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Table 1.  IRT’s Highlights of Clinical Pharmacology and Cardiac Safety
	Proposed QTc assessment pathway
	☐ Thorough QTc study

☐ Substitute for thorough QTc study (E14 Q&A 5.1) 
☐ Alternative QTc study when a thorough QTc study is not feasible (E14 Q&A 6.1)
If using an integrated nonclinical risk assessment under E14 Q&A 5.1 or 6.1, then please provide available results of the nonclinical studies using the format of tables B, C, and D in the Nonclinical integrated risk tables on the CSIRT website (https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/interdisciplinary-review-team-cardiac-safety-studies-formerly-qt-irt) and include as an appendix.

	Therapeutic dose and exposure
	Include maximum proposed clinical dosing regimen
Mean (%CV) Cmax and AUC at the single maximum proposed clinical dose

Mean (%CV) Cmax and AUC at the steady state with the maximum proposed clinical dosing regimen

	Maximum tolerated dose
	Include if studied or NOAEL dose

	Principal adverse events
	Include most common adverse events; dose limiting adverse events

	Maximum dose tested
	Single Dose
	Specify dose

	
	Multiple Dose
	Specify dosing interval and duration

	Exposures Achieved at Maximum Tested Dose
	Single Dose
	Mean (%CV) Cmax and AUC

	
	Multiple Dose
	Mean (%CV) Cmax and AUC

	Range of linear PK
	Specify dosing regimen

	Accumulation at steady state
	Mean (%CV); specify dosing regimen

	Metabolites
	Include listing of all metabolites and activity

	Absorption
	Absolute/Relative Bioavailability
	Mean (%CV)

	
	Tmax
	( Median (range) for parent

( Median (range) for metabolites

	Distribution
	Vd/F or Vd
	Mean (%CV)

	
	% bound
	Mean (%CV)

	Elimination
	Route
	( Primary route; percent dose eliminated

( Other routes

	
	Terminal t½  
	( Mean (%CV) for parent

( Mean (%CV) for metabolites

	
	CL/F or CL
	Mean (%CV)

	Intrinsic Factors
	Age
	Specify mean changes in Cmax and AUC

	
	Sex
	Specify mean changes in Cmax and AUC

	
	Race
	Specify mean changes in Cmax and AUC

	
	Hepatic & Renal Impairment
	Specify mean changes in Cmax and AUC

	Extrinsic Factors
	Drug interactions
	Include listing of studied DDI studies with mean changes in Cmax and AUC

	
	Food Effects
	Specify mean changes in Cmax and AUC and meal type (i.e., high-fat, standard, low-fat)

	Expected High Clinical Exposure Scenario
	Describe worst case scenario and expected fold-change in Cmax and AUC. The increase in exposure should be covered by the supra-therapeutic dose.

	Nonclinical Safety Pharmacology Studies (S7B)
	Summarize in vitro and in vivo results per S7B guidance.

	Clinical Cardiac Safety
	Describe total number of clinical trials and number of subjects at different drug exposure levels.  Summarize cardiac safety events per ICH E14 guidance (e.g., QT prolongation, syncope, seizures, ventricular arrhythmias, ventricular tachycardia, ventricular fibrillation, flutter, torsade de pointes, or sudden deaths).


