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[bookmark: _Toc223786859]1. Introduction
Major Depressive Disorder (MDD) is among the most widespread and disabling long-term mental health disorders around the globe, which constitutes a significant and increasing public health issue. Contrary to temporary low moods, MDD is defined by constant recurrent depressive moods that essentially incapacitate a patient to effectively conduct him/herself in workplace, social, and family environments. MDD is a significant part of the mental health burden in the United Kingdom, which has led to much of the years lived with disability and placed significant pressure on NHS and community care services (McDaid et al., 2022). The disease is not often found alone; it is often comorbid with physical chronic disorders like diabetes, cardiovascular disease and inflammatory skin diseases, which complicates treatment and leads to poorer results in both disorders. This state of multimorbidity predisposes the efficient management of MDD as a pressing issue in the framework of the UK public health strategy.
[bookmark: _Toc223786860]2. Definition and Classification of Major Depressive Disorder
According to the Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition (DSM-5), Major Depressive Disorder is a clinical syndrome, indicating the presence of five or more specified symptoms in the same two weeks of time, indicating a change in functioning previously, with one of those symptoms being either depressed mood or loss of interest or pleasure (anhedonia). Such symptoms should be considerably distressing or impairing, and cannot be explained by the physiological action of a substance or by some other medical disease (Marx et al., 2023). 
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Figure 1: MDD Prevalence – Global & UK
Source: Marx et al. (2023); Atchison et al. (2023); McDaid et al. (2022)
The major diagnostic criteria are an almost constantly depressed mood, there is a severe lack of interest in or pleasure, a significant weight loss or appetite loss, insomnia or excessive drowsiness, psychomotor agitation or retardation, fatigue or energy loss, worthlessness or excessive guilt, inability to concentrate, and having death or suicidal ideation. MDD has to be differentiated with bipolar disorder, persistent depressive disorder (dysthymia), and mourning, which may have similar symptomatology (Cui et al., 2024). The International Classification of Diseases, Eleventh Revision (ICD-11) published by the World Health Organisation is also commonly applied in NHS clinical practice where depressive episodes are either mild, moderate or severe and contain or do not contain any psychotic features.
[bookmark: _Toc223786861]3. Burden and Prevalence
The world disease MDD burden is immense. The Global Burden of Disease studies have shown that depression is one of the most significant causes of disability in the world with a significant percentage of years lived with disability (YLD). According to Marx et al. (2023), over 280 million individuals are infected with MDD all over the world, and lifetime prevalence of the disease is estimated between 10 and 20 percent in high-income nations. In the UK, MDD and other forms of depressive disorders are crippling both economically and socially. According to McDaid et al. (2022), the economic argument on the ability to invest in the field of mental health prevention in the UK is powerful, considering the high costs of lost productivity, rising healthcare usage, and demand in the social care system, as well as welfare dependency. 
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Figure 2: Biopsychosocial Risk Factors for MDD
Source: Cui et al. (2024); Marx et al. (2023); Gao et al. (2023)
This burden is increased by multimorbidity. Depression is common comorbidity to diabetes, cardiovascular disease, respiratory diseases, and chronic pain syndromes. Valabhji et al. (2024) investigated the occurrence of various long-term conditions throughout the population of all people over 60 years old in England, admitting mental health conditions as the key elements of multimorbidity clusters. Equally, Gregg et al. (2024) numerically determined the burden of multiple long-term conditions related to diabetes on years of life spent and lost, which supports the clinical imperative to treat the issue of depression as a component rather than a side-by-side issue of chronic disease management.
The COVID-19 epidemic significantly augmented the permanent weight of MDD in the UK. Qi et al. (2023) employed population-level linked health data on Wales to show that there was a marked rise in the occurrence of long-term conditions such as depression during the pandemic period. They are the pandemic-related social isolation, bereavement, economic insecurity, service disruption, and the neurological and inflammatory sequelae of SARS-CoV-2 infection itself. Atchison et al. (2023) also supported these results by conducting a large-scale study of more than 242,000 adults in England, where persistent mental health problems were also identified as a fundamental element of long COVID manifestations. 
[bookmark: _Toc223786862]4. Risk Factors and Aetiology
The etiology of the Major Depressive Disorder is multifactorial, and involves genetic, neurobiological, psychological, or environmental determinants, which interact during the life course. There is no one causal mechanism that can describe all presentations but instead, MDD is the result of the cumulative and interactive influence of vulnerability and stress on both biological and social systems (Cui et al., 2024). 
Another important risk factor is genetic susceptibility. The twin studies have approximated the heritability of MDD to be 37, yet the genetic characteristics are polygenic in nature and complicated. It was revealed in the study by Li et al. (2023), using the UK Biobank data, that the risk of major depressive disorder is genetically predisposed, but only in the interaction of the genetic factors and the environmental risk factors, air pollution over the long term. On the same note, Gao et al. (2023) also observed that in identical UK Biobank cohort, long-term air pollution exposure, in combination with genetic vulnerability, prospectively predicted depression and anxiety. These results can further the aetiological knowledge of MDD beyond inter-personal and psychological to include environmental exposures of population level significance.
Neurobiological risk factors are dysregulation of the serotonergic, noradrenergic, and dopaminergic systems, hyperactivity of the HPA axis, chronic low-grade neuroinflammation, and structural brain abnormalities. Klug et al. (2024) proposed that the long-term path of depression is characterized by the unremitting amygdala hyperactivity to subliminal negative emotional stimuli, which is a neurobiological indicator of depression vulnerability even when the person is in remission, and it is possible that these neurobiological vulnerabilities manifest themselves in relapses. In a 23-year prospective cohort study of the UK population, Frank et al. (2026) showed that certain depressive symptoms at middle age are uniquely related to the risk of dementia in the long term, with the neurological impact of the persistent depressive disorder.
Some of the psychological factors leading to risk include experiencing early adverse childhood events, lack of secure attachment, maladaptive cognitive schemas, low self-worth and ruminative thinking style. The factors combine with social and environmental stressors such as poverty, unemployment, social isolation, relationship breakdown and bereavement to initiate and sustain depressive episodes. The biopsychosocial model that incorporates all of these multiple levels of causation is the most clinically helpful model of individual manifestations of MDD (Marx et al., 2023; Cui et al., 2024).
[bookmark: _Toc223786863]5. Impact of Major Depressive Disorder
[bookmark: _Toc223786864]5.1 Physical Impact
The physical health is widely and well documented to be affected by MDD. The neurobiological aspects of depression, such as persistent HPA axis maladaptation, high levels of inflammatory cytokines, and hyperactivity of the sympathetic nervous system, directly affect the impairment of immune functioning, cardiovascular integrity, and metabolic regulations (Cui et al., 2024). Persons with MDD have increased prevalence of cardiovascular disease, type 2 diabetes, obesity and auto-immune-mediated disorders as compared to the general population (Sharman Moser et al., 2022). The correlation of MDD and diabetes is especially high. The authors outlined a systemic mutually reinforcing loop of depression and ineffective metabolic health where poor glycaemic control increases depression, and ineffective depression increases poor metabolic health, hence, raising the morbidity and mortality of the two diseases (Fanelli et al., 2025).
New physical sequelae were added by the COVID-19 pandemic. Among 242,712 adults in England, who had experienced long-term health effects of COVID-19, Atchison et al. (2023) found that mental and physical health impairments were often co-morbid, which made it challenging to recover and rehabilitate. The pathophysiological nature of long COVID, as described by Li et al. (2023), includes in part persistent fatigue, cognitive impairment, and autonomic dysfunction and is more or less overlapping with the somatic characteristics of depression, which poses a challenge to clinicians to diagnose and manage. 
[bookmark: _Toc223786865]5.2 Psychological Impact
Low mood is just the tip of the iceberg of the psychological effect of MDD. People develop severe cognitive disturbances, such as the inability to pay attention, memory impairment, and the presence of negative attentional biases, which remain even in partial remission (Klug et al., 2024). One critical clinical issue, potentially leading to the death of a patient, is suicidal ideation that is a significant and core aspect of moderate to severe MDD and should be assessed in terms of risks and crisis management. The depressive illness over an extended period often has the effect of reducing self-efficacy, identity, and the ability to work with treatment, which serves as a self-reinforcing cycle of disengagement and deterioration (Stannard et al., 2022).
Carswell et al. (2022) used a qualitative study of service users, carers, and healthcare professionals to investigate the lived experience of severe mental illness and long-term conditions. The mental load of dealing with comorbid mental and physical conditions was overwhelming, according to the participants, with the sense of being misperceived by the services, the loss of oneself and deep uncertainty about the future being prevalent in the testimonies. This qualitative data is necessary in the contextualisation of the quantitative epidemiological information and in supporting the necessity of truly person-centred care.
[bookmark: _Toc223786866]5.3 Social Impact and Impact on Families
MDD severely interferes with social performance, which interferes with interpersonal relations, work and community. The presence of social withdrawal that is one of the hallmark symptoms of depression not only creates isolation but also sustains it, thus aggravating the severity of depression. The disease often leads to unemployment or work incapacitation, which adds to financial strain and housing instability that in turn causes further social disadvantage (McDaid et al., 2022). In the study of the long-term social consequences of childhood and adolescent MDD, Morales-Munoz et al. (2023) reported significant predictors of adult adverse social outcomes, education failure, and unemployment, which were strongly predicted by depression in childhood and adolescence.
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Figure 3: Multidimensional Impact of MDD
Source: Carswell et al. (2022); Polcwiartek et al. (2024)
The family and informal carers of people with MDD face considerable psychological, practical and financial burden. Carswell et al. (2022) reported the views of carers on the management of co-existing mental and physical long-term conditions where carers reported high emotional strain, carer burnout, and a feeling of invisibility in health and social care systems. Communities of ethnic minorities are disproportionately disadvantaged; Eto et al. (2023) established that there were large disparities in the usage of health services, years of life lost, and long-term prescribing across the ethnic groups in the UK, which manifested systemic inequalities in recognising and treating MDD that should be mitigated by designing services in a culturally competent and equal manner.
[bookmark: _Toc223786867]6. Evidence-Based Treatments Available through the NHS
[bookmark: _Toc223786868]6.1 Pharmacological Treatment
In the UK antidepressant drugs continue to be the most prescribed first-line therapy against moderate-to-severe levels of MDD. The recommended first-line agents include selective serotonin reuptake inhibitors (SSRIs) including sertraline, fluoxetine and citalopram, as these agents have favourable side effects profiles and evidence bases. They can be used as alternative or augmentation therapy in cases when no response is observed to first-line treatments, including serotonin-norepinephrine reuptake inhibitors (SNRIs), tricyclic antidepressants, and mirtazapine (McQuaid et al., 2022). The heavy burden of intractable depression in UK under specialist psychiatric services was reported by Costa et al. (2022), with a relatively high proportion of patients not responding to the standard antidepressant regimen, requiring augmentation with mood stabilisers, atypical antipsychotics, or lithium.
[bookmark: _Toc223786869]6.2 Psychological Treatments
The most evidenced psychological intervention in the treatment of MDD is Cognitive Behavioural Therapy (CBT), which exists in the NHS Improving Access to Psychological Therapies (IAPT) programme (since renamed Talking Therapies). Seaton et al. (2023) tested the COMPASS CBT programme to treat depression and anxiety in long-term physical illness indicating that the programme made significant or significant and positive changes in depressive symptoms in a real-life NHS population and especially to those who live with co-morbid physical and mental illness.
[bookmark: _Toc223786870]6.3 Lifestyle-Based and Neuromodulation Interventions
Marx et al. (2023) provided the clinical guidelines of the World Federation of Societies for Biological Psychiatry on lifestyle-based mental health care in MDD, which gives solid evidence on the use of structured physical exercise, dietary optimisation, sleep intervention, and social prescribing as a supplement to pharmacological and psychological therapy. These lifestyle strategies are also being incorporated in the NHS community mental health services, as well as, social prescribing pathways. In the most difficult and intractable manifestations, neuromodulation treatments such as electroconvulsive therapy (ECT) and repetitive transcranial magnetic stimulation (rTMS) have specialist NHS services. Johnson et al. (2024) have offered an extensive review of deep brain stimulation in refractory MDD, which demonstrates some promising results in highly selected patients, but its use in the NHS is restricted to clinical trial settings.
[bookmark: _Toc223786871]7. Theoretical Models and Frameworks for Improved Outcomes
[bookmark: _Toc223786872]7.1 UK Model: The NHS IAPT / Talking Therapies Stepped-Care Model
The NHS Improving Access to Psychological Therapies (IAPT), which is currently known as NHS Talking Therapies for Anxiety and Depression, is the primary UK model of how to structure the provision of psychological therapy to MDD on a large scale. The model assigns the level of treatment based on clinical requirement: Step 1 relates to recognition and active monitoring in primary care; Step 2 relates to guided self-help and psychoeducation in mild presentations; Step 3 relates to CBT or other evidence-based treatment in moderate MDD presentations; and Steps 4 and 5 relates to intensive psychological and combined treatment in severe, complicated and treatment-resistant presentation in the community by specialist mental health team. The model has seen the NHS provide psychological therapy to hundreds of thousands of patients per year, and published recovery rates of depression regularly surpass 50% (Seaton et al., 2023).
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Figure 4: NHS Stepped-Care Model for MDD
Source: Seaton et al. (2023); McQuaid et al. (2022); NICE CG90
[bookmark: _Toc223786873]7.2 International Model: The Collaborative Care Model
The Collaborative Care Model (CCM) that has been extensively developed in the United States and tested on the international level is an organized approach to the incorporation of mental health treatment into the context of primary care. According to McQuaid et al. (2022), the CCM was cited as one of the main elements of the US Veterans Affairs clinical practice guidelines on MDD, and extensive international data prove better results in case of comorbid depression and physical disorders compared to normal care.
The CCM is especially applicable to UK practice in the light of the NHS Long Term Plan, which has placed great emphasis on the need to integrate mental and physical health services into Primary Care Networks (PCNs). Its focus on the population level of proactive case-finding, monitoring its outcomes, and organizing care closely aligns with the NHS model of community mental health transformation. Both Khunti et al. (2023) and Valabhji et al. (2024) emphasize the clinical necessity of integrated and coordinated care models among people with a variety of long-term conditions, which underlines the applicability of the principles of CCM into the context of the UK health system.
[bookmark: _Toc223786874]8. Policy Frameworks Informing MDD Management in the UK
MDD management in the UK is informed by a set of national policy frameworks and agendas. The NHS Long Term Plan (2019) promised to increase and transform mental health provision, and this involved investment in community mental health teams, early intervention services and integrated physical and mental health care. It established goals of expanding access to evidence-based psychological treatments and cutting down inpatient admissions, which is strategically oriented to community-based and recovery-oriented care that is directly applicable to the management of MDD.
The priorities of prevention, early intervention, and resolving social determinants of mental health have been strengthened by the UK Government in its Ten-Year Mental Health Plan and the cross-government Mental Health Strategy, which is consistent with the evidence base of risk factors of MDD such as deprivation, social isolation and childhood adversity (McDaid et al., 2022; Morales-Munoz et al., 2023). NHS Community Mental Health Framework (2019) and the ensuing transformation programmes have attempted to redesign community services in response to the needs of people with severe, complex and long-term mental health issues such as severe MDD. The policy relevance of the Equality Act (2010) and NHS Workforce Race Equality Standard is also relevant to the policy gap as indicated in the highlighted ethnic difference in MDD recognition and treatment presented by Eto et al. (2023), where health organisations are mandated to actively monitor and combat such disparities on access and outcomes.
[bookmark: _Toc223786875]9. Recommendations for Person-Centred Care, Self-Management, and End of Life Care
MDD can be treated through person-centred care by shifting the model of the management of symptoms and patients to a model where the goals, values, and the lived experience of the individual are the priorities in the planning of care (Staudacher et al., 2023). Carswell et al. (2022) also highlight that the use of service users and carers as active partners in the management of co-existing mental and physical conditions, as opposed to passive receivers of treatment determined by professionals. It should be integrated into all levels of MDD care with shared decision-making tools, support and care planning, and frequent reevaluation of personal recovery objectives.
Self-management support is a very important aspect of long term management of MDD. Psychoeducational, relapse prevention planning, early warning signs recognition, lifestyle management and peer support should be part of structured programmes proven to be effective in enhancing long-term outcomes (Marx et al., 2023). 
[bookmark: _Toc223786876]10. Conclusion
The Major Depressive Disorder is a common and long-lasting, chronic, and disabling illness that serves as a significant physical, psychological, social, and economic strain on individual health systems, families, and health in the UK. Its overlaps with physical multimorbidity, socioeconomic disadvantage, and the end-long sequelae of the COVID-19 pandemic require holistic, collaborative, and equity-sensitive interventions that do not exist within episodic care. The reviewed evidence in this booklet proves that MDD could be effectively treated with a mixture of pharmacological, psychological, and lifestyle-based interventions and the frameworks of NHS stepped-care model and Collaborative Care Model. 
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Figure 1: Estimated Prevalence of Major Depressive Disorder
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Figure 2: Biopsychosocial Risk Factors for Major Depressive Disorder
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