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Figure S2. Mechanisms of SIRT1-dependent  regulation of hippocampal functions. A, Western blots 
of hippocampal lysates from SIRT1-KO and WT mice (asterisk show cross reactive bands). B, Total 
mRNA from SIRT1-KO (n = 5) and WT (n = 4) hippocampus were used for the analysis. Each sample 
was hybridized onto one Affymetrix array. Gene expression profile in the hippocampus of SIRT1-KO 
mice shows expression changes (log2 ratio) relative to the average signal in all nine samples.  Genes 
up-regulated are represented in red and down-regulated in green. The average fold change of KO vs 
WT and p-values from one-way ANOVA test are illustrated in Table S2. C, Relative changes in gene 
ontology groups in the hippocampus of SIRT1-KO mice. 
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Figure S3. SIRT1 levels remain unchanged in the hippocampus of wild type 
C57/B6 mice after either fear conditioning or water maze training. Western blots 
show SIRT1 and actin leves in A, Fear conditioning trained mice, samples were 
collected 1 or 24 h after training, and B, Water maze trained or untrained mice. 
C-E, Graphs showing succesful mice training in the water maze * p < 0.05, ** p 
< 0.005. Data represent means ± SEM. 





Figure S5. Behavioral tests of Nestin-Cre mice (control, n = 12) and NeSTO 
mice (brain SIRT1 overexpressors, n = 12) show similar performance between 
strains. A, Discrimination index in novel object recognition test. B and C, 
Contextual fear conditioning showing freezing during training and testing 24 h 
later, respectively. D and E, Water maze performance during training and in the 
probe trial, respectively. 



Table S1. SIRT1-KO mice show similar spine density and morphology to 
WT mice  



Table S2. Genes deregulated in the hippocampus of SIRT1-KO mice  



Table S3. Hippocampal genes regulated by SIRT1 are also 
targeted by IGF-I, IRS2 and/or ERK1/2.   
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