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Immunonutrition (IN) is defined as “the use of specific nutritional substrates, called
«immunonutrients» having the ability of modulating specific mechanisms involved in
several immune and inflammatory pathways” [1]. The most studied immunonutrients
are ω-3 fatty acids, glutamine, sulfur-containing amino acids, antioxidants, arginine, and
nucleotides alone or in various combinations [2].

Their potential role in elective surgery has been well documented: the benefits have
also been supported by several very recent systematic reviews and meta-analyses, revealing
a reduced risk of complications, lower length of hospital stays, and reduced mortality [3–5].
IN has shown its efficacy also in improving clinical outcomes in acute pancreatitis [6],
critical illness [7], acute respiratory distress syndrome [8], and sepsis [9].

Moreover, recent studies analyzed the impact of oral IN on the changes in the tu-
mor microenvironment. In particular, in a prospective study, D’Ignazio et al. enrolled
24 patients affected by gastrointestinal neoplasms, which showed higher T-helper and
Cytotoxic lymphocytes, a lower number of exhausted and regulatory phenotype lympho-
cytes, M1 polarization with a lower number of CD163+ macrophages, and inhibition of the
PD-1/PD-L1 pathway [10]. The same conclusion was also obtained by Molfino et al., who
enrolled 12 patients with gastric cancer, observing a tendency to increase the number of
T-lymphocytes CD8+, CD83+, CD68+, an absence of F4/80+ cells, a positive correlation
between CD8+ and macrophages CD68+, and a significant correlation between CD68+ and
CD40+, with a global change in inflammatory patterns [11]. Moreover, recent literature
supports the hypothesis that IN supplementation can be effective in patients undergoing
chemoradiotherapy, reducing the rate of adverse reactions, especially mucositis [12]. At the
same time, the role of IN on oncological patients undergoing immunotherapies seems to be
an interesting field of research [12].

On the other hand, IN impact on premature neonates [13], pediatric food allergy [14],
atherosclerosis [15], and the elderly [16] is still under debate, and more studies are needed
to clarify its effect on those populations.

Papers that cover all the challenges and possible influences that IN can potentially
have on several clinical conditions are welcomed to the current Special Issue entitled “The
Role of Immunonutrition in Patients”, which aims to analyze and develop solutions and
support patients in different clinical settings.
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