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RATIONALE

Insomnia, recognized as the foremost sleep disorder for clinical consultations™?,
affects 14% of population in Spain3. However, on a global scale, epidemiological
studies estimate that 6-10% of the general population suffers from chronic
Insomnia%-.

This condition associates with both physical and psychiatric morbidity'¢, and
affects Health-Related Quality of Life (HRQolL)’. Furthermore insomnia
represents a predisposing risk factor for the onset or exacerbation of conditions
including cardiometabolic disorders and psychiatric disorders.

However, despite its impact, insomnia is often an underrecognized disorders.
Raising awareness and understanding of its relationship with other high-impact
diseases, as defined as by the Ministry of Health based on the significant
volumen of consultations they generat in heatlhcare®9, is crucial for enhanced
management'’,

OBJECTIVE

We aim to describe the current burden of insomnia, exploring its relevance in
relation to other high-impact pathologies.

METHODS

A systematic literature review was conducted in Pubmed/Medline to identify
studies examining insomnia’s association or burden with other high-impact
pathologies (COVID-19, cancer survivors, cardiometabolic diseases,
neurodegenerative diseases, and mental illness). Observational studies, reviews,
and meta-analyses evaluating insomnia using established diagnostic criteria,
conducted in Europe, United States and Canada, and published in
Spanish/English between 2017-2023 were included. Clinical trials, opinion
articles, letters to the editor, conference proceedings, and studies focused on
specific populations and/or lacking established insomnia diagnostic criteria were
excluded. The Oxford Center for Evidence-Based Medicine levels of evidence
were employed to assess the evidence level and quality of the studies reviewed.

RESULTS

Of the total 604 studies identified, sixteen publications were finally included
(Figure 1). These publications comprised observational studies (81.0%), narrative
reviews (13.0%) and systematic reviews (6.0%) (Figure 2). The evidence levels for
these included studies were as follows: 1b (38.0%), 2a (13.0%), 2b (3.0%), 3a
(6.0%), and 3b (6.0%). The definition of insomnia and/or chronic insomnia used in
the articles reviewed shows heterogeneity. Therefore, hereafter, the term
‘insomnia’ will be used in any case. Among the selected studies examining
insomnia's association or burden with other high-impact pathologies, 56.2%
focused on cardiometabolic diseases (heart failure [HF] and cardiovascular
disease [CVD], arterial hypertension [AHT], coronary heart disease [CHD], type 2
diabetes [DM2], and metabolic syndrome [MS]) 12.5% addressed COVID-19,
12.5% mental illness (anxiety and depression), 12.5% cancer survivors and, 6.2%
neurodegenerative diseases, particularly Alzheimer’s disease. The majority of the
studies were conducted in Europe (43.8%) and the United States (43.8%).

Figure 1. Selected studies in accordance with the PRISMA recommendations
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Figure 2. Characteristics of the selected studies
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Nine studies assessed insomnia's relationship to cardiometabolic diseases’220 showing that insomnia is a risk factor for
the development of HF and CVD. Patients with insomnia have a higher risk of experiencing incident CVD compared to
those without insomnia (HR:1.29, 95% Cl:1.00-1.66)'4. Further, exists a bidirectional relationship between insomnia and
AHT. On one hand, patients with AHT have a higher prevalence of insomnia compared to those without AHT (14.9% vs.
12.8%; OR:1.07, 95% Cl:1.01-1.13)%>. On the other hand, insomnia patients have a 21.0% increased risk of developing
hypertension compared to those without insomnia (HR=1.21, 95% Cl:1.01-1.76, p=0.040)'>. Additionally, insomnia is a risk
Factor of CHD, with insomnia patients showing a 68.0% increased risk of experiencing a myocardial infarction (HR= 1.68,
95% Cl:1.31-2.16, p<0.001) and an 85.0% increased risk of stroke (HR=1.85, 95% Cl:1.62-2.12, p<0.001)'3. Insomnia also
increases the risk of MS, with patients with insomnia experiencing approximately twice the risk compared to those
without insomnia (OR:1.97, 95% Cl:1.00-3.86, p=0.041)20. Furthermore, there’s a bidirectional association between DM?2
and insomnia. The prevalence of DM2 among individuals with insomnia stands at 21.1%'°, and it is a contributing factor
to the development of insomnia (OR: 1.83, 95% Cl:1.17-2.87, p= 0.009)"8,

Insomnia's relationship with COVID-19 pandemic was evaluated in two studies?'22, The prevalence of insomnia in the
general population increased from 16.8% before the onset of the COVID-19 pandemic in 2018 to 19.0% in 2020, during
the pandemic?2. Moreover, sleep quality, as measured by the Pittsburgh Sleep Quality Index (PSQI) worsened significantly
(mean [SD — Standard Deviation]: 5.5 [0.1] in 2018 vs. 6.0 [0.1] in 2020; p=0.001). However, insomnia severity, assessed
using the Insomnia Severity Index (ISI), decreased (mean [SD]: 6.7 [0.2] in 2018 vs. 6.3 [0.2] in 2020; p=0.029)22. This
decrease may be attributed to the fact that the new cases of insomnia were generally mild, resulting in a reduction in the
mean ISI score??.

Insomnia has a bidirectional relationship with anxiety. Thus, patients with insomnia had significantly higher anxiety levels
compared to those who rarely or never exhibit insomnia symptoms (mean [SD]: 2.5 [2.4] vs. 5.5 [3.7]; p<0.001)23, and
anxiety symptoms were established determinants of insomnia (OR: 5.61; Cl 95%: 3.37-9.35; p<0.001)8.

Insomnia's burden in cancer survivors was evaluated in two studies?*2>, revealing an estimated prevalence of 17.4%?2%%. Among
patients receiving cancer treatment, 49.4% experience insomnia, with 12.8% having moderate-to-severe insomnia (ISI>14)2>.
These percentages remain similar one year after starting treatment (47.2% and 13.6%, respectively)?>. Notably, insomnia is
related to worse neurocognitive performance in cancer survivors, as evidenced by significant (p<0.050) declines in various
cognitive domains, including verbal reasoning (&': b=-0.34; @: b=-0.57), long-term memory (J: b=-0.60; @: b=-0.36, sustained
attention (&: b=-0.85; @:b=-0,42), and cognitive flexibility (d: b=-0.70; @ : b=-0.40)24.

Finally, only one study assessed the relationship between insomnia and Alzheimer's disease (AD)26. Among newly
diagnosed AD patients, 14.6% exhibited symptoms of insomnia or required medication for its management. Notably,
individuals with both AD and insomnia showed a higher prevalence of comorbidities such as depression, hyperlipidemia,
hypertension, resulting in increased healthcare resource utilization. Therefore, the cost associated with the management
of patients with AD and insomnia, compared to those without insomnia, was $37,356 [SD $70, 089] vs. $27,990
[SD $57,179] (p<0.001), representing an additional cost of $10,000 (2018 US dollars)2¢ (Figure 3).

Figure 3. All-cause healthcare costs per person/year in AD patients?2®
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CONCLUSIONS

Insomnia is associated with several high-impact diseases including COVID-19, cardiometabolic diseases (such as heart
failure, cardiovascular disease, hypertension, coronary artery disease, type 2 diabetes, and metabolic syndrome), cancer
survivors, neurodegenerative diseases (e.g., Alzheimer’'s disease), and mental health disorders (e.g., anxiety and
depression). Early identification and optimal management of insomnia symptoms are crucial fFor prevention.
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