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Target/marker/
Indication pathway
Neurology
Alzheimer’s Tumor necrosis
disease (AD) factor receptor
superfamily,
member 21
(TNFRSF21;

DR6); caspase-6
apoptosis-related
cysteine peptidase
(CASP6; MCH2);
amyloid precursor
protein (APP)

Summary

A study in murine cell culture suggests

that targeting DR6 and CASP6 could help
treat AD. In cultured neurons, a non-
amyloidogenic fragment of AD-associated
APP activated the proapoptotic receptor DR6
and increased neurodegeneration compared
with what was seen using mock control. Cells
treated with small molecule inhibitors of
CASP6, an axon-specific apoptotic protease,
showed less neurodegeneration than mock-
treated controls. Next steps include examining
the effect of DR6 and CASP6 inhibition in
mouse models of AD.

Genentech Inc. is developing preclinical
compounds that target DR6 and CASP6 to
treat AD.

Anavex Life Sciences Corp’s Anavex 1-41,

a small molecule that blocks the expression
of neuronal caspases, is in preclinical
development for AD.
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Licensing status
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