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Conducting a large, multicenter, prospective, randomized clin-
ical trial poses a number of challenges. In particular, the successful
completion of the trial is based on devising a protocol which could
yield to clinically relevant answers yet no becoming so complex
and sophisticated to prevent centers' participation and patients'
enrollment. Consequently, the methodology of any trial reflects
the clinical questions it tries to address.

The primary goal of the NOURISH study was to assess whether
nutritional supplementation of malnourished, older, hospitalized
patients led to improved clinical outcome [1]. Considering the
large sample targeted, the authors assessed the presence of
malnutrition using a robust and largely used nutritional assess-
ment tool, SGA. It is agreed, as Sengul Aycicek et al. commented
[2], that using imaging technique or measuring specific proteins'
levels could have led to a more precise identification of the type
of existing malnutrition. However, the focus of the trial is not if
and how malnutrition improves following supplementation.
Also, a complex procedure to assess nutritional status could
have introduced interpretation biases, since circulating protein
levels are influenced by the acute phase response, and patients
enrolled were suffering of acute diseases, like pneumonia, or ex-
acerbations of chronic diseases, like chronic obstructive pulmo-
nary disease [1].

Sengul Aycicek et al. raises an important issue, i.e., whether the
results obtained could have been at least in part secondary to a dif-
ference in physical activity levels between treated and placebo
groups. A careful analysis of the manuscript reveals that no differ-
ence was observed between groups as far as a the Activities of Daily
Living are considered [1]. Therefore, it is unlikely, although not
certain, that physical activity levels in both groups were compara-
ble throughout the study period. It is agreed that structured phys-
ical activity is key to enhance the anabolic properties of nutritional
supplementation [3]. However, increased anabolic activity has been
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also demonstrated after nutritional supplementation during bed-
rest [4].

There is no perfect methodology for clinical trials, and studies
could have been always done better. In fact, one of the most exciting
aspects of clinical research is not only to inform clinical practice, but
to allow to repeat, confirm and go beyond the current knowledge.
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