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Systems Level Approach to Drug Design

«® ¢
Internalization 90 @
a9 ¢

14

jlt”

’ Signaling
\&, A " Recycling j

(]
. \\ . Degradation [\’I ,. ®
v

Q@ T =y

Cell-Level Pharmacokinetics

e 9 _ [ kIR +kC 4k LVN,] (ij
dt N,
Reseprors d(Zfs) — (- kLR, + k,C, — kR, +V,)-n
Comrioes d(ZfS) = (kaRs - k.C, - kimcs)' n
wpsetior d0L) [y ppg o g ] ( n J
dt ’ N AVe
I;Z::;':LL:JSP d(nRi) = (_ k ﬁLiRi + kriCi + keRRs - kdeng‘) “n

.
B
0

Intracellular

Complexes dt

it int~s deg i

= (kLR — k,C, + k,,C, = k,,,C;)- n




Theory for Electrostatic Complementarity

Receptor Ligand Complex
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Histidine Mutants Exhibit Mutants Have 10-Fold Longer

pH-Dependent Binding Half-Lives Than Wild Type
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