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Michaelis-Menten ApproximationsTo derive equations that describe antibody-drug conjugates (ADC); their Michaelis Menten Approximationsq y g j g ( );

distribution deconjugation elimination and interaction with the target;distribution, deconjugation, elimination and interaction with the target; Assumptions (same as MM assumptions of conventional TMDD): Total
To derive Michaelis Menten approximation of these equations;

Assumptions (same as MM assumptions of conventional TMDD): Total 
t t t ti i ll f l h i t li ti t i hi hTo derive Michaelis-Menten approximation of these equations; target concentration is small, for example, when internalization rate is high.
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R d i G Bl k FlRed: input; Green: amounts; Black: rate constants. Flux = rate x amount When ki =kd R is constantp ; ;
ADC with i drug molecules is shown Released drug compartment (L) is not
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A ti (i dditi t th l d TMDD ti ) species; two-compartment PK of the released drugAssumptions (in addition to the commonly used TMDD assumptions): species; two compartment PK of the released drug. 
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RESULTSQuasi-Steady-State and Rapid Binding Approximations RESULTSQuasi-Steady-State and Rapid Binding Approximations
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Assumptions: Same as QSS (RB) assumptions of conventional TMDD References: [1] Bazzoli C, Retout S, Mentré F. Design evaluation and Assumptions: Same as QSS (RB) assumptions of conventional TMDD. [ ] g
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