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7pl largest acute demyelination effect with recovery at 17-20dpl Distinct remyelinating mechanisms are efficacious at 7dpl
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injected into the optic chiasm (Pourabdolhossein et al., 2014)!. Here we validate
this model, show a progression from demyelination to remyelination, and
importantly, show a correlation between VEP latency and histology across time
points. Peak latency delays were seen by 7 days post-lysolecithin (dpl)
suggesting an optimal timepoint to evaluate remyelinating compounds. We
further show that the VEP delay, and recovery are not caused by differences in
inflammation. Because both histological and VEP endpoints can be measured,
acute, focal lysolecithin induced demyelination in the optic chiasm provides a
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pronounced at 7dpl. Unlike N1 latency, full recovery is not observed until 20dpl. 2D. At 7dpl, LPC N1P2 amplitude is significantly
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highlights the N1. E Saline injected mouse shows little to no change in N1 latency. N1P2 amplitude is also consistent across

timepoints. 2F Sample VEP traces from an LPC dosed mouse in the optic chiasm showing the largest N1 latency delay at 7dpl in

left and right eyes. Traces also show a flattened trace and decreased N1P2 amplitude that recovers over time. N1 latency recovery > We have Valldated an aCUte, LPC'|nduced demye||nat|0n mOdE| Wh|Ch, |n
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S0ms and a robust N1P2 amplitude. addition to histology, provides the benefit of a rapid functional endpoint.

» The largest functional deficit occurs at 7d post LPC and was chosen as the

optimal time to test remyelinating agents. Full recovery via spontaneous
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rapid, comprehensive method for evaluating remyelinating agents. ~ i B _Merge DAPI MBP IBA1 Sudan Black s
| e 2l remyelination was observed 17-20 days post LPC.
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Fig 3 Time course of LPC induced demyelinating lesions in the mouse optic chiasm. 3A Brain coronal section with myelin stained using Sudan black. High magnificatgion Images acquired at

optic chaism (yellow box). 3B Stained optic chiasm from saline treated mice showing no demyelination occurred. DAPI (nuclear marker, blue), myelin basic protein (MBP; mature myelin 5. Mei F, Mayoral SR, Nobuta H, Wang F, Desponts C, Lorrain DS, Xiao L, Green AJ, Rowitch D, Whistler J, Chan JR. Identification of the Kappa-Opioid Receptor

marker, green), IBA1 (microglia, red), Sudan black (myelin, brightfield). 3C Panel of LPC treated mice showing progression in optic chiasm from demyelination to remyelination, day 7 to 20. , , . , ,
Yellow arrows, what are arrowheads? point to lesion area; asterisk (gray) artifact. as a Therapeutic Target for Oligodendrocyte Remyelination. J Neurosci. 2016 Jul 27;36(30):7925-35. doi: 10.1523/JNEUROSCI.1493-16.2016. PMID:
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