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Changes in circulating concentrations of free thyroxine

(FT4), free triiodothyronine (FT3) and thyrotropin (TSH)

participate in the overall readjustment of the hormonal

status that occur with aging [1, 2]. While this phenomenon

may be considered a characteristic of the aging processes,

there is no doubt that well-defined thyroid dysfunctions,

especially of subclinical type, are more frequently observed

in aging individuals compared to young-adult subjects.

This scenario may represent an important point in order to

correctly assess elderly subjects in relation to their thyroid

status.

In this issue of Endocrine, e Silva et al. [3] evaluated the

prevalence of thyroid dysfunction in elderly subjects

attending an outpatient clinic and assessed whether sub-

clinical hypothyroidism (SHypo) affected functional status,

which was evaluated by the well-known scores for activi-

ties of daily living (ADLs) and instrumental activities of

daily living (IADLs), cognitive performance or depressive

symptoms. Cognitive impairment or depressive symptoms

did not differ among thyroid status groups, regardless of

age. However, regarding the functional status, the authors

found that while SHypo did not reduce performance in

either ADLs or IADLs in elderly subjects as a whole, it was

an independent protective factor against dependence in

ADLs and IADLs in subjects aged 85 years or older. The

conclusion of this study is that serum TSH above the ref-

erence may be associated with better functional status in

subjects aged 85 years or older.

The relationship between functional capacity and thy-

roid status is a matter of debate. For example, in a recent

report, Virgini et al. [4] reported no substantial differences

in functional capacity between either SHypo or subclinical

hyperthyroidism (SHyper) and euthyroidism in elderly

subjects, although in their study the age of the subjects was

lower than that reported in the study by e Silva et al.

However, the critical evaluation of the results reported by e

Silva et al. [3] must take into account that the number of

subjects in this study was quite low (i.e., 43 SHypo subjects

were compared with 235 euthyroid subjects), although this

is a characteristic shared by many studies which have dealt

with aging and thyroid dysfunctions. Another point to be

underlined is represented by the fact that in the study by e

Silva et al. circulating TSH levels which defined Shypo

were modestly elevated (i.e., 5.5 ± 1.2 [Mean ± SD]

mIU/L). Although the levels of circulating TSH is not

always reported in the literature when defining groups of

subjects affected by SHypo, this point may be of impor-

tance. For example Rodondi et al. [5], in a cohort of elderly

subjects affected by SHypo, demonstrated that, compared

with euthyroid participants, congestive heart failure events

occurred more frequently among those with a TSH level of

7.0 mIU/L or greater but not among those with TSH levels

between 4.5–6.9 mIU/L.

Therefore, questions could be raise on whether the

protective effects of SHypo on functional activities,

claimed by e Silva et al., would be still observed in SHypo

subject with circulating TSH concentrations higher than

those reported in their subjects.

Nevertheless, the point raised by the authors underline

an important question. Is there the possibility that, in the

oldest-old, the clinical relevance of SHypo has to be con-

sidered in a different way in comparison with young-adult

or middle-aged subjects? This concept has been already
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hypothesized by literature reports. For example, in an

extensive review by Biondi and Cooper [6] it was under-

lined that, according to epidemiological studies, the risk of

coronary heart disease is increased in young and middle-

aged patients, but not in elderly patients, with SHypo and

that SHypo appeared to exert a protective cardiovascular

effect in patients older than 85 years. In line with these

observations, more recent reports have demonstrated that

the negative impact of SHypo on cardiovascular risk,

which is recognized in young adults, is less evident in

elderly subjects aged 85 years or older [7].

All these reports would suggest that the management of

elderly SHypo patients should be age-dependent. In mod-

erately old patients it could be similar to that followed for

adults, probably including the possibility of treatment

options, whereas the oldest-old could be managed, in most

cases, with a wait-and-see strategy before hormonal

treatment.

The perspective could be different for aging patients

affected by SHyper, a thyroid dysfunction which may reach

an important prevalence in iodine-deficient areas [8].

Although with some contrasting reports, literature data

have demonstrated that SHyper may be associated with

several negative clinical outcomes, including abnormalities

of the cardiovascular system, bone metabolism, blood

coagulation, cognition, and increased mortality [9].

It is particularly important to consider that the presence

of signs and symptoms of hyperthyroidism are often

masked in the elderly even in patients with severe overt

disease: this phenomenon, together with the fact that the

clinical consequences of SHyper are potentially more sig-

nificant in the elderly compared with younger subjects [6],

must be taken into account when evaluating elderly

individuals.

Treatment of SHyper is still a matter of debate, since no

controlled intervention studies to provide evidences of

benefits have been performed. However, with this limita-

tion being recognized, the guidelines on the treatment of

thyrotoxicosis, released by the American Thyroid Associ-

ation in conjunction with the American Association of

Clinical Endocrinologists, in 2011 [10], report that treat-

ment of SHyper should be considered in all individuals

aged 65 years or older in whom TSH is persistently \0.1

mIU/L.

Therefore, both diagnosis and treatment of subclinical

thyroid dysfunctions represent a clinical challenge in

elderly subjects and differences between observational

studies in number of subjects, levels of circulating TSH,

age of the subjects, iodine content of the geographic area,

and genetic of populations have to be taken into account

when evaluating results. Although more defined conclu-

sions about the need of treatment of elderly-associated

thyroid dysfunctions could only derive from sufficiently

large, long-term, randomized controlled trials, accurate

examination of elderly patients with suspicion of thyroid

dysfunction, including the complete evaluation of the

clinical context, is mandatory in order to individualize the

appropriate clinical management.
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