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Fractional inhibition
Nominal
[Azimilide] (uM) Celll1 [ Cell2 | Cell3 | Cell4 | Cell5 | Cell6 | Cell7 | Cell8 | Cell9 [ Cell 10| Cell 11| Cell 12| Cell 13 n Mean SD sem
0.1 0.25 0.13 0.20 0.20 0.31 0.29 0.22 7 0.23 0.06 0.02
0.3 0.49 0.48 0.44 0.52 0.49 0.40 6 0.47 0.04 0.02
1 0.73 0.71 0.73 0.73 0.80 0.74 0.77 7 0.74 0.03 0.01
3 0.89 0.90 0.89 0.91 0.91 0.87 6 0.89 0.02 0.01
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Table 1-B. Parent Training Materials Examples for ICH E14 Q&A 5.1

Table 1-B. In vitro hERG Assay Evaluation
Analyte: Parent; Protocol 001

Best Practice Element Deviation / Issue Impact of Deviation / Issue
Temperature (35 -- 37°C)} None
Voltage Protocol? None
Recording Quality? None
ICso Calculation?® None
Concentration None

Verification?®

Positive Control® None
Negative Control® None
Good Laboratory Practice] None

Deviation/IssueAETNone TH 2 Z Eld. RX NI T T4 XD
BHERI-LTWAZEABERKRLTWS
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Table 1-B. Metabolite Training Materials Examples for ICH E14 Q&A 5.1

Analyte: Metabolite 1; Protocol 001

Best Practice Element

Deviation / Issue

Impact of Deviation / Issue

Temperature (35 --37°C) None
Voltage Protocol! None
Recording Quality? None

ICso Calculation?

e Concentrations higher than
1000 puM could not be studied
due to solubility issues.

e Highest concentration was
associated with less than 50%

block.

e Not possible to estimate ICso due to limited inhibition at
highest concentration (5%).

¢ Not expected to impact interpretation due to high multiple
over high clinical concentration (3369x) and minimal block
observed (5%).

Concentration
Verification?®

Concentration verification was not
performed.

e |[f there is significant drug loss, ICso could be over-estimated.

o At 99% drug loss, the highest concentration 1000 uM would
correspond to 34x high clinical instead of 3369x.

e Since no block was observed at this concentration (5%) it is
not expected that the lack of concentration verification
could result in a false negative.

Positive Control® None
Negative Control® None
Good Laboratory Practice None




ICH E14/S7B Q & ASitEAS (2023%3H16H)

C))

JPMA
Table 1-C. Training Materials Examples for ICH E14 Q&A 5.1
Table 1-C. In vitro Assay Results o N X |\ 7° 3 7 7—— S R <
= WESERIEEE S  Investigational Drug {LEY DL ITE WA Z KA ;i_l:iﬁ/'@ L/ 7": E"k\'l %ﬁ%ﬂ%% D %L
In Vitro High Clinical Cmaxss | Protein Mol Wt hERG ICsp (UM) / Safety Margin® T _
pssayt N (ng/ml) 2 Binding, % | (g/mole) | (ug/mL)" Sem) X 7EHEICH
aren rotocol- g m
Parent gmt 291 (265, 319) 1 300 100 uM / 30 pg/mL R % -k A3 E_[HE

Positive control: 85 uM
moxifloxacin

Metabolite Protocol- 97 (89, 106) 2 350 5% block at
001 1000 uM / 350
pug/mL

« MWERBAEICIIREY
+ 5

Positive control: 1.6 uM
ondansetron _ _
hERG Safety Margin Threshold Defined by Reference Drugs'?
Reference Drugs® In Vitro Critical Protein Mol Wt | ICso Distribution Safety Margin® AN AN jz l
; | o vere 4= %wﬁ 5, & fm %
Assay Concentration Binding, % | (g/mole) | (M)
Moxifloxacin Protocol- 1866 (1591, 2188) | 40 (37,43) | 401 62 (38, 104); 23x (13, 39) _)j( s ; I ~ 0) 0) _E
% LB
Ondansetron 249 (152, 412) 73(71,76) | 293 1.4 (0.8, 2.6); 10x (4, 27)
N=4
Dofetilide 0.37 (0.24,0.55) | 64 (62, 66) | 442 0.01 (<0.01,0.02); | 44x (16, 117)
N=4

ERAEAT TQTcA 10mseciE KT % 2E  Pooled Safety Margin for Reference Drugs®®
Threshold!?
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. 20074FIC, BEHHNBARMIE (OECD) 1ok - T, BWABMD (TR HEEHA

B (QSAR) ETILDOREED /- D—EDRBIAFETL 7= (ICH M7 (R1) (Z3£H)

- ZORANIE. BHENOHKE Y R/ TEO—FHE L THEBINZERERTHET
MCHBAT2HENH S (ICH S7TB Q&A)

_ OECD guideline for QSAR Model (2007) White Paper (Li et al., 2019) ICH S7B Q&A
Principle 1 defined endpoint defined end point defined endpoint
Principle 2 defined domain of applicability defined domain of applicability :Inecfg:d SEEfpE E [T ers o
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Principle 6 uncertainty quantification mechanistic interpretation
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