Supplemental Digitial Content 3. Fig. 1: Relationship between QTc vs RR intervals using

predose data for (A) QTcS, (B) QTcF, and (C) QTcB in QTc evaluation population.
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Supplemental Digital Content 3. Fig. 2: Relationship between QTc vs RR intervals using

predose data for (A) QTcS, (B) QTcF, and (C) QTcB in safety-analysis population.
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Supplemental Digital Content 3. Fig. 3: Change from baseline in (A) QTcS and (B) QTcF over

time in the palbociclib plus letrozole arm in safety-analysis population.
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Supplemental Digital Content 3. Fig. 4: VPC plot for the final (A) concentration-QTcS model

and (B) concentration-QTcF model.
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Circles represent observed data, solid black line represents the median of the observed data, and
black dashed lines are 2.5 and 97.5™ percentiles of observed data. The gray solid line is the
median of the 1000 simulated medians, and the dashed gray lines are 2.5" and 97.5" percentiles
of the simulated values. The shaded regions represent the 95% Cls for the simulated median

(dark gray) and each of the simulated 2.5™ and 97.5™ percentiles (light gray).



