Dysfunction of the mTOR pathway is a risk factor for Alzheimer’s disease
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Online Resource 1. Supplementary Figures. 
Supplementary Fig.1 AT8-positive phospho tau in the frontal lobe of the patient included in the study 

The x-axis represents the severity of AD as defined by Braak staging: E = entorhinal stage, L = limbic stage, N = neocortical stage.  The y-axis represents the amount of AT8-positive phospho tau in the frontal lobe of the patients included in the study as determined by ELISA (arbitrary units).  The top of the bars represent the mean and the error bars the standard error of the mean.  
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Supplementary Fig.2 DC11-positive tau in the frontal lobe of the patient included in the study 

The x-axis represents the severity of AD as defined by Braak staging: E = entorhinal stage, L = limbic stage, N = neocortical stage.  The y-axis represents the amount of DC11-positive phospho tau in the frontal lobe of the patients included in the study as determined by ELISA (arbitrary units).  The top of the bars represent the mean and the error bars the standard error of the mean.  
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Supplementary Fig.3 Beta-amyloid in the frontal lobe of the patient included in the study

The x-axis represents the severity of AD as defined by Braak staging: E = entorhinal stage, L = limbic stage, N = neocortical stage.  The y-axis represents the amount of beta-amyloid in the frontal lobe of the patients included in the study as determined by ELISA (arbitrary units).  The top of the bars represent the mean and the error bars the standard error of the mean.  
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Supplementary Fig.4 Validation of microarray result by Q-PCR for six differentially expressed genes 

The y-axis represents the relative expression of the gene-of-interest. The top of the bars represent the mean and the error bars the standard error of the mean.  The blue and red bars represent the results obtained for the control and advanced AD subjects respectively.

	Fig.2A. Comparison of the expression of six genes, as determined by microarray, in the brain of control and advanced AD patients
	Fig.2B. Comparison of the expression of the same six genes, as determined by Q-PCR, in the brain of the same control and advanced AD patients
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Supplementary Fig.5 Relationship between age of the patient and baseline proliferation characteristics of lymphocytes  

Regression analysis, relationship between age of the patient and baseline population doubling time (PDT) of lymphocytes. The x-axis represents the age of the patients (in years).  The y-axis represents the PDT of the lymphocyte cultures (in hours).  Continous line: regression line, dotted lines 95% confidence intervals.
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Supplementary Fig.6 The effect of Rapamycin on cell division in lymphocytes. Comparison of patient groups  
The x-axis represents the different patient groups included in the study: Control = Healthy elderly subjects, MCI = patients with mild cognitive impairment, Prob. AD = AD patients who fulfill the criteria fro probable AD by the NINCDS-ARDRA criteria. The y-axis represents the ratio of cell divisions in Rapamycin treated lymphocyte cultures (n’) and the number of cell divisions in the lymphocyte cultures without Rapamycin (n). The top of the bars represent the mean and the error bars the standard error of the mean. 
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Supplementary Fig.7 The effect of Rapamycin on the length of the G1 time in lymphocytes. Comparison of patient groups 
The x-axis represents the different patient groups included in the study: Control = Healthy elderly subjects, MCI = patients with mild cognitive impairment, Prob. AD = AD patients who fulfill the criteria fro probable AD by the NINCDS-ARDRA criteria. The y-axis represents the ratio of the G1 time in Rapamycin treaten lymphocyte cultures (TG1_Rapa) and the G1 time in the lymphocyte cultures without Rapamycin (TG1_Control). The top of the bars represent the mean and the error bars the standard error of the mean.
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Supplementary Fig.8 The effect of Rapamycin on cell division in lymphocytes. Comparison of patient with different ApoE genotypes 

The x-axis represents the groups defined by the ApoE4 status of the patients. 0 = Subjects with no ApoE 4 allele, 1 = patients with one ApoE 4 allele, 2 = patients with 2 ApoE 4 alleles. The y-axis represents the ratio of cell divisions in Rapamycin treated lymphocyte cultures (n’) and the number of cell divisions in the lymphocyte cultures without Rapamycin (n). The top of the bars represent the mean and the error bars the standard error of the mean.
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Supplementary Fig.9 The effect of Rapamycin on the length of the G1 time in lymphocytes. Comparison of patient with different ApoE genotypes
The x-axis represents the groups defined by the ApoE4 status of the patients. 0 = Subjects with no ApoE 4 allele, 1 = patients with one ApoE 4 allele, 2 = patients with 2 ApoE 4 alleles. The y-axis represents the ratio of the G1 time in Rapamycin treated lymphocyte cultures (TG1_Rapa) and the G1 time in the lymphocyte cultures without Rapamycin (TG1_Control). The top of the bars represent the mean and the error bars the the standard error of the mean.
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