Rate of false negative outcomes of simulation

SAD 12/ SAD 24/ SAD 36/
SAD 12 SAD 24 SAD 36 SAD 48 MAD 12 MAD 24 MAD 36 MAD 48 MAD 36 MAD 24 MAD 12
10.0 1
7.54
7]
[
=
=
®©
[e)]
(9]
c 50+
[0
@2
©
[T
R
2.54
0.04

LME COS LME COS LME COS LME COS LME COS LME COS LME COS LME COS LME COS LME COS LME COS

Figure S4: Rate of false negative outcomes, when the data was simulated with the Cosine model (COS) and a true slope of 0.00162 ms/pg/mL, corresponding to an
increase in QTcF of 10 ms at the Cmax following twice daily dosing of 2.4 mg. The labels on each panel indicate the design (single ascending dose [SAD] or
multiple ascending dosing [MAD]) and the number of subjects.



