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Dihydrooxazines As Inhibitors of BACE-1 or BACE-2
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Alzheimer’s disease, mild cognitive impairment, Biological Target: BACE-1, BACE-2
insulin intolerance, type 2 diabetes, obesity

The patent application claims dihydrooxazine derivatives as inhibitors for the treatment of Alzheimer’s disease or
diabetes.
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Thirty-seven compounds described in this invention were evaluated for their inhibition properties against human
BACE-1, BACE-2, and cellular release of amyloid peptide 1—40. Seven compounds were tested in vivo for their
ability to lower Abeta in rat brain and CSF.

Inhibition of BACE-1, BACE-2, or cellular release of amyloid peptide 1—40.

Example BACE-1 (ICsp, | BACE-2 (ICs, | Amyloid-B1-40 release
uM) um) (ICs0,uM)
1 0.012 0.066 0.007
2 0.012 0.071 0.008
3 0.029 0.071 0.007
4 0.100 0.580 0.049
7 0.035 0.290 0.027
9 0.018 0.004 0.012
11 0.830 2.900 0.440
30 0.019 0.007 0.013
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Example Abeta lowering Abeta
in rat forebrain | lowering in rat
CSF
2 -67.1% -70.7%
3 -20.0% -35.3%
7 -63.6% -67.9%
30 46.6% -55.2%

Synthesis: Synthesis of 37 examples is described.
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