[bookmark: _Toc16592]Table 3. Factors to be considered in evaluating the cardiac safety of drugs with the exemption of TQT from the C-QTc model
	Hypothesis
	Validation result

	Hypothesis 1: The drug does not affect subjects’ heart.
	Placebo-corrected change-from-baseline heart rate (ΔΔHR) of all subjects were between ±10 ms shown in Figure 2a.

	Hypothesis 2: QTcF is not related to HR.
	There was no significant correlation between QTcF and RR shown in Figure 2b.

	Hypothesis 3: There is no hysteresis between concentration and 
ΔQTcF.
	The difference value of Tmax of plasma concentration and ΔQTcF in group 10 mg, 15 mg, 20 mg were within 1 hour shown in Figure 2d.

	Hypothesis 4: Plasma concentration is linear with ΔQTcF.
	[bookmark: _GoBack]The shape of concentration VS ΔQTcF did not show nonlinearity shown in Figure 2c.

	Hypothesis 5: It’s reasonable to pool data of SAD and MAD to analyze.
	· There were high consistency between SAD and MAD(ie, the same clinical trial program, completing in the same center, the same source of tested drug (active and placebo), the same testing unit of concentration detection, the same testing conditions like inclusion and exclusion criteria.)
· Pooling SAD and MAD increased sample size.
· SAD and MAD had the same placebo effect in theory.




