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ABSTRACT
Dementia with Lewy bodies (DLB) is a progressive neurodegenerative disease characterized by the pathological accumulation of α-synuclein in the central nervous system and represents the second most prevalent cause of neurodegenerative dementia after Alzheimer’s disease (GALVIN, 2024; PRASAD et al., 2023). Clinically, it is manifested by cognitive fluctuations, recurrent visual hallucinations, spontaneous parkinsonism, and a high prevalence of sleep disorders, in addition to marked sensitivity to neuroleptics (WALKER; ZACCAI; QIZILBASH, 2015; ELDER et al., 2022). This study aimed to review the current evidence on the clinical and pharmacological management of DLB. This is a narrative literature review based on articles indexed in the PubMed database. The findings indicate that diagnosis is predominantly clinical, supported by biomarkers, and that treatment is essentially symptomatic, with emphasis on acetylcholinesterase inhibitors and multidisciplinary non-pharmacological interventions, which are fundamental to reducing iatrogenesis and improving quality of life (ALTY; LARNER, 2020; PARMERA et al., 2022).
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RESUMO 
A Demência por Corpos de Lewy (DCL) é uma doença neurodegenerativa progressiva caracterizada pelo acúmulo patológico de α-sinucleína no sistema nervoso central, sendo a segunda causa mais prevalente de demência neurodegenerativa após a doença de Alzheimer (GALVIN, 2024; PRASAD et al., 2023). Clinicamente, manifesta-se por flutuações cognitivas, alucinações visuais recorrentes, parkinsonismo espontâneo e alta prevalência de distúrbios do sono, além de sensibilidade acentuada a neurolépticos (WALKER; ZACCAI; QIZILBASH, 2015; ELDER et al., 2022). Este estudo teve como objetivo revisar as evidências atuais sobre o manejo clínico e farmacológico da DCL. Trata-se de uma revisão bibliográfica narrativa realizada a partir de artigos indexados na base PubMed. Os achados indicam que o diagnóstico é predominantemente clínico, auxiliado por biomarcadores, e que o tratamento é essencialmente sintomático, com destaque para os inibidores da acetilcolinesterase e intervenções não farmacológicas multidisciplinares, fundamentais para reduzir iatrogenias e melhorar a qualidade de vida (ALTY; LARNER, 2020; PARMERA et al., 2022).
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RESUMEN
La demencia con cuerpos de Lewy (DCL) es una enfermedad neurodegenerativa progresiva caracterizada por la acumulación patológica de α-sinucleína en el sistema nervioso central, y constituye la segunda causa más prevalente de demencia neurodegenerativa después de la enfermedad de Alzheimer (GALVIN, 2024; PRASAD et al., 2023). Clínicamente, se manifiesta por fluctuaciones cognitivas, alucinaciones visuales recurrentes, parkinsonismo espontáneo y una alta prevalencia de trastornos del sueño, además de una marcada sensibilidad a los neurolépticos (WALKER; ZACCAI; QIZILBASH, 2015; ELDER et al., 2022). Este estudio tuvo como objetivo revisar la evidencia actual sobre el manejo clínico y farmacológico de la DCL. Se trata de una revisión bibliográfica narrativa basada en artículos indexados en la base de datos PubMed. Los hallazgos indican que el diagnóstico es predominantemente clínico, apoyado por biomarcadores, y que el tratamiento es esencialmente sintomático, con énfasis en los inhibidores de la acetilcolinesterasa y en las intervenciones no farmacológicas multidisciplinarias, fundamentales para reducir la iatrogenia y mejorar la calidad de vida (ALTY; LARNER, 2020; PARMERA et al., 2022).
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1 INTRODUCTION 
Lewy Body Dementia (DLB) is an umbrella term that encompasses two closely related clinical diagnoses: Parkinson's disease dementia (PDD) and dementia with Lewy bodies itself. Both share a common pathological substrate characterized by the aggregation of the $\alpha$-synuclein protein in the form of Lewy bodies and neurites (Galvin, 2024). From an epidemiological point of view, DLB represents the second most frequent cause of neurodegenerative dementia after Alzheimer's disease, affecting a significant portion of the elderly population, although it remains largely underdiagnosed in clinical practice (Prasad et al., 2023; Galvin, 2024).
The topographic distribution and extent of α-synuclein inclusions in the central nervous system are relevant factors in the clinical differentiation between dementia with Lewy bodies (DLB) and dementia with Parkinson's disease (PDD). Although both share the same pathological substrate — the presence of Lewy bodies — clinical and neuropathological criteria distinguish them based on the temporal relationship between cognitive and motor symptoms, with DLB being characterized by dementia that precedes or coincides with parkinsonism, while in PDD dementia typically arises in the context of an already established Parkinson's disease. This clinical differentiation implies variations in the distribution of α-synuclein inclusions and in the cognitive and behavioral symptomatic presentation observed in the two conditions (PARMERA et al., 2022).
The clinical presentation of DLB is complex and multifaceted, distinguishing itself from other dementias by early and prominent deficits in visuospace, executive, and attentional functions, in contrast to the initial impairment of episodic memory, more typical of Alzheimer's disease. The core features of DLB include cognitive fluctuation, recurrent visual hallucinations, spontaneous parkinsonism, and REM sleep behavior disorder (RCT) (Galvin, 2024; Prasad et al., 2023). Despite this relatively well-defined clinical profile, the management of DLB remains challenging, especially due to the absence of disease-modifying therapies, which limits current interventions to predominantly symptomatic approaches. In addition, high sensitivity to neuroleptics, associated with a significant risk of motor aggravation and serious events, imposes important restrictions on the treatment of behavioral and psychological symptoms of dementia. Another relevant challenge concerns the still limited incorporation of biomarkers in routine diagnostic criteria. Although techniques such as dopaminergic functional neuroimaging and emerging methods aimed at detecting $\alpha$-synuclein have promising potential, their clinical use remains restricted, hindering early diagnosis, patient stratification, and objective evaluation of the efficacy of neuroprotective interventions (PARMERA et al., 2022).
In this context, some studies have evaluated objective sleep (a marker of sleep quality) in patients with MCI by means of polysomnography and have identified clear impairment of it in these patients. Also according to Elder et al. (2022), research showed that changes in sleep architecture were present in 75% of patients with DLB, including occipital slowing, delta activity during REM sleep, or absence of sleep spindles and/or K-complexes. Depression is also likely to be a treatment target, as it is particularly common in dementia with Lewy bodies (DLB),  with a prevalence of approximately 60%. There is a very strong bidirectional relationship between sleep, the clinical sleep problem known as insomnia disorder, and depression (ELDER et al., 2022) In a complementary way, recent studies indicate that the central auditory system can be affected early in neurodegenerative processes, raising the hypothesis that central auditory deficits may act as risk indicators for cognitive decline (Johnson et al.,  2021).
The pathophysiology of Lewy body dementia (DLB) stems from the accumulation of the α-synuclein protein, which leads to the formation of protein inclusions known as Lewy bodies and neurites in brain tissue. The formation of these protein inclusions leads to decreased neuronal functioning and leads to dysfunction in the transmission of neurotransmitters, such as dopamine, resulting in the emergence of motor symptoms, cognitive changes, and sleep disturbances, in addition to neuronal death (PRASAD et al., 2023) DLB involves complex neurobiological mechanisms, including inflammatory and immunological processes that seem to contribute to the progression of neurodegeneration (GATE et al.,  2021). This pathophysiological complexity reinforces the need for integrated and individualized therapeutic approaches.
The clinical management of DLB therefore requires caution and balance, especially in view of the need to treat motor symptoms without exacerbating psychiatric or cognitive manifestations (PRASAD et al., 2023). Current recommendations emphasize that non-pharmacological and environmental interventions should constitute the first line of treatment for neuropsychiatric and behavioral symptoms, with cognitive rehabilitation standing out as a central axis of neuropsychological action. Multicomponent or Multidisciplinary Cognitive Rehabilitation Programs, which integrate cognitive stimulation and psychological support, demonstrate potential to reduce depressive symptoms and improve the quality of life of patients and caregivers, configuring themselves as pillars of comprehensive care in DLB (PARMERA et al., 2022).
The aim of this study is to critically review current strategies for the clinical and pharmacological management of Lewy Body Dementia, integrating recent evidence on pathophysiology, biomarkers, and therapeutic interventions. It also seeks to discuss the diagnostic and therapeutic challenges of DLB, as well as the role of non-pharmacological approaches, especially cognitive rehabilitation, in comprehensive care and in improving the quality of life of patients and caregivers.

2 METHODOLOGY
The present work consists of a narrative literature review, elaborated with the purpose of synthesizing and analyzing the most current scientific evidence regarding the clinical and pharmacological management of Lewy Body Dementia. Data collection was conducted in the PubMed database, using the descriptors "Lewy Body Dementia" and "Treatment", associated through the Boolean operators AND and OR, in line with the Medical Subject Headings (MeSH) vocabulary. Articles published in recent years, with access to the full text and written in English or Portuguese, that dealt directly with the proposed theme, were selected. Duplicate publications, studies that did not directly address the therapeutic or diagnostic strategies of DLB, and reviews with unclear methodology were excluded from the study. The screening of the studies occurred in two phases: initially by reading titles and abstracts, followed by the integral analysis of the texts to confirm relevance and extraction of data in a descriptive way.

3 RESULTS AND DISCUSSION
3.1 DIAGNOSIS AND BIOMARKERS
The differential diagnosis between DLB and PDD is traditionally based on the "one-year rule": if dementia occurs before or within one year of the onset of parkinsonism, DLB is diagnosed; if it occurs after, DDP (Galvin, 2024; Prasad et al., 2023).
Indicative biomarkers, such as myocardial scintigraphy with MIBG and polysomnography to confirm SRCT, increase the specificity of the diagnosis. Recent advances include seed amplification assays (RT-QuIC) in cerebrospinal fluid (CSF) and skin biopsies for detection of $\alpha$-phosphorylated synuclein, which demonstrate high sensitivity and specificity (Galvin, 2024; Prasad et al., 2023). In addition, elevated levels of light chain neurofilament (NfL) in CSF have been associated with greater neurodegeneration (Gate et al., 2021).

3.2 MANAGEMENT OF COGNITIVE SYMPTOMS
Pharmacological treatment of DLB is largely symptomatic. Acetylcholinesterase (IAChE) inhibitors, such as rivastigmine and donepezil, are considered the gold standard for the treatment of cognitive decline, showing superior efficacy in DLB compared to Alzheimer's disease due to the more pronounced cholinergic deficit in the former (Prasad et al., 2023; Hafiz et al., 2023). Memantine, an NMDA receptor antagonist, has mixed results, but is often used as an adjunctive therapy to improve quality of life and reduce caregiver burden (Prasad et al., 2023; Hafiz et al., 2023).

3.3 MANAGEMENT OF NEUROPSYCHIATRIC SYMPTOMS AND NEUROLEPTIC SENSITIVITY
Visual hallucinations and delusions are frequent and distressing. Initial management should be nonpharmacological. When pharmacotherapy is required, extreme caution should be exercised due to hypersensitivity to antipsychotics, which can lead to severe parkinsonism, sedation, and increased mortality (Prasad et al., 2023; Galvin, 2024). Classic neuroleptics (e.g., haloperidol) should be avoided due to the profile of patients affected by the disease having high sensitivity to these drugs, and the greater propensity to develop Neuroleptic Malignant Syndrome (NMS), thus increasing the rate of decline and death of this population (Yeung et al., 2021).
Particularly the use of first-generation antipsychotics is associated with higher risks of NMS by dopamine-blocking effects, causing dysregulation of the dopaminergic pathway. The clinical manifestations of NMS may include acute fever, extrapyramidal disorders such as muscle rigidity, resting tremors, dystonia, as well as autonomic nervous system disorders, such as hyperhidrosis and tachycardia, as well as myoclonus, respiratory failure, among others (Hirofuji et al., 2023).
Atypical antipsychotics such as quetiapine and clozapine are the preferred options, although clozapine requires close hematologic monitoring. Pimavanserin, an inverse serotonin 5-HT2A receptor agonist, has been approved by the FDA for psychosis in Parkinson's disease and shows promise in DLB, without worsening motor symptoms (Galvin, 2024; Prasad et al., 2023).
3.4 SLEEP DISORDERS AND MOTOR SYMPTOMS
Sleep disorders affect up to 90% of patients, with SRCT being a central feature (Elder et al., 2022). 
Although the mechanisms of sleep disorders and implicit alterations are not so clear in the literature, since only a few studies have shown sleep or sleepiness assessments and important neuropathological assessments. Thus leading to the need for future work that addresses this gap. Two studies of excessive daytime sleepiness neuropathy (EDS) through neuronal bone marrow nucleus (nBM) counts were able to evaluate neocortical hypocretin levels, respectively, leading to the conclusion that it was lower the neuron count in the bone marrow nucleus was lower in dementia patients with Lewy bodies than in controls, and in DLC patients who experienced excessive daytime sleepiness (EDS) had lower counts than patients without EDS.  The second showed a reduction in neocortical hypocretinergic fibers and neurons in patients with DLB compared to patients with Alzheimer's disease (AD) and patients in the control group. nBM plays an important role in the sleepiness process and in the hypocretin/orexin system that promote wakefulness, this would explain the higher incidence of EDS in DLC carriers that could be directly related to specific changes in CLBP in neurotransmitters that belong to this system of important neurotransmitters that promote wakefulness (ELDER et al.,  2022).
Current clinical guidelines for the management of sleep disorders in DLB primarily include the use of sleep hygiene or pharmacological agents such as clonazepam, melatonin, and memantine for REM sleep behavior disorder (DCSREM). Despite their clinical use, there have been no high-quality randomized controlled trials (RCTs) with these agents. Non-pharmacological behavioral methods, including sleep hygiene, physical exercise, or increased exposure to ambient light, should be tested; these techniques have certainly shown promise in other neurodegenerative diseases (Elder et al., 2022) 
Deep brain stimulation of Meynert's basal nucleus (nBM) improved sleep and daytime sleepiness in patients with dementia with Lewy bodies (DLB); However, the primary aim of this study was to examine the safety and efficacy of this procedure on cognitive outcomes, and there are still concerns about its adverse effects, although light is a very important factor for the timing and quality of sleep. Stimulation of nBM may be beneficial due to the key role of this region in regulating sleepiness. (Elder et al., 2022)
The first-line treatment for RCCT is melatonin, although the exact mechanism of action is not well understood, it has a favorable safety profile. Clonazepam can then be used in low doses, although the latter presents a risk of falls and confusion (Galvin, 2024; Elder et al., 2022). For motor symptoms, levodopa may be effective, but the response is often less robust than in idiopathic Parkinson's disease and carries the risk of exacerbating hallucinations (Prasad et al., 2023). Melatonin may be administered in doses of 3 mg to 9 mg in the evening and maximum doses of 15 mg to 20 mg. Clonazepam is usually started at the lowest possible dose because of its negative impact on falls, dizziness, drowsiness and confusion. (Galvin, 2024)
In terms of pharmacological interventions for DLB, the results identified indicated that rivastigmine and galantamine may benefit subjective sleep quality and that donepezil may improve nighttime sleep disturbances and fragmented objective sleep. It also cites that memantine improved subjective REM sleep behavior disorder in dementia patients with Lewy bodies and Parkinson's disease with dementia, albeit as a secondary outcome measure. (Elder et al., 2022)

3.5 NONPHARMACOLOGIC MANAGEMENT
Nonpharmacologic management or nonpharmacologic interventions may be based on CLBP treatment, implementations from diagnosis to disease progression. One of the most important is the psychoeducation of family members and educators, where the nature of cognitive fluctuations, possible risks of adverse drug reactions, and probable occurrences of visual hallucinations should be exemplified. In addition to lighting optimization, for lighting reduction, minimization of complex visual stimuli and predictable routines favor sustained attention and reduce agitation. (McKeith, Ian G et al., 2017)
Another management would be occupational therapy, psychosocial interventions and management with a multidisciplinary team, where there is an interaction with psychiatry, neurology, geriatrics, nursing, physiotherapy and social work, which will result in better functional outcomes and less iatrogenesis. These strategies not only reduce the need for pharmacological therapies, but also reduce risks (falls, sedation, cognitive worsening), which are especially harmful in CLBP. (McKeith, Ian G et al., 2017)



3.6 NEW PATHOPHYSIOLOGICAL PERSPECTIVES
The understanding of DLB is evolving beyond pure synucleinopathy. Evidence points to a "dubious dichotomy" between peripheral and central hearing, where central auditory processing dysfunction may be an early marker of neurodegeneration (Johnson et al., 2021). Additionally, the discovery of clonal CD4+ T cells in the CSF and brain parenchyma of patients with DLB, expressing high levels of CXCR4 and activation genes, suggests that immunomodulatory therapies targeting the CXCR4-CXCL12 axis may represent future interventions to curb neurodegeneration (Gate et al., 2021).

4 CONCLUSION
Lewy Body Dementia is a complex, heterogeneous, and still underdiagnosed neurodegenerative entity, which imposes significant challenges both in early clinical recognition and therapeutic management. The overlapping of cognitive, motor, neuropsychiatric and sleep manifestations, combined with the high sensitivity to neuroleptics and the absence of disease-modifying therapies, makes the care of these patients particularly delicate and requires an individualized, cautious and multidimensional approach.
Recent advances in the pathophysiological understanding of DLB, especially with regard to α-synuclein deposition, cholinergic, dopaminergic and hypocretinergic changes, as well as the inflammatory and immunological mechanisms involved, have broadened the understanding of the disease beyond a classic synucleinopathy. In this context, the development and progressive incorporation of biomarkers — such as the detection of α-synuclein by seed amplification techniques, the evaluation of NfL in the CSF, and dopaminergic functional tests — represent fundamental steps for the improvement of diagnosis, risk stratification, and monitoring of disease progression.
From a therapeutic point of view, acetylcholinesterase inhibitors remain the main pharmacological strategy for the management of cognitive impairment, while the treatment of neuropsychiatric symptoms and sleep disorders requires extreme caution, prioritizing non-pharmacological interventions and the judicious use of drugs with a better safety profile. The high prevalence of sleep disorders, depression, and cognitive fluctuations reinforces the need for a comprehensive and continuous assessment, with special attention to the patient's quality of life and caregiver burden.
In this scenario, non-pharmacological approaches — including cognitive rehabilitation, psychoeducation, environmental interventions, occupational therapy, and multidisciplinary team work — emerge as central pillars of care in DLB, proving to be fundamental for reducing symptoms, preventing iatrogenesis, and promoting greater functional autonomy. In addition, new perspectives, such as the study of central auditory processing and the investigation of immunomodulatory targets, open promising paths for future therapeutic strategies and for the early identification of individuals at risk.
In summary, the management of Lewy Body Dementia requires an integrated view that articulates scientific advances, clinical sensitivity, and patient- and caregiver-centered interventions. Continued investments in translational research, robust clinical trials, and professional capacity building policies are essential to turn emerging knowledge into concrete clinical benefits, with the ultimate goal of improving the prognosis and quality of life of those affected by this challenging condition.
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