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Supplemental Figure 1: Comparison of the effect of the single doses and the combined doses. Combined analysis of proteomics data is blotted against the 0.4 or 2.0 results alone to show that treatment groups are similar and can be combined to increase group size and statistical power. 
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Supplemental Figure 2: Analysis of Acsl1 and Bscl2 expression in brain. (a) Acsl1 and (b) Bscl2 expression was analyzed by RT-qPCR in dorsal and ventral hippocampi and cortex of young, untreated mice and aged (24 months) mice either treated with AD04TM or untreated (n=9-10/group; ****=p<0.0001).
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Supplemental Figure 3: Expression of Clec7a and Trem2 in mouse brains. Expression of (a) Clec7a and (b) Trem2 was analyzed by RT-qPCR in dorsal and ventral hippocampi and cortex of young, untreated mice and aged (24 months) mice either treated with AD04TM or untreated (n=9-10/group; ****=p<0.0001).
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Supplemental Table 3: detailed schedule for the contextual and cue fear conditioning test regimen.
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Day 1 Day 2 Day 3
Training Phase Context Test Cue Test

. 0-120sec pre: nothing happens, mouse is in box with context A . Context A . Context B
. 121-150sec CS-US1: 10kHz sound at 85dB for 30sec, the last 2 seconds are accompanied | * 4 minutes * 0-120sec pre: nothing happens

by a 2sec electrical foot shock of 0.5mA (CS stands for conditioned stimulus, i.e. the . 121-180sec CS1: sound presentation

sound; US stands for unconditioned stimulus i.e the electrical foot shock) . 181-240sec ITI: inter trial interval, nothing
. 151-240sec ITI: inter-training interval, nothing happens happens
. 241-270sec CS-US2: the sound and electrical foot shock are presented again * 241-300sec CS2: sound presentation
. 271-340sec post: nothing happens * 301-360sec post: nothing happens

Freezing behavior as a readout was defined as “no movement of the mouse except breathing for at least 2 seconds”.





