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Based on this analysis and on the fact that correcting for body surface area increases clinical €
trial safety by resulting in a more conservative starting dose estimate, it was concluded that the

approach of converting NOAEL doses to an HED based on body surface area correction factors =~ €

- {i.e., WO.67) should be maintained for selecting starting doses for initial studies in adult é

Jealthy volunteers, '_ :

A7 TG s R

i To convert Animal | To Cenvert Animal Dose in mg/kg to 4

Dose in mgfkgto | HED in mg/kg, either: y

Species - Dose in mg/m2, L

i multiply by km  I'Divided Animal Multiply Animal

Dose By Dose By g

Human 37 anm : = o

Child(20 kg)b | 25 a . §

Mouse 3 12.3 0.08 -

Hamster Ts 17.4 o ¢

Rat 6 ! 6.2 0.16 é

Ferret 7 5.3 0.19 d

.| Guinea pig 8 4.6 0.22 3

i Rabbit 12 3.1 0.32 ¢

{{Dog - 20 1.8 0.54 L

| | Primates: : &

i Monkeys 12 3.1 0.32 G

: Marmoset 6 6.2 0.16 .

i Squirrel 7 5.3 0.19 4

|| monkey 20 e | 0.54 ;

| Baboon d

Micro-pig . | 27 1.4 0.73 o 18

Mini-pig 35 1.1 0.95 l ‘

ONLY FOR REFERANCE *

| Most appropriate species selection ¢

Factors that can influence: X

&

« Differences in the absorption, distribution, metaboli;rn, and excretion{ADME) of the
therapeutic between the species. S— %

+ Class experience that may indicate.a particutar animal model is more predictive of human
toxicity. Selection of the mast appropriate species for certain biological products {e.g.

e

human protein) _ ¢
APPLICATION OF SAFETY FACTOR {'SF ) ¢
i_-T_c_f provide a margin of safet?_'?or{prbtectioﬁof ‘human subjects receiving the initial ctinical © | &

" dose. - '
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