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BACKGROUND RESULTS: Model Evaluation, Parameter Correlations, and Covariate Effects
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Trastuzumab emtansine (T-DM1; Kadcyla®) is an antibody-drug conjugate approved
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« Post-hoc Bayesian estimates used to predict T-DM1 concentrations to drive PD responses [3]
» Correlations were assessed between Platelet, ALT, and AST parameters
« Covariate analyses included: ethnicity, liver metastases, ECOG status, age, and tumor burden

 VPCs and PPC show the PKPD model simultaneously well-predicted the longitudinal platelet, ALT, and AST
data and incidences of Grade >3 events for platelet (~17%), ALT (~4%), and AST (~6%), respectively

 PD parameters Slope,, Slopegs, Tpec, and Kec pops Were highly correlated (>88%) between ALT and AST. No

Model Evaluation platelet PD parameters were correlated between ALT and AST.
« VPCs of 90" prediction interval, overlaid with platelet, ALT, and AST observations * From covariate analysis, Asian ethnicity is predictive of greater sensitivity to the T-DM1 drug effect that inhibits
» Posterior Predictive Checks (PPCs) for Grade = 3 toxicities. platelet production, leading to higher incidences of Grade =3 thrombocytopenia (i.e. platelet count decrease)

« Phase lll trial TDM4370 (N=338; 3.6 mg/kg q3w) used as an internal evaluation dataset [4]
« 200 simulation replicates

 Asubset of patient platelet profiles (kgc pop) decline slowly over time upon repeated T-DM1 doses

RESULTS: Model Simulations

Model Simulations
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