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The present special issue of the Journal of Nutrition Health

and Aging is focused on the theme of “frailty and cognitive

decline”. Among its contributions (including methodological,

epidemiological, and intervention studies), it is well-evident

how difficult it is doing research (and, consequently, clinics) in

older persons. What it is clear, direct, and straigthforward in the

medicine targeting youngs and adults, becomes unfocused,

complex, and contraddictory in elders. After all, this issue is

well-known and at the basis of the difficulties in implementing

“evidence-based guidelines” to older persons. It is not aim of

the present editorial paper to discuss the nature of this problem

or its consequences, since a large body of literature is already

available on the topic (1, 2). It is sufficient to accept that

geriatric research and medicine move themselves within a

completely new field requiring different roles compared to

other disciplines. To understand why a certain condition is

related to a well-identified outcome in the adulthood,

researchers and clinicians usually focus their efforts targeting

one or few specific underlying pathophysiological pathways. In

geriatrics, this is more complex because the studied conditions

are frequently resulting from a heterogeneous combination of

multiple actors, including socio-demographic, behavioral,

biological, and enviromental factors. Furthermore, the first

issue challenging the work of researchers and clinicians in this

field is to demarcate the subtle difference between “aging” and

“disease”, an unclear threshold largely determined by

diagnostic accuracy and arbitrary decisions. 

Differently from other specialties, geriatric medicine can

also be considered as relatively recent. For instance, it is

noteworthy that researchers have started at systematically

exploring the frailty syndrome (a major condition

characterizing advanced age) only about 20 years ago, or that

the term “sarcopenia” (another relevant matter for geriatrics)

was originally coined only in the late Eighties. Consequently,

we are still at a very early phase of the comprehension of the

aging process and its related conditions, and struggle to

delineate at our best those conditions that currently appear more

promising in counteracting the disabling process. 

Frailty is one of the most relevant geriatric conditions which

has shown to be extremely suitable to serve as target for

preventive and therapeutical interventions. Nevertheless, to

date, what we all agree is only that it is a detrimental state

exposing the older person to adverse events due to an increased

vulnerability to endogenous and exogenous stressors (3). Then,

when this theorical foundation is tried to be translated into

practice, it generates a huge controversy about the most

appropriate operative definition to apply. As clearly explained

by Panza and colleagues in their review paper (4), the operative

conceptualization of frailty cannot ignore its multiple

constituing domains leading towards the need of a holistic

definition of it. Unfortunately, we do not know yet which of the

many already existing operative definitions is more suitable to

objectively summarize this complex condition into a “number”.

Independently of which it is (or will be), we need to admit that

every “clinical-friendly definition” to be adopted will likely

never be totally exhaustive. 

Interestingly but perhaps not totally surprisingly, the paper

by Drame and colleagues (5) reports an extremely poor

agreement among four different frailty assessment instruments.

Does this mean that none of the instruments is valid at

capturing frailty? Surely not. It is more likely that each of them

is measuring a partial and/or specific aspect of this multifaceted

syndrome, as suggested by the subsequent significant and

consistent results obtained by all the tools in predicting

negative events (i.e., one-year institutionalization and

mortality). Consistently, if the article by Jacobs and colleagues

(6) shows that even a fifth definition of frailty (the most

commonly used proposed by Fried and colleagues (7)) is

predictive of mortality, previous studies already reported only a

moderate correlation of this same index with other frailty

assessment tools (8). 

The multidimensionality of the frailty syndrome can be

easily appreciated in the papers by Auyeung and colleagues (9)

and Avila-Funes and colleagues (10) included in the present

issue of the Journal of Nutrition Health and Aging. In fact, from

different perspectives and using different analytical approaches,

both studies tend to support the idea that cognition and physical

function are independent domains equally contributing to the

same common pathway of the disabling process (11). This may

mean that at least these two domains should be part of the

frailty assessment. But then, what about nutrition, physical

activity, depressive symptoms, clinical conditions, socio-

economic status…?

The existence of multiple operative definitions poses the real

risk of losing specificity towards the condition of interest. It

may simply be that the “frailty status” differently identified by

each single definition is consistently associated with negative

health-related events simply because what is “bad” is

constantly compared to what is “good”. In other words, it might

not be frailty per se at inducing the profile of increased risk, but

the collection of multiple and independent risk factors. In this

context, as mentioned above, it cannot be ignored that frailty is
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today commonly considered as a syndrome. As such, all the

manifestations associated with it occur in combination, and no

single manifestation is sufficient to identify those within the

syndrome. At the same time, the multidimensional nature of the

syndrome (which is resembling at a pre-clinical level the

complexity of the geriatric patient) indeed requires a

comprehensive evaluation to be measured, and

multidimensional interventions to prevent or treat it. 

This need of simultaneously acting at different levels and on

multiple targets is implied in the rationale leading Kamphuis

and colleagues (12) at evaluating the effects of a multinutrient

drink (including omega-3 fatty acids, antioxidants, B vitamins,

and choline) on cognition. Again, should we pursue the

traditional methodology targeting one specific aspect at the

time even when evaluating complex geriatric conditions (with

the risk of obtaining false negative results simply because the

possible benefits are overwhelmed by the “catastrofic” scenario

of the geriatric patient), or more pragmatically test

combinations of interventions (with the consequent difficulties

in appreciating the specific effects of each tested component on

the final outcome)? Hopefully, such doubts will be cleared in

future when individual-tailored interventions will be developed,

for example, on the basis of systems biology (13). In the

meanwhile, a possible intermediate solution might be that

clinical trials focused on geriatric conditions may start targeting

multiple aspects of the disease (i.e., through multidomain

interventions) while being specifically guided towards the

single participant’s needs (e.g., according to a preliminary

comprehensive geriatric assessment). 

Parallely to the frailty syndrome, another “hot topic” for

geriatric research and medicine is sarcopenia (14). Sarcopenia

(in its wider significance) is commonly considered as a

hallmark of aging and a typical feature of the frailty syndrome.

These two conditions are not only closely related each other,

but also share similar methodological issues (15, 16). In fact,

whereas both characterize the aging process and have

multifactorial etiology, they also currently lack of unique

standardized and objective definitions. For example, while

Bautmans and colleagues (17) are more interested at evaluating

qualitative measures of sarcopenia, Wirth and colleagues are

specifically focused on quantitative parameters of body

composition (18). In a third paper included in this issue, Canon

and Crimmins (19) define sarcopenia (or “muscle quality”) on

the basis of a ratio between muscle strength and mass (thus,

simultaneously capturing both the dimensions of the sarcopenia

phenomenon). Although completely different among them, all

these approaches may yet be considered legitimate to explore

the common theme of sarcopenia. In fact, they still provide

useful and needed insights on different operative and theoretical

aspects of sarcopenia which are crucial in this preliminary

phase of research. The study of this condition (or “syndrome”

for many (20)) is too promising to be slowed-down by

methodological doubts. The adoption of scientifically-sound

devices aimed at capturing the inner nature of the studied

syndrome and, at the same time, assessing a range of its

constituing aspects may well and adequately support the

propedeutical scientific acquisitions towards future more

accurate definitions. When Phase III trials on sarcopenia (or

frailty, too) will start being developed in the next future, more

rigorous criteria (released as consensual statements by

international working groups/task forces and based on the

evidence accumulated over these years) will then be required. 

In conclusion, we all well-know that a “clear” clinical

condition as described in the medicine textbooks will be hardly

found in the geriatric patient, because there will be always

another (or, more easily, several others) factor(s) influencing

the health status and the final outcomes. After all, this is what

distinguishes an “old” from a “geriatric” patient. The

contraddictions and uncertainties raised by the initial

explorations of the major geriatric syndromes (such as frailty

and sarcopenia) performed in these last years will provide the

basis on which building up consensual statements and

guidelines in the very next future. 
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