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Figure S1. Biometrics as a Function of KD Initiated at P95. Mice were weighed at P95 before KD and
28 days post commencement of KD. Urine glucose and ketone measurements were assessed at 28
days post-KD treatment. Blood glucose and ketone measurements were assessed fasting at euthani-
zation. Statistics with GraphPad Prism included 2-way ANOVA with post-hoc Tukey multiple com-
parison tests. Asterisks indicate statistical significance where * p<0.05, ** p<0.01, **#p<0.001.
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Figure S2. Effect of KD Initiated at P95 on Sleep Architecture in WT and Fmr1¥© Mice as a Function
of Time of Day. EEG/EMG recordings were scored for wake, sleep, NREM and REM activity and the
data parsed into 6-hour bins starting at Zeitgeber time zero. The average percent sleep state was
plotted versus Zeitgeber time bin for (A) % wake, (B) % sleep, (C) % NREM, and (D) % REM. Mouse
cohorts included WT fed AIN-76A (n=12), WT fed KD (n=10), Fmr1X© fed AIN-76A (n=11), and
Fmr1X0 fed KD (n=12). Statistics with GraphPad Prism included 2-way ANOVA with repeated
measures with post-hoc Tukey multiple comparison tests. Key for statistical significance: WT/AIN-
76A versus Fmr1X0/AIN-76A ="a”, WT/AIN-76A versus WT/KD ="b”, WT/AIN-76A versus KO/KD=
7c”, WT/KD versus KO/AIN-76A= "d”, KO/AIN-76A versus Fmr1k0/KD= "e”, and WT/KD versus
Fmr1X0/KD="f"; and a p<0.05, aa p<0.01, aaa p<0.001, aaaa p<0.0001, etc.
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Figure S3. Effect of KD Initiated at P95 on Latency Time to Enter First Sleep Bout in WT and Fmr1k©
Mice. EEG/EMG recordings were scored for the latency time to the first sleep bout and the data
parsed into 24-hour full day and 12-hour light/dark bins starting at Zeitgeber time zero. The average

percent latency time was plotted versus Zeitgeber time bin. Statistics with GraphPad Prism included
2-way ANOVA with post-hoc Tukey multiple comparison tests.
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Figure S4. Hypnograms of 24-Hour Sleep-Wake Cycles as a Function of Genotype and Diet. WT and
Fmr1X0 male mice maintained on a 12-hour lights on / 12-lights off cycle were fed AIN-76A versus
KD initiated at P95. Hypnograms, which represent sleep stages as a function of time, were generated
with Sirenia Sleep® software after manual scoring of sleep states of the EEG/EMG recordings. Mice
included WT/AIN-76A (n=12), WI/KD (n=10), Fmr1¥6/AIN-76A (n=11), and Fmr1¥°/KD (n=12). The
red signal denotes REM sleep, blue signal denotes NREM sleep, and yellow signal denotes wake
state.
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