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Figure reproduced from Strauss et al. Clinical Pharmacology & Therapeutics, 2020

(b) Best practice considerations for ion channel assays
(S7B Q&A 2.1) and in vivo QT assays (57B Q&As 3.1-3.5)
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(c) Best practice considerations for myocyte assays (S7B Q&As 2.2-2.5)
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Principles for proarrhythmia models (S7B Q&As 4.1-4.3)
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Integrated Risk Assessment (S7B
Q&As 1.1-1.2)

Double-negative hERG and in
vivo QT assays to:

* Reduce the number of clinical
trials by allowing for more
‘TQT substitutes” (E14 Q&A
5.1)

* Reach a low-risk determination
when a TQT or equivalent can’t
be performed (E14 Q&A 6.1)

Integrated

Risk Assessment

Integrated assessment of core
assays and follow-up studies for
non-double negative scenario
(S7B Q&A 1.1):

* Contributes to design of clinical
studies and interpretation of
their results (e.g., mechanism
of clinical QTc prolongation)

= Case-by-case evaluation for
clinical/regulatory decision
making (e.g., E14 Q&A 7.1)
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