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Rationale Model qualification
B Hereditary angioedema (HAE) is a rare inherited disorder characterized by recurrent episodes (also called attacks) of severe swelling of the skin and mucous membranes.
B Unopposed contact system activation leads to excess plasma kallikrein (PKa) activity and, subsequently, increased bradykinin, a key mediator of HAE attacks. Figure 3: QSP model approximated observed %PKa inhibition data from Figure 4: QSP model approximated observed %HKa levels from the phase 3 Figure 5: QSP model prediction of monthly HAE attack rates in 1000 virtual patients approximated observed attack rates from the phase 3 lanadelumab study (NCT02586805)
B PKa inhibitors reduce contact system activation and have been approved or are in development for HAE. phase 1a (NCT01923207) and phase 1b (NCT02093923) lanadelumab studies lanadelumab study (NCT02586805) £ 54 R
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Figure 1: QSP model of in vivo contact system activation Role of target binding kinetics and pharmacokinetics Impact of treatment nonadherence in patients
(e e e e e o] ooy oo o) Figure 6: Monthly attack rates for 150 mg QD oral small molecule PKa inhibitors with different Ki values Figure 8: Example pharmacokinetics of drug X 150 mg QD and bradykinin profiles with a nonadherence rate of 20%
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