half day intefactive pre-conference workshop

Tox IVIVE - inter-individual variability matters!

ToxComp platform - future development
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proarrythmic potency assessment
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- ongoing project
- less in vitro data than for hERG
- unacceptable error so far

- ICa

much less in vitro data than for hERG

modeling is connected with a risk of
substantial error
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- physiological ionic serum concentration
ongoing project

model development based on the clinical data from
healthy volunteers studies

- genetic variability

pathological genetic variants

P N S—

<" population definition flexibility

PHYSIOLOGICAL

|
|
:
I
& :
|

________________



in vivo
population

in vitro

[ ] [ ] [ ]
in vivo
individual
MODULE 4
ADME IVIVE
W
—
)
= | L e K G -
O ! hERG in : :
= E silico |
S At MODULE 3 :
> HEART VENTRICULAR CELL
: MODEL :
otherion
~
w [ channels in }
5| Vitro WEEEEEsEEEEEEEEEEEEEEE T\ --------------------- ,
o otherion 1 \
@) . \
s channelsin 1 ) W
_ silico_ _ 1 ( \
DEMOGRAPHIC I
| & :
I PHYSIOLOGICAL I
: & |
\ GENETIC DATA !
e e e e e e s - -

.
hERG in ,/
vitro /
\- PRRPPNPRPRIRIN 1z

in silico — in vitro — in vivo extrapolation

ToxComp

system

MODULE 3
: HEART :
! VENTRICULAR CELL i :

e e i e o e i i

MODULE 3
HEART

VENTRICULAR CELL }

MODEL :

MODULE 3
HEART
VENTRICULAR CELL

MODEL :

MODEL : 28]

——
___ Confral tQTC= 526ms)

....... 180uM Sotalol (QT = 605ms)
__ _500uM Sotalol (QT = 672ms)

&
Time (ms) x10°



(_ proarrythmic potency assessment
~insilico - in vitro — in vivo extrapolation

| ' ] ] ToxCom P
° ° . system

- electromechanical coupling

- ongoing project

- electro-mechanicplmindaviac.ag output
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proarrythmic potency in silico

ToxComp.net

more information can be found at the

www.tox-portal.net
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