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The mechanisms underying neurodegeneration in ALS are multifactonial and operate through inter-related molecular and genetic pathways. Specfically, nevrodegeneration in ALS might result
from & complex interaction of glutamiate excitoxicity, generation of free radicals, cytoplasmic prot=in aggregates 2001 enzymes, comibined with mitochondnal dysfunction, and disruption of
Zonal transport processes through accumulation of neurcfilzment intraceliutar apgregates. Mutations in TARDEP and FU% result in fomation of intracellular aggregates, which are harmful to

( neurons. Activation of microglia results in secretion of proinflammatery cytokines, resulting in further toxdcty. Ultimately, motor neuron degeneration ccours through activation of ((j M E D I C I N OVA
calcium- dependent enzymatic pathways. ALS-amyotrophic lzteral sclerosis.
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MN-166

v SPRINT-MS study ( prog. MS)
v' MN-166-ALS-1201 ( early & advanced ALS)

v UCLA-Meth-Ph2 (Methamphetamine addiction)
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MN-166
v' Recurrent Glioblastoma study

v Methamphetamine addiction Biomarker study
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MN-001
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by Kerrie McDonald
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2. MIF/CD74M%3R & EF AR DIRES

Positive cytoplasmic stalning Negative stalning
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by Kerrie McDonald
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5. GBMEEBERMIR(MGMTIEXAFIUL) ZRWVWCEMIETILICEITDIRIT +

TMZ= 10mg/kg I.P.
Ibudilast = 5mg/kg and 20mg/kg p.o.
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