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Introduction Simulations: Based on the predicted potency estimates, a range of doses from 20-400 mg/day
The assessment of the analgesic effect of NCEs is primarily based on qualitative behavioural were investigated. CL and |, were considered to fluctuate in the target population, depending on
measures of pain. This however, does not reflect the mechanisms underlying the anti-inflammatory intrinsic or extrinsic factors, such as differences in metabolism and disease conditions. Patients
response in chronic inflammatory pain conditions. In contrast, prostaglandins are known to be with normal organ function (figure 3A) are used as reference to other scenarios. The median
important mediators of inflammation, resulting from the activation of cyclo-oxygenase (COX) after effective therapeutic dose for this group appears to lie between 100 mg and <250mg/day. The
tissue damage. Here we investigate the role of PGE, inhibition as a biomarker of the analgesic effect doses of GW406381 to be used in patients with mild hepatic impairment (figure 3B) should be
and as basis for the dose selection in humans. Using a model-based approach, the concept is between 100 - 150mg, whilst for moderate and severe impairment further reductions should be
illustrated for GW406381, an investigational selective COX-2 inhibitor. considered. 1Cy, values were reached at trough levels for doses between 250 and 400 mg when

clearance increased by 25%, whilst a 50% increase in clearance results in median plasma
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Once vs. twice daily NA NA were those at which the C.;, concentrations were for a shorter time and at much higher dosages, without significant effect on trough concentrations
dosing between the I1C,, and the IC,:.. (figure 4).
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Figure 4: Time above the ICg, ICy, and ICy; respectively for once daily (qg.d., left panel) and twice daily (b.i.d., right panel) stratified by dose
group, in patients with normal organ function. Red bars depict the 25 and 75%-confidence intervals respectively.
Table 2: Final PK and PD model parameter estimates, including
o o the results of a non-parametric bootstrap (n=2000).
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