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many othe{m;cogemc drivers. Specificity of inhibitors for specific oj;cogmic protems has been a recurrent challenge, as
many of the drugs in current clinical practice have multiple sites of action. leading both to additional antitumor uses. but
also to toxicities (see Table 2.1). Since there 1s high homology of the ATP binding sites of subset of receptor tyrosine
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Q ki.r].ase toxicities to (Print pagebreak 24) (Print pagebreak 23) (Print pagebreak 26) skin and GI epithelium E‘ E
are common side effects for compounds of this class. However, 1t has been posstble to synthesize drugs highly specific
09 for a single, specific target unique to cancer cells. as for example osimertintb. £ a highly active and specific inhibitor of

the T790M mutant EGFR gene. It 1s 100-fold more potent against the mutant enzvme as compared to the wild-tvpe

EGFR.

Fb

Inactive Conformation of CSF1R with Imatinib | Inactive Conformation of CSF1IR with PLX3397
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= | Q imatinibbinding*

Induction of microsomal metabolism by

QD phenytoin or phenobarbital accelerates the
clearance of irinotecan, paclitaxel, vincristine,
and imatinib.

@ A

cancer drug may be modulated by a second
agent that has no antitumor activity in its own
right, but that enhances the intracellular

activation or target binding

®

tetrahydrofolate), which itself has no cytotoxic

©

effect but which, when converted to the active
cofactor N-5,10-methylenetetrahydrofolic acid,
enhances the binding
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