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Pre-clinical Results
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species for extrapolation to human Similar Drug A concentration threshold for TMDD in rats and cynomolgus monkeys
»PD effect occurs with saturation of PK as
illustrated by rat data:

. . . Table 1. Estimated PK parameters for a Table 2. Predicted PK parameters for a 75 kg
»Target Mediated Drug Disposition (TMDD) 3.5 kg monkey human based on allometric scaling
observed with rat and monkey data Parameters _ Estimates Parameters Predictions
. . . cL (Ud 0.0256
»Similar TMDD predicted in the human v 0110 o EL”)") oo
»For a rapidly accessible target, target Q (Ld) 0.0581 Q (Ud) 0675
saturation and clearance saturation are equal w Eb’ " g;?; V2 EBd) ‘1‘&1?
. . o . Vm .
>_Saturat|on of PK is taken to be an aumhaw Km (ugiml) 541 Km (ugiml) 5.1
biomarker that can be used for dose selection
»Assumes equivalent receptor expression . ded .
across species that is supported by the Maximum Recommended Starting Dose strategy
equivalent TMDD exposure threshold in rat Toxicology (rat and monkey) Pharmacology
and monkey [1] NOAEL imgkg ' [5]MABEL
[2/3]HED 1mglkg ; > MABEL was defined as 30% receptor
i i H ing TMDD it
> Similar potency between monkey and human L expoouresbolow 100% recepior coupancy)
i i i > 30% targetsaturati t
based on in vitro tests 1 hoy 21040 sty | e T
»Allometric scaling for PK: 0.1mgkg Dose providinga o< 2 pg/mL = 0.1 malkg
*Clearances scaled by body weight with an
exponent of 0.75, Volumes with an exponent @ <
of 1 ]
*Vm scaled by body weight with an exponent ) v )
f 1 “Maximum Recommended Starting Dose”
0 0.1 mglkg
Data
>Pre-clinical studies: Clinical Results -
Toxicology studies in rats and cynomolgus Table 3. Estimated PK parameters Figure 3. Human individual PK profiles : -
P in Human (dashed) and population 5o
monkeys (Dose Range Finding and 4 weeks i : —— predictions (solid)
toxicology study) arameters stimates 10000 i
CL (ud 0.303 —otmgke| 3 e
>Clinical study: wot e I
: o : i .
Single Ascending Dose (SAD) in healthy o Et;‘” o A ‘ ‘
subjects (2 hours i.v. infusion) vm (Ud) 6.05 ” Pp— m/m\

Km (ug/mL) 1.86

Threshold for 90%
saturation of the
clearance: 16 ug/mL

Drug A concentrations (ug/mL)

Structure of the PK Model

i.v. o 2 s 0
|‘ Time (days)
v Conclusions
»Firstin Human Dose successfully selected from allometric scaling of PK only
Central Periphery »>TMDD observed in Human as predicted from pre-clinical results

»Human PK parameters estimated from SAD study used to select dosing regimen
in the multiple dose study
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