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Multimorbidity, the co-existence of multiple chronic diseases in the same individual,
is not only extremely common in older persons but is also strongly associated with several
poor health outcomes [1,2]. Persons affected by multimorbidity are characterized by high
levels of complexity and heterogeneity. Decreased physical and cognitive function, frailty,
reduced quality of life, unspecific signs and symptoms, and increased risk of drug-related
problems are only some of the features that contribute to the challenges linked to the clinical
management of multimorbid patients [3–6]. Furthermore, evidence-based guidelines and
effective models for integrated care targeting multimorbid patients are still lacking.

This Special Issue published in the Journal of Clinical Medicine aimed to collect high-
quality studies that represent the most recent advancements in multimorbidity research.
More specifically, two studies here focused on polypharmacy. Using electronic health
record data from more than 900,000 multimorbid patients aged 65+ years, Troncoso-
Mariño et al. [7] showed a significant increase in the proportion of medication-related
problems with increasing levels of polypharmacy, and an independent association between
such problems and mortality over four years of follow up. On the other side, Bosch-Lenders
and colleagues [8] conducted a randomized controlled trial involving almost 800 partic-
ipants prescribed with more than 5 chronic medications to investigate the impact of a
stepwise medication review by general practitioners. They found that, compared with
usual care, the intervention resulted in a higher proportion of stopped medications and a
reduced number of doses, as well as better mental health outcomes.

Another two studies targeted the well-known relationship between multimorbidity
and poor health outcomes from new perspectives, employing innovative statistical tech-
niques. Akugizibwe and colleagues [9] showed that different patterns of multimorbidity,
obtained using an advanced clustering technique, were strongly associated with being
acutely hospitalized over a five-year follow-up. Subjects within the cardiovascular diseases,
anemia, and dementia pattern were the ones exhibiting the highest risk. Furthermore, Vin-
jerui et al. [10] explored the way occupational position modifies the association between
multimorbidity and mortality using data from more than 30,000 Norwegian adults. In-
terestingly, compared to women, men had a significantly higher risk of dying when both
multimorbidity and low socio-economic position were present.

Three studies focused on patient-centered care. Based on data from more than 4750 per-
sons, Ricci-Cabello et al. [11] investigated the association between self-reported safety out-
comes and multimorbidity. Remarkably, this relationship seems to be profoundly modified
by sex, leading to new and interesting research questions. The mixed methods systematic
review by González-González and colleagues [12] synthesized the results of 22 studies
evaluating early clarification of end-of-life care preferences in persons with multimorbidity.
They found high levels of heterogeneity and a significant impact of hypothetical health
status on patients’ decisions. Garg and colleagues [13] summarized novel strategies to
conduct research on multiple chronic conditions in order to develop care pathways and
interventions able to benefit persons affected by multimorbidity.
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Lastly, in their study entitled “AI and Big Data in healthcare: towards a more comprehensive
research framework for multimorbidity”, Majnarić and colleagues [14] underlined the need
to integrate electronic health data, clinical workflows and national/international research
infrastructures in order to exploit novel methodologies supported by artificial intelligence,
and to deliver effective care to persons affected by multimorbidity.

In conclusion, the article collection included in this Special Issue of the Journal of
Clinical Medicine shows how novel methodologies and comprehensive and longitudinal
datasets can be exploited to investigate the complexity underlying multimorbidity, opening
new fascinating research avenues and highlighting, once again, the pivotal role of patient-
centered and personalized care in the management of persons affected by multimorbidity.
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