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INDIVIDUAL CARDIOMYOCYTE INDIVIDUAL CARDIOMYOCYTE
Age Volume | Area |Electric capac Age Volume [ Area |Electric capac
"Ollyears] P | [um?] |[um]| [pF] "Ollyears] P | [um?] | [um?] | [pF]
1 18 WT 2460 725 14 1| 36 WT | 14524 3212 64
2| 32 WT 8750 | 2327 46 2 18 WT 4489 1326 26
3( 32 WT 4407 | 1426 28 31 31 WT 5533 1679 33
4| 19 WT 3094 | 1048 21 4| 19 WT 8368 2161 43
5| 40 |K897T| 10586 [3509 70 5] 44 [K897T| 9554 2361 47
6| 23 WT 3701 1097 22 6| 26 WT 2994 904 18
7| 26 WT 6288 | 1501 30 7| 36 WT | 10029 | 2995 60
8| 20 WT 3769 [ 1337 27 8| 36 WT 5116 1405 28
9| 24 WT 3415 | 1081 22 9| 62 WT | 20825 | 5108 102
10| 21 [K897T[ 2831 787 16 10| 21 [K897T| 2374 761 15
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* drug -> phys-chem, absorption, metabolism, distribution (tissue:plasma
ratios), protein binding, in vitro clearance, permeability, metabolism, drug
formulation
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Materials and methods Simcyp® 10.20 PBPK module was used to simulate
fluoxetine concentration changes in plasma and heart tissue after oral
administration.

Simulation settings were as follows: single 40mg dose, first order absorption (fa
=1, CV = 30%; ka = 0.97 [h"] , CV = 30%), full PBPK disposition distribution - heart
tissue-to-plasma partition coefficient was calculated to be 18.29, North European

Caucasian — 10 studies & 10 individuals (age 18-65), to assess inter-individual
variability in PK .
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Materials and methods ToxComp version 1.0 was utilized.

Simulation settings were as follows: North European Caucasian — 10 studies a 10
individuals (age 18-65), to assess inter-individual variability.

lonnic channels inhibition data were derived from the literature.

Simulated Concentration (uM)

Plasma Heart
Cmin Cmax Cmean Cmin Cmax Cmean
0.0054 0.0424 0.0204 1.4537 9.0425 4.589
=
c
o 1 6 3 68 93 87
= 0 0 0 19 64 46
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Age (years) 28.97 8.54

Without fluoxetine 342.50 0.84
Heart tissue With fluoxetine 327.78 0.54
Difference 14.73 0.98
Change compared to native [%] -4.28 0.06
Without fluoxetine 342.50 0.84
With fluoxetine 344.17 0.86
Plasma .
Difference 1.67 1.17

Change compared to native [%]  0.49 0.07
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Results

mm  without fluoxetine minimal conc m® mean conc = maximal conc
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proarrythmic potency in silico

ToxComp.net

more information can be found at the

WwWW,toX -portal.net
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