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Alzheimer’s disease 1s the fastest growing form of dementia in the world. Currently the origin of disease 1s unknown, however, there are distinct signs seen 1n patients with Alzheimer’s disease (AD). Chronic neuroinflammation,
increased ROS, dyshomeostasis of metal 1ons, Tau tangles, and mitochondrial dysfunction are well known to the pathogenesis and progression of this disease. In AD, neuronal cells abnormally cleave and process APP causes A3 oligomers
and plaques to form that disrupt synaptic signaling. These plaques lead to an increase in oxidative stress and neuroinflammation. These plaques overstimulate glutamate receptors causing an influx of Ca’* ions. Elevated intracellular Ca** has
been linked to the formation of Tau tangles. Tau tangles are associated with mental decline and activation from astrocytes and microglia that produce cytokines and ROS. In this study, we examined the antioxidant properties of the compound,
L2, on TBHP induced oxidative stress in mice microglial cells (BV-2) and mice neuronal cells (HT-22 cells). We hypothesized that L2 directly reduces oxidative damage caused by Alzheimer’s Disease. DCFH-DA assay was utilized to test

this hypothesis.

Background

1. Cytotoxicity of L2 in BV-2 mouse microglial cells

- Alzheimer's disease (AD) is the leading form of dementia
worldwide

- About 1 in 9 adults over 65 have AD (11%)
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IV. Eftect of L2 on TBHP-Iinduced ROS production in HT-22 cells

Effect of Varying L2 with fixed TBHP on ROS 1n HT-22 cells
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- The cause of AD is currently unknown, however, A3 plagues and
hyperphosphorylated Tau Tangles are associated with the
pathology of the disease

- Chronic neuroinflammation associated with the pathology leads
to neuronal cell death and activation of an immune response
producing inflammatory cytokines and ROS

- Cells have the innate ability to regulate intracellular ROS under
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normal conditions 1
- Although, when intracellular [ROS] is too high, the cell is unable
to regulate and will undergo apoptosis
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Compounds used in this study .
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I1. Cytotoxicity of L2 in HT-22 mouse neuronal cells

111. Effect of L2 on TBHP-induced ROS production in BV-2 cells "
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Conclusions

L2, a novel anti-oxidant compound was shown to display low
cytotoxicity in BV-2 cells and HT-22 cells respectively.

Effect of AL2 on Cell Viability in HT-22 cells

L2 significantly reduces TBHP induced ROS in a dose dependent
manner in both BV-2 and HT-22 cell lines.

y = 0.3478x? - 6.0328x + 126.29
R*=0.2549

L2 has potential Therapeutic effects for treating Alzheimer’s type
Dementia.
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Effect of Varying L2 with Fixed TBHP on ROS production in BV2 cells
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