9.76) - -
MPA()(%) Baseline MPA 722(0.619) - -
MPAp, (%) Maximum inhibition of platelet 21.4 (8.88) 41.4(33.0) -
aggregation relative to baseline MPA
Gamma Sigmoidicity factor 2.85(14.1) - -
PDsg Fraction of platelet bound to give 50% 0.478 (15.2) - -
of maximum inhibition
Proportional residual error® 28.3% (0.813)
Additive residual error(%) 3.27 (15.1)
2 Between-patient variability represented as %CV; calculated as %CV = (SQRT(EXP(OMEGA(N))-

1)) *100%

b Intra-occasion variability (IOV) represented as %CV:; estimated from each visit being blocked to provide
estimates of IOV calculated as %CV = (SQRT(EXP(OMEGA(N))-1)) * 100%

€ Proportional residual error represented as %CV: calculated as %CV = SQRT(SIGMA(N)) * 100%
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Fig. 10 Relationship between 24-h maximum platelet aggregation and AUC after a single dose of 60mg
prasugrel or 600 mg of clopidogrel, and during daily MD. Note: The model-predicted relationship between
MPA and active metabolite exposure (AUC) is shown (solid lines: median, shaded areas: 90% prediction
interval). Model-derived estimates (empirical Bayes post hoc) at the 24-h postdose sample for the individual
study subjects are plotted for prasugrel (open circles) and clopidogrel (closed circles)
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Fig. 9 Predicted maximal platelet aggregation (MPA)-time profiles of active metabolite after a 60 mg LD
and during 10mg MD of prasugrel, or after a 600mg LD and during 75 mg MD of clopidogrel
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