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Figure 1 illustrates the mean results for LS-BMD, DF-BMD and uNTx. Several Bone formation biomarker data were not utilized in parameter estimation, as available onlv underlving bone formation and resoeers f0n rate parameters need to be adiusted
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A population PK model (1-compartment, linear elimination, saturable bioavailability T
with dose) was used to estimate individual exposures (concentration-time profiles). \ %% e [ s b A At all doses, model predicts accumulation of active and inactive osteoclasts.
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unctions of bone formation ( ff?fm) and resorption ( fes.) rates, with the uN Tx e N ——— resulting in non-monotonic dose-response relationship.
biomarker described as a function of the bone resorption rate process only (Figure 1). i — s S
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resorption biomarkers after cessation of treatment is described by incorporating ;ﬁm ) e W In the Phase |l data, including a non-monotonic dose-response
active and inactive osteoclast numbers as system variables and including an R B e e B R R relationship and enhanced bone resorption post cessation of therapy
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odanacatib inhibition of osteoclast apoptosis rate to reflect an increase in osteoclast
numbers during therapy. Results from preclinical rhesus monkey studies indicate that The model suggests that odanacatib has at most a minor effect on
odanacatib treatment can lead to increased numbers of mature osteoclasts and were formation at the doses / concentrations tested in this Phase llIb study.
the basis for including this element in the model.




