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Abstract

Mood disorders, such as depression and anxiety, represent a
significant global burden and are associated with high rates of
nonresponse to conventional pharmacological treatments. In this
context, the gut—microbiota—brain axis has emerged as a new
pathophysiological paradigm, in which intestinal dysbiosis, reduced
short-chain fatty acid production, and increased intestinal
permeability promote the translocation of proinflammatory
mediators, triggering neuroinflammation and oxidative stress. The
objective of this systematic review was to analyze the scientific
evidence on the co-intervention of psychobiotics and physical
exercise as an integrative therapeutic strategy for depression and
anxiety. A systematic review was conducted in accordance with the
PRISMA 2020 statement, through a search of literature published
between 2019 and 2025 in databases such as PubMed, Elsevier,
JAMA Network, BMJ Group, SciELO, and BMC Psychiatry. Meta-
analyses and experimental studies evaluating the therapeutic synergy
of specific probiotics and physical exercise were included, and a
narrative synthesis and methodological quality assessment were
petformed. The results demonstrated that specific psychobiotic
strains, such as Lactobacillus gasseri and Bifidobacterium longum,
in combination with physical exercise, significantly reduce
depressive and anxiety symptoms by modulating systemic
inflammation, promoting the release of neurotrophic factors, and
enhancing neuronal resilience. Overall, the evidence supports the
gut—microbiota—brain axis as a central regulator of mood disorders
and endorses this co-intervention as a promising and integrative
therapeutic strategy.
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Resumen

Los trastornos del estado de animo, como la depresién y la ansiedad,
representan una carga global significativa y se asocian con altas tasas
de no respuesta a los tratamientos farmacoldgicos convencionales.
En este contexto, el eje microbiota-intestino-cerebro ha emergido
como un nuevo paradigma fisiopatolégico, en el que la disbiosis
intestinal, la reduccion de acidos grasos de cadena corta y el aumento
de la permeabilidad intestinal favorecen la translocaciéon de
mediadores proinflamatorios, desencadenando neuroinflamacién y
estrés oxidativo. El objetivo de esta revisién sistematica fue analizar
la evidencia cientifica sobre la co-intervencién de psicobiéticos y
ejercicio fisico como estrategia terapéutica integral para la depresion
y la ansiedad. Se realiz6 una revisién sistematica conforme a la
declaracion PRISMA 2020, mediante la busqueda de literatura
publicada entre 2019 y 2025 en bases de datos como PubMed,
Elsevier, JAMA Network, BM] Group, SciELO y BMC Psychiatry.
Se incluyeron metaanalisis y estudios experimentales que evaluaron
la sinergia terapéutica de probidticos especificos y ejercicio fisico,
realizindose una sintesis narrativa y una valoracién de la calidad
metodolégica. Los resultados demostraron que cepas psicobiéticas
especificas, como Lactobacillus gasseri y Bifidobacterium longum,
en combinacién con ejercicio fisico, reducen de manera significativa
los sintomas depresivos y ansiosos, al modular la inflamacion
sistémica, favorecer la liberacién de factores neurotréficos y mejorar
la resiliencia neuronal. En conjunto, la evidencia valida al eje
microbiota-intestino-cerebro como un regulador central de los
trastornos del dnimo y respalda esta co-intervenciéon como una
estrategia terapéutica prometedora e integradora.
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