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(b) Best practice considerations for ion channel assays
(57B Q&A 2.1) and in vivo QT assays (S7B Q&As 3.1-3.5)

Sodium Calcium

baseline

ECG on drug

hERG
Potassium

(a) Original S7B Guideline

. . Chemical/
. In Vitro InVivo QT | lq | Pharmacological
i ERG Assay Assay Class
I
|
— l Relevant
Follow-up | Integrated Risk Nonclinical and |
Studies Assessment Clinical
Information

A4

Evidence of Risk

i

(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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(d)

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

Nonclinical Clinical

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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Determination of the most informative Non-Clinical Testing Paradigm
to assess the likelihood for Delayed Ventricular Repolarisation (QT Prolongation)

Systemic Exposure =) | “Yes”, answer the following to determine non-clinical testing paradigm
NO. L Potential for delayed cardiac repolarisation (direct hERG interaction)
S7A 2.9 Conditions under ) ) ) .
which studies are not based on Physico-Chemical Properties/Modality
necessary
C. Unknown
A. Not-likely :Mlllz)l/ltro hERG (S7B Q&A 1.2, 2.1) B. Likely
. . » In vivo QTc assessment, preferably integrated * Invitro hERG (S7B Q&A 1.2,2.1)
ANI\IJDO in vitro hERG into the general toxicology study (S7B Q&A 3.1- AND
. o . 3.6 * In vivo QTc assessment, preferably integrated
* No in vivo QTc assessment in line with : :
into the general toxicology study (S7B Q&A 3.1-
S7B Q&A 3.1-3.6. . o - :
see text for individualized nonclinical testing 3.6)
strategy
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