Strategies involved in the construction of novel benzotriazine inhibitors of Src

= Bingi Zeng?, Kathy Barrett?, Jianguo Cao?, Colleen Gritzen!, Hong Zhu?, John Hood?, Ge Li2, Chi Ching Mak!, Andrew McPherson?, Glenn Noronha?, Ved P. Pathak?, Joel : !
Renick!, Chunbo Sha?, Feng Shi?, Yifeng Shi2, Richard Soll%, Ute Splittgerber! and Suhan Tang?

1TargeGen, Inc., 9380 Judicial Drive, San Diego, CA 92121, 2WuXi PharmaTech Co., Ltd. Shanghai, China

Src activation in cancer Step 1B: Synthesis of P4 moiety Step 3B: Assembly P1-P2 to P3-P4 by Buchwald reactions Kilogram scale process route

+ Protein kinases are families of enzymes that catalyze the phosphorylation of specific

residues in proteins. 1. Preparation of aryl boronic acids from aryl bromide: Qc\
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2. Preparation of boronic acids by directed-metalation: 59%

< Src kinase modulates signal transduction through multiple oncogenic pathways, Table 2. Optimization of Buchwald coupling reaction S
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% Since the activation and perhaps over-expression of Src has been implicated in cancer, o B(OMe)s ~ /@B o Ry = . yield: 40% Entry Reaction Conditions Yield (%) Br

osteoporosis, stroke, myocardial infarction, and vascular leak, among other diseases, a Ry .

small molecule inhibitor of c-Stc can be beneficial for the treatment of several disease

states. 1 Pd(PPh,),, BINAP, Cs,CO,, Toluene, reflux, 20 h No reaction N -

. s I~
3. Functionalization of a boronic acid: I O N O D

+ TargeGen has designed and optimized potent Src inhibitors using structure-based drug o 5 Pd(PPhy)y, Xantphos, Cs,C0, Dioxane, reflux, 200 o) NN

design (see MEDI 65 and 66).
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Examples of syntheses of novel benzotriazine Src inhibitors
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