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PK models and model equations
[bookmark: _Hlk42870616]The AM PK model is a 3-compartment model (see Fig. 1), with one central compartment () and two peripheral compartments ( and ). Absorption of oral dosing is described by a sigmoid absorption model, where the oral dose enters the oral depot via a zero order process with rate R1 and then transfers to the central compartment via a first-order process with rate . Absorption of IM depot dosing is described by a first-order process with rate .The differential equations below describe the pharmacokinetics of amounts of aripiprazole  in each depot (and compartment (:





Where and  denote the amounts of aripiprazole in the oral and IM depots, and , and  the amounts in the central, first peripheral and second peripheral compartment, respectively. The relationship between amount and concentration within a compartment , also in the Aristada PK model, is described by:

Where  is the apparent volume in compartment .
 denotes the relative bioavailability for the IM depot; and  denote the intercompartmental clearance (L/h) between respectively the central and first peripheral and central and second peripheral compartments;  denotes the apparent clearance (L/h) from the central compartment.
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[bookmark: _Ref45634494][bookmark: _Ref45634486]Fig. 1 Diagram of the AM PK model Numbers between brackets indicate the number of the compartment or depot

The AL model is a 2-compartment model with one central compartment () and one peripheral compartment () AM (see Fig. 2. The enzymatic conversion of (IM) aripiprazole lauroxil to aripiprazole and the absorption of aripiprazole are described by a zero-order process with a lag time: the zero-order process from the IM depot to the central compartment is modelled with a duration  and a lag time. To allow the incorporation of inter-occasion variability, each IM depot is modelled separately, i.e. for each injection an IM depot is included. The differential equations below describe the pharmacokinetics of amounts of aripiprazole  in the oral and first IM depot ( central and peripheral compartment ( and additional IM depots ( with  the number of modelled IM injections after the first.





denotes the IM bioavailability of aripiprazole with respect to the bioavailability of oral aripiprazole;  denotes the clearance from the central compartment and  the intercompartmental flow rate.
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[bookmark: _Ref45634512]Fig. 2 Diagram of the AL PK model. Numbers between brackets indicate the number of the compartment or depot
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