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Supplemental Methods and References 
Patient information:  
 CNS tissues were obtained from the USC Alzheimer’s Disease Research Center (ADRC) 
Neuropathology Core (NIA AG05142)(IRB approval # 042071). Clinical information, 
including neurological examination, neuropsychological testing such as cognitive 
assessment, family history, and medications were provided by the USC ADRC Clinical 
Core (IRB approval # 002003).  The groups did not differ significantly in age or years of 
education. Medication histories indicated one IAD patient had used a selective serotonin 
uptake inhibitor. Postmortem intervals (PMIs) ranged from 2 to 9 hours (mean 5.1 hrs). 
Written informed consent was obtained from all participants for neuropsychological 
testing and for harvesting of the brain at autopsy. 
Neuropsychological Assessment: 
Each participant was tested individually by a trained psychometrist under the supervision 
of a licensed clinical neuropsychologist.  Test scores from the evaluation closest to death 
were used in these analyses. Sample size varied slightly for some outcome measures due 
to missing data. Most cognitive evaluations were performed annually and, in most cases, 
less than one year prior to death.  Two global indicators of cognitive status were used for 
clinical assessment of patients, the Clinical Dementia Rating (CDR) and the Mini Mental 
Status   Examination (MMSE). For one patient, who was not assessed within two years of 
death, the MMSE was reduced from 27 to 25.  Frontal lobe function was evaluated using 
measures of executive functioning, which included Digit Span backwards from the 
Wechsler Adult Intelligence Scale – Revised [1] and a composite measure comprised of 
items from the Mini Mental Status Exam (spell WORLD backwards) and the Short 
Blessed Test (say the months of the year in reverse order). Raw scores ranged from 0 to 7 
on both measures and were assessed with the short or long version of the California 
Verbal Learning Test – second edition. These measures were administered as part of a 
larger neuropsychological battery designed to assess multiple cognitive domains.  
Neuropathological Assessments   
For neuropathologic diagnoses, modified CERAD  [2] were used as well as the 
NIA/Reagan protocols.  This includes Aβ burden and neurofibrillary pathology (NFT) 
assessments in multiple brain areas.  For experimental studies, samples were obtained 
from the prefrontal cortex (Brodman’s areas 9 and 10).  Amyloid plaques and tangles 
were evaluated using the thioflavin-S fluoroscein  and Gallyas silver stains in formalin-
fixed, paraffin-embedded tissues taken from sites adjacent to that used for 
synaptoneurosome preparations.  Scoring was performed by independent observations of 
three neuropathologists and an arbitrary score, reflecting amyloid or NFT burden as an 
average of all three readings (0=none, 1=sparse, 3=moderate, 5=frequent), was assigned 
to each individual. Braak scores assessing disease progression [3] and last date of 
neuropsychological testing were taken into account for borderline cases.  Patients with 
Parkinson’s disease related pathology were excluded.  



3'UTR analysis (Table S5) 
 The 3'UTR CPE-element important in mRNA processing at the synapse was 
identified using UTRScan at  http://www.ba.itb.cnr.it/UTR/ [4] 
and AU-rich sequences were identified using the search tool at 
http://rc.kfshrc.edu.sa/ARED/New_ARED.htm [5].  
A further analysis, using ESPSearch  was carried out for mRNAs bearing CPE-like 
sequences using a broadened criteria since, although the consensus CPE sequence is 
UUUUUAU, it has been reported that the sequence UUUUAU is also functional [6].  To 
generate our list of putative CPE bearing mRNAs we used targets with CPE upstream 
from the polyA signal defined by a study which identified CPEs in mouse cerebellar 
synaptoneurosomal fractions [7] but  we allowed a distance of 200 base pairs between 
them as follows: TTTTTAT[5:201]AATAAA, TTTTTAT[5:201]ATTAAA, 
TTTTTAAT[5:201]AATAAA, TTTTTAAT[5:201]ATTAAA). Targets were compared 
to source cDNA sequences from genes of interest obtained  at Entrez  Nucleotide at 
http://www.ncbi.nlm.nih.gov/sites/entrez?db=nuccore&itool=toolbar  .  Putative G-
quartet motifs and Pumilio binding sequences were identified in ESPSearch [8] using the 
respective consensus sequence  DDGG[0:2]DDGG[0:2]DDGG[0:2]DDGG  [9,10]  and 
the ten nucleotide core motif [UGUA(A_C_U)AUA] [11] 
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