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Predicting conversion to mild

cognitive impairment

Some error is the price of much truth

AL

Most individuals sustain healthy cognitive perfor-
mance for a large portion of their life span. A smaller
proportion progresses to mild cognitive impairment
(MCI). Aside from its impact on quality of life, con-
version to MCI is a risk factor for progression to
dementia.

Amnestic MCI (aMCI) is a subtype of MCI
where memory deficits, particularly memory for spe-
cific past events involving the self (episodic memory),
are an early and predominant indicator of impending
or existing MCI. A report from the Oxford Study to
Investigate Memory and Ageing (OPTIMA) in this
issue of Neurology® indicates that verbal expression
(expressive language) and learning deficits predict
aMCIL.' The language deficit finding is consistent
with previous work with dementia as the major out-
come.? With regard to the finding for learning defi-
cit, it is important to note that learning and memory
are inherently inseparable constructs when measured
with clinical tests.

Survival analysis was used to predict time to pro-
gression to aMCI. Careful analyses demonstrate a
high degree of agreement between results obtained
using 3 different approaches to predicting conver-
sion, and the article also presents important detailed
data on probability of conversion beginning at age 70
years.

A cohort of 241 cognitively intact elderly volun-
teers was followed for up to 20 years with assessments
of cognitive abilities using the Cambridge Examina-
tion for Disorders for the Elderly, which includes the
Cambridge Cognitive Examination (CAMCOG).?
Ninety-one of the participants converted to aMCI.
Language expression and learning were consistent
predictors of time to conversion at the 0- to 2-year
interval, with age entering consistently at prediction
intervals beyond 6 years from baseline. Time to con-

version to aMCI was 15% shorter for each point

lower on learning scores and 17% shorter for each
point lower on expressive language scores.

This is a highly performing sample (scores on lan-
guage expression and learning/memory were =19
and 14 of possible 21 and 17 points, respectively),
with 80% of the healthy controls drawn from the 2
highest social classes (British ranking system). Lan-
guage expression may not be as important a predictor
of aMCI in a more diverse sample where the range of
cognitive test scores is less restricted. This study lim-
itation does not detract from the importance of its
findings. Intellectually advantaged individuals are
not spared the indignities of MCI.

Several research questions come to mind. 1)
Would expressive language ability remain a predictor
of conversion to MCI in a study where there was a
greater burden of vascular risk factors? Vascular cog-
nitive impairment often involves multiple deficits in
cognition; language expression and memory may not
be predominant among them.* 2) Would the same
results be obtained if criteria for subject selection
were more independent of the predictors of conver-
sion to MCI? Predictors of MCI depend on how
MCI is defined.” In the OPTIMA study, learning is
both a predictor of conversion and a criterion for
subject selection. 3) Which time-varying covariates
further predict conversion beyond the baseline pre-
dictors of the OPTIMA study? Cognition and car-
diovascular disease (CVD) risk factors are not static.
Probabilities of conversion to MCI will almost cer-
tainly depend on initial levels of performance. Lower
scoring individuals have less reserve capacity to buffer
risk factors that are themselves changing over time.
Work in this area could be further advanced through
statistical consideration of covariate data from each
observational period, especially time-varying cardio-
vascular risk factors.® In the OPTIMA study, none of
the traditional CVD risk factors, other than age and
APOE e4 at some specific follow-up periods,

e-Pub ahead of print on September 30, 2009, at www.neurology.org.

From the Department of Psychology and Graduate School of Biomedical Sciences (M.F.E.), University of Maine, Orono, ME; and Department of

Public Health (A.D.), Temple University, Philadelphia, PA.

Preparation of this editorial was supported by grants IR01-HL67358 and 1R01-HL081290 from the National Heart, Lung, and Blood Institute and
1P01-AG17553 from the National Institute on Aging, NIH. The opinions and conclusions reached are not approved by the NTH.

Disclosure: Author disclosures are provided at the end of the editorial.

Copyright © 2009 by AAN Enterprises, Inc.

Copyright © by AAN Enterprises, Inc. Unauthorized reproduction of this article is prohibited.



emerged consistently as predictors of MCI. Diabetes
mellitus, a strong predictor of MCL® was not in-
cluded in the OPTIMA regression models, but hy-
pertension and plasma homocysteine were. Two
recent studies from the OPTIMA group indicate that
blood pressure and homocysteine are predictors of
dementia.”® Risk factors for CVD might have
emerged as significant predictors of MCI as time-
varying covariates, or had they not been competing
with cognitive variables.

Final considerations relate to measurement. Clin-
ical tests are not pure measures of the abilities (cogni-
tive constructs) they purport to measure.” As noted
previously, the CAMCOG learning test is dependent
on memory. Factor analysis can help to identify rela-
tively independent cognitive constructs measured by
a test battery. Earlier factor analysis of CAMCOG
identified a language expression factor and memory
factors, but no learning factor.? Consequently, pend-
ing factor analyses establishing otherwise, we suggest
that learning dependent on memory was the second
major predictor of conversion to aMCI in OPTIMA.
This has important implications for early diagnosis
of aMCI and should be explored in future studies
using multiple indices of learning varying with re-
spect to demands on memory.

In all scientific undertakings, “some error is the price
of much truth.”® Prediction of MCI is an imprecise
science. Within these constraints, the OPTIMA study
provides impressive evidence for the role of expressive
language in conversion to aMClI and encourages further
work on the precise role of memory in the context of
learning,
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