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Target derived neurotrophic factor theory
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Acetyl- Ala- Ala - lle - Ser - GIn —Trp — Ala— Gly — Pro - Leu

Hippocampal Cholinergic Neurostimulating Peptide (HCNP)

(Ojika K, et al., 1992, 2000) °
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in situ hybridization

(Maki M, et al.,2002)
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Aging and Alzheimer’s disease: = #iEilizil=
Lessons form the Nun study

Table 1. Cognitive Function Test Scores for Sister Mary and the Other Sisters Who Died in the Nun Study

Coghnitive test

Mini-Mental Word  Delayed
State Boston Object Verbal List Word Word Constructional
Exam Naming Naming Fluency Memory Recall Recognition Praxis
Sister Mary's actual score 27 9 8 8 10 5 8 9
Unadjusted mean in other sisters 17 7 7 8 10 3 5 6
Sister Mary's predicted score based
on the other sisters 4 2 2 1 0 0 1 2
P-value for difference between
actual and predicted score 0.01 0.05 0.05 0.09 0.09 0.03 0.02 0.02

Note: Predicted scores were adjusted for days between the exam and death, age at time of the exam, and attained education. P-value
was based on the Student test, and was a test of the hypothesis that Sister Mary’s scores were higher than those predicted based on the
scores of the 117 other sisters who died.

Table 2. Alzheimer’s Disease Lesion Counts and Brain Weight in Sister Mary and the Other Sisters Who Died in the Nun Study

Neurofibrillary Neurofibrillary  Neuritic Neuritic Diffuse Diffuse Brain
Tangles in Tanglesin  Plaquesin  Plaquesin  Plaquesin  Plaquesin  Weight
Neocortex ~ Hippocampus Neocortex Hippocampus Neocortex Hippocampus in Grams
Sister Mary's actual value 1 57 3 6 179 32 870
Unadjusted mean in other sisters 1 20 15 3 92 7 1120
Sister Mary's predicted value based
on the other sisters 14 22 10 1 55 4 1007
P-value for difference between
actual and predicted values 0.59 0.14 0.60 0.42 0.02 0.001 0.24

Note: Predicted values were adjusted for age at death and attained education. P-value was based on the Student test, and was a test of
the hypothesis that Sister Mary’s values were different from those predicted based on the values of the other sisters who died. Means were
based on 110 to 116 sisters (since lesion counts were not possible in some sisters because a brain infarction had obliterated a specific brain
region, and brain weight was unavailable for one sister).

David A. Snowdon, The Gerontologist 1997; 37(2):150-6 e



fEPSP slope (%)
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HCNPpp Tg: HCNP precursor protein transgenic mouse
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(Sato, et al., 2017 Cell Transplant)
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