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What Is the Life Expectancy in Frontotemporal
Lobar Degeneration?
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Frontotemporal lobar degeneration (FTLD) features ingraves-
cent disintegration of temperament, judgment, conduct and com-
munication. Impulsions, compulsions, apathy, hyperactivity,
disinhibition, indifference, overeating, coarse manners and im-
paired awareness are typical features of the behavioral phenotype
(bvFTD), whereas the aphasia phenotypes — progressive non-flu-
ent aphasia (PNFA) and semantic dementia - are mainly charac-
terized by progressive speech dysfluency and word agnosia. FTLD
is classified on neuropathological grounds into tau, TDP43 or
FUS proteinopathies.

The natural history of FTLD is still being characterized. Co-
hort recruitment is difficult since FTLD is relatively uncommon
and phenotypically heterogeneous, so most descriptions derive
from specialist clinic cohorts. Generally, FTLD natural history
studies have been of two kinds: those aiming to describe the evo-
lution of morbidity and disability, and others measuring correla-
tions and milestones. Life expectancy, or survival, is a particu-
larly pertinent milestone for practice and research, hence the in-
terest in its measurement and correlates. Early survival analyses
showed median survival from diagnosis of FTLD to be 7-13 years
in clinic cohorts [1-6] and 6-8 years in neuropathology series
[7, 8]. Generally, the FTLD phenotypes — behavioral, non-fluent
aphasia and semantic dementia - show comparable survival
times, as do corticobasal degeneration and progressive supranu-
clear palsy [9]. On the other hand, median survival is considerably
shorter (3 years) in FTLD cases with concomitant motor neuron
disease, although a subset survive for up to 5 years [10].

A recent study by Nunnemann et al. [11] adds to the now sub-
stantial body of research on life expectancy in FTLD. They mea-
sured survival in the behavioral and the aphasia phenotypes, as-
certained the causes of death, and analyzed whether age at onset,
sex, years of education and cognitive status at diagnosis (based on
MMSE and CDR scores) were associated with survival. The sam-
ple consisted of 124 consecutive clinic referrals that were observed
for (an average) 5 years after the diagnostic evaluation. Seven of
the 52 subjects who were deceased had a neuropathological ex-
amination, which confirmed the FTLD diagnosis in each case.
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The study showed median survival from onset in this clinical
sample of FTLD cases to be 11.8 years, i.e. 10.5 years in bvFTD and
12.6 years in PNFA. Survival was not associated with age at onset,
sex, number of years of education, or MMSE and CDR scores at
diagnosis. The principal causes of death, which were ascertained
in structured interviews of relatives, were pneumonia, choking on
food, cardiovascular failure, cachexia and cancers. Sudden deaths
and accidental deaths were not infrequent.

This study was hindered in its scope and depth by limited size
of sample and duration of follow-up (which precluded estimation
of survival in semantic dementia), and narrow selection of vari-
ables for correlation with survival. Still the findings hold value.
On the basis of this study, and others that have preceded it, it is
now possible to assert that life expectancy in FTLD ranges from
7 to 13 years from onset in cases that do not have motor neuron
disease, and may be shorter in bvFTD than in PNFA and seman-
tic dementia. It would appear then that survival in FTLD is com-
parable in many cases to that in Alzheimer’s disease. This work
also buttresses earlier observations [3, 12] that survival is not as-
sociated with the demographic characteristics of FTLD subjects,
their age at illness onset, or the severity of the dementia at the
time of diagnosis, and shows again that the main causes of death
in FTLD are respiratory and cardiovascular disorders, and ca-
chexia.

The stage has now become set for analyses of FTLD survival
that measure correlations with clinical characteristics, such as
mutism, dysphagia, falls, parkinsonism, and co-incident condi-
tions (for example, diabetes mellitus), since there are indications
in earlier work that certain clinical features may be pertinent [4,
8, 13]. By taking us in such directions, future research will even-
tually specify the parameters for estimations of FTLD life expec-
tancy in individuals, in addition to providing, it is hoped, new
treatment opportunities.
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