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acid (PA) contribute to hypothalamic inflammation 2.5 [ba-1 (Fig 2).
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kB (NFkB) nuclear translocation, initiating release of the
pro-inflammatory cytokines tumor necrosis factor alpha

(TNF-a)andinterleukin-6 (IL-6)."? Further, SFA-activated
microgliainduce cell death in nearby neurons.’ Conversely,

participates in inflammatory responses.

» Pro-inflammatory cytokines [L-6 (Fig 4A) and TNF-a
(Fig 5) are increased by PA and LPS.
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the neuroprotective peptide orexin A (OXA, hypocretin) - 0- ah o4 h « OXA pretreatment increases IL-6 and reduces TNF-a

prevents neurodegeneration and inflammation through a 0.1mM PA expression (Figs. 4A, 5).
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present here results of a study investigating modulation of
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Aim 2: Determine if OXA reduces pro—inﬂamma’[ory Figure 3: PA increases OX1R expression in microglia. Orexin receptor Figure 4: Orexin suppresses pro-inflammatory cytokine expression in protects against apoptosis and lipid Per oxidation. Future
cytokine release in microglial cell 1 (A) expression but not OX2R (B) is increased following PA and LPS microglial cells. Pro-inflammatory cytokine IL-6 (A) expression is studies will further €Xp101‘€ this mechanism and focus on

stimulation. increased following PA and LPS exposure, OXA plus PA reduces IL-6 deﬁning the role of OX A as an immunomodulator.

expression compared to PA only but not vehicle control. Orexin plus PA

and LPS exposure reduce anti-inflammatory IL-4 (B) expression.
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Cell Viability Assay for Hypothalamic Cells: Cell survival was determined using Presto Blue (In- Figure 5: Orexin reduces TNF-a secretion in microglia. Palmitic acid and Figure 6: Orexin A attenuates hypothalamic neuronal cell death in

vitrogen), a resazurin-based assay producing a fluorescent signal proportional to number of living
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reduces TNF-a secretion compared to PA only treatment. increased viability when conditioned media (CM) from OXA stimulated

microglial was added. Cell viability is reduced following the addition of

Statistical Methods: Significance differences were determined by unpaired, two-tailed t-test using
Graph Pad Prism 5 * p<0.05 vs. control, **p<0.0001 vs. control, + p<0.05 vs. OXA only, ++p<0.001 vs.

OXA only, +++ p<0.0001 vs. OXA, ## p<0.001 vs. PA only, ###p<0.0001 vs. PA only. PA and LPS stimulated microglial CM.




