Promoting in vivo remyelination with small molecules: a neuroreparative pharmacological

treatment for Multiple Sclerosis
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Supplementary figure 1. PDE7 inhibition increases the number of CC1 cells. (a-c) Images of vehicle,
VP1.15 and VP3.15 treated animals, 1 week after cuprizone withdrawal. (d) Quantification of CC1
fluorescence in the corpus callosum. CC1 immunofluorescence intensity increased with PDE7 inhibitors.

Values are given as mean + SEM and the results of Student’s t-test are represented as *p < 0.05, **p <
0.01, and ***p < 0.001
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Supplementary figure 2. The number of microglia and astrocytes after cuprizone did not change in
response to PDE7-GSK3 inhibition. (a-g) Immunofluorescence images showing microglia after
cuprizone-induced demyelination, immediately after cuprizone withdrawal (a, b), 1 week after
cuprizone (c, d) and after alternate day treatment with PDE7-GSK3 inhibitors or vehicle during that week
(e-g). (h) Quantification of microglial staining using pixel count of TL staining showed a strong increase in
the corpus callosum after the cuprizone administration (0 week) compared to the control group. 1 week
after cuprizone withdrawal, TL staining was still higher than in the control mice but lower than
immediately after cuprizone withdrawal (Oweek). Treatment of the mice with vehicle containing DMSO
led to a decrease in microglial TL staining, but treatment with VP1.15 or VP3.15 showed no additional
effect over this. (i) Histogram quantifying astrocyte staining using GFAP showed an increase after
cuprizone feeding in the corpus callosum compared to control mice but no changes were observed after
treatment with PDE7-GSK3 inhibitors. Scale bar represents 25 um for a-g. Values are given as mean *
SEM and the results of Student’s t-test are represented as *p < 0.05, **p < 0.01, and ***p < 0.001



