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Fig.S1. a) Female and male mice distribution in the quantitative analysis of the ladder
rung walking task. b) Percentage of male and female mice that performed the marble
burying test at 4wks of age. c) Female and male mice distribution in the quantitative

analysis of the marble burying test.
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Fig. S2. a) Significant differences were found between WT and Npc 1764 mice in the

number of burying actions at 4wks of age. b) The digging total duration was significantly

higher in 4 weeks old Npc1"'* mice when compared to WT mice (n=10-12). ¢) No

differences were found in wall rearing activity by 4wks WT and Npc1""64 mice. d-e) No

differences were found between female and male in digging and wall rearing activity. f-

g) Female and male mice distribution in quantifications of PCs and IBA1* cells between

groups. *P <0.05; ***P <0.001.
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Fig. S3. a) No differences in body weight were found between WT RD and WT WD
mice. b) No differences in the density of microglia in the ML were found between WT
RD and WT WD mice. c) No differences in the density of PCs were found between WT
RD and WT WD mice. Data are presented as mean + SEM, n=4 per group. d) Electron
micrographs showing PCs and the ML from 8wks RD and WD-fed Npc1"'4 mice, and
12wks RD Npc1"164 and WT mice. e) Schematic illustration of how the Npc 17164
mutation causes the early enlargement and displacement of microglia toward the PC
dendrites concomitant with the accumulation of phagosomes (red). As NPC disease
progresses the density of microglia and accumulation of phagosomes continue
increasing along with the degeneration of PC dendrites. Consumption of a WD

exacerbates the activation of microglia and the dendritic pathology in Npc 1764 mice.






