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IRX4204 Is a Potent and Highly Selective RXR Homodimer Agonist IRX4204 + T3 or Insulin Have Direct Combination Effects on

Normal aging-related neurodegeneration has been reported to be causally related
to chronic low-grade inflammation in the brain, so called neuro-inflammaging (1).

It is generally accepted within the neurodegenerative diseases research
community that neuro-inflammaging establishes an at-risk environment within
the brain, that may increase vulnerability for development of PD, AD, and other
age-related neurodegenerative diseases, which have their own distinct
pathologies overlying normal aging-related neurodegeneration. Optimal

IRX4204 is devoid of RAR agonism at concentrations even three log 10 greater
than peak RXR activating concentration. Off target activation of RAR causes
clinical adverse effects with the less RXR selective compounds bexarotene and 9-
cis RA, effects which are absent or decreased with IRX4204 clinical administration.
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IRX4204 Promotes Differentiation of Oligodendrocyte
Precursor Cells into Myelin Producing PLP+ Oligodendrocytes

Rat Cortical Neuron Survival and Neurite Outgrowth in Vitro
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Cuprizone + Rapamycin for 12
weeks, then IRX4204, 10
mg/kg/d PO, for 6 weeks.
IRX4204 treatment resulted in

Neuro-inflammaging is related to overactivity of brain microglia, which produce percentage of EGFP+ Oligodendrocytes ,
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(cAMP) as a metabolic energy source. DAPI is a stain that identifies viable cells. Panel A shows that IRX4204

alone, and in combination with thyroid hormone, increased mean survival of treated cortical neurons. Panels

B, CD, and E show data from an automated imaging and quantitation system for assessing outgrowth of neurites. The
combination of IRX4204 plus thyroid hormone or insulin statistically significantly increased the length of neurites
relative to cAMP alone (**p<.01); and IRX4204 alone (*p<.05); and increased the total number of neurites per cell
relative to cAMP alone (*p<.05).
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PBMCs were isolated from whole blood, then magnetically separated to enrich a
~95% pure CD4+CD45RA+ naive T cell fraction. Cells were stimulated as indicated
and analyzed via flow cytometry after 5 days in culture. The CD3+CD4+ cells were
gated and analyzed for the frequency of CD12710CD25+ cells. These cells were
then analyzed for FoxP3, CD39, and CD152.
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Mice were fed cuprizone diet plus rapamycin injections (C/R) for
6 weeks to induce demyelination; and concurrently were
treated with either Vehicle or IRX4204 (10mg/kg, PO), or
IRX4204+T4 (10mg/kg, PO, and 20ng/g, SQ) daily
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treatment to prevent, stabilize, or even reverse clinical manifestations of normal aging-
related neurodegeneration, as well as potentially being effective for treatment of other
neuroinflammatory and demyelinating neurodegenerative diseases.
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