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PROBLEM

STATEMENT

Allometry scales animal pharmacokinetic data to human
using the equation: P=i ?, &vhere P is the parameter
(clearance, volume, hdife), BW is body weight in kg, and
a and b are the slope and intercept of the-log plot,
respectively.

Fixed slopes (0.75, 1.0 and 0.25 for CL, V, and t1/2) aree
commonly used for initial human predictions. Using
published allometric analyses of 28 drugs, we examinedd
whether this is a valid practice, and explored whether ang
particular species is more predictive.

Two slope values were used in the allometric equation tc
make a prediction for human PK parameters from anima
data:

A bigIIO .= the average of the-alues for a parameter over
all drugs.

A b,ima = @nimadto-human slope for each drug and
parameter computed for mouse, rat, rabbit, dog, and
monkey, averaged over all drugs

The predictions of human PK were compared across

animals for both slopes, using a number of different

metrics.

estimates. However, the,,values (.729, 0.961, and
0.242 for CL, V, and t1/2) also support the use of the
common slope values to make initial estimations of huma
parameter values.

The rabbiﬂ.‘),ﬁ)bit pairing %ovided the most predictive
0



