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Prospective and retrospective studies of mild cognitive impairment (MCI): neuropathology of MCI

equivalent and critical path for MCI in memory clinic
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Abstract

Mild cognitive impairment (MCI) is defined as the intermediate state between normal
cognition and dementia. MCI has been highlighted as the main target for preventive scheme against
cognitive decline in the elderly. However, there are very few studies about neuropathological
background of this state. Moreover, many of these studies only reported amnestic MCI as substrate of
early Alzheimer disease (AD).

We screened a large number of serial autopsy cases registered in Tokyo Metropolitan Brain
Bank for Aging Research, which represented elderly cohorts from Tokyo urban area. The cases
equivalent to MCI were retrospectively selected by two professional neurologists. These cases
presented with early changes of Alzheimer disease, senile tauopathy (argyrophilic grain disease,
nuerofibrillary-tangle predominant disease), dementia with Lewy bodies, as well as vascular dementia.

Based upon the results from the retrospective study, we have established the following critical
path. A, Diagnosis. 1. The initial screening: 1.1. The presence of memory impairment, confirmed by .
the caregivers. 1.2. Mini-Mental State Examination (MMSE) for global screening of cognition. 1.3.
Full neurological examination. 1.4. Cranial CT scan to rule out chronic subdural hematoma. 2. The
detailed examination: 2.1. Volumetric MRI (voxel-based morphometry). 2.2. Statistical SPECT (eZis or
SPSS). 2.3. Rivermead Behavioral Memory Test (RBMT). 3. Advanced study with informed consent:
3.1. Biomarker of cerebrospinal fluid (tau, phosphorylated tau, Abeta). 3.2. apoE phenotyping. 3.3.
FDG-PET study. B. Intervention: 1. Administration of anti-choline esterase. 2. Rehabilitation to
enhance the patients’ artistic skills.

About 200 cases have been recruited to the prospective studies. They include the similar



cases elucidated by the retrospective study. Further prospective studies are now on going.
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