Critically consider the aetiology and treatment of one mood disorder

Mood disorders, in particularly depression, are considered to be a prevalent disorder, with high rates of incidence around the world, and account for more cases of disability than any other disorder. The prevalence of depression can result in significant consequences that include morbidity, mortality, and disability, and is currently the leading cause of suicide. Adequately treating depression can be difficult and costly, with many individuals living with depression for significant periods of their lives (Saveanu & Nemeroff, 2012). Considering the chronic incidence of depression and the resulting comorbidities, it is then necessary to understand the aetiology of depression, including considering the biological basis of the disorder and environmental factors that may exacerbate the disorder. Furthermore, this discussion intends to critically analyse treatments that aim to ameliorate the symptoms of depression, both pharmalogical and psychological.
Although depression presents as a common occurrence, it affects each individual differently, however, many of the common symptoms associated with depression are feelings of hopelessness, fatigue, disinterest in previously enjoyed experiences and reduced energy levels. Misdiagnosis of depression happens frequently, where diagnostic tools are commonly used with general practitioners (GP), however, clinical assessment is often needed to assess the multi-faceted effects of depression. The aetiology of depression can vary between individuals, and can be inclusive of genetic makeup, environmental, psychological, biological, and situational factors. The treatment options for individuals living with depression can vary depending on the severity of the case or episode, often pharmalogical or psychological intervention, however, should focus on amelioration of symptoms and prevention of recurrence (Munro & Milne, 2020).
The aetiology of depression is often complex to understand due to its multifactorial nature, where there is often not a definitive single cause for the disorder and can be attributed to a sum of causational factors. When considering the biological causation of a depressive disorder, imbalances within the neurotransmitters, increased levels of oxidative dysfunction, dysregulation of the inflammatory pathways, and disturbances within the hypothalamic-pituitary-adrenal can be considered as causational factors. When these biological balances occur, symptoms can be exacerbated by environmental, genetics and other psychosocial factors that can include physical health, interpersonal relationship, sleep, and diet. An estimation suggests that around 75% of individuals who experience a depressive episode, had experienced some form of stressful event, prior to the episode (Ghadirian, 2015).
Leonard (2014) suggests that some neuroscience literature has indicated that depression is caused by a disruption of the immune endocrine axis, coinciding with low grade chronic inflammation. Pathological changes that occur during mood disorders are due to abnormalities in the neurotransmitters, however, can present as changes within the endocrine, immune and the neurotransmitters within the brain. Further considered by Leonard the hypothalamic-pituitary-adrenal axis can mediate immunity, including the pro and anti-inflammatory cytokines, which can then result in pathological changes. The combination of oxidative stress and inflammation can then play a crucial role in major depression. An additional and common theory of the aetiology of depression is that of which centres on the neural systems that regulate the monoamine neurotransmission. The theory suggests that when the monoamine neurotransmission is dysregulated the individual will have an increased susceptibility to depression. Although serotonin is the most frequent examined monoamine, some empirical evidence indicates that dopamine may be a mitigating factor for depressive symptoms, where disturbances occur in the limbic systems (Pearson-Fuhrhop, Dunn, Mortero, Devan, & Falcone, 2014). In order to examine this theory Pearson-Fuhrhop, Dunn, Mortero, Devan, and Falcone conducted a study including three independent samples, a discovery group of 273 health participants, a group of 1267 adults who had depression and another replication sample of 382 health participants. The researchers then created a genetic risk score through the combination of functional polymorphisms from a total of five genes that were said to be involved in synaptic dopamine availability and dopamine receptor binding. The results from the researchers’ study indicated an association between genetic risk score and depressive symptoms, moreover, in lower levels of dopamine genetic risk score indicated a prediction for heightened levels of depression. The researchers however, noted a limitation to their study was that different measures were used to report depressive symptoms between groups, which may have then altered the results (Pearson-Fuhrhop, Dunn, Mortero, Devan, & Falcone, 2014).
[bookmark: _Hlk40014790][bookmark: _Hlk40027854][bookmark: _Hlk40028579]When considering the multi-factorial aspects of depression diagnosis, environmental factors are often considered. Wankerl, et al. (2014) stipulates that research consistently finds associations between genetics and environmental factors relative to the pathogenesis of depression. Often commonly discussed is whether a 43-bp insertion - deletion polymorphism found within the serotonin transporter gene2 can moderate the relationship between environmental stress and depression. Some research studies exploring biological traits have suggested that elevated stress sensitivity levels in the S allele carriers has been related to higher amygdala activity, increased cortisol secretion when responding to a stressful stimulus. In order to explore this Wankerl, et al. aimed to explore the combined effects of 43-bp insertion - deletion polymorphism and self-reported stress throughout different stages of life on in vivo SERT mRNA expression found within the peripheral blood cells using bisulﬁte pyrosequencing. The study contained 133 young adults who were considered to be healthy. The findings of the study showed that the bp insertion - deletion polymorphism and child maltreatment or prenatal stress was related with lower in vitro SERT mRNA expression in an additive manner. Further results showed an inverse correlation with SERT mRNA levels and early or prenatal stress, however there was no effect for adult stress. The researchers however, noted that the results came from self-reported measures, so there may have been some inaccuracy in recording. (Wankerl, 2014). 
[bookmark: _Hlk40029609]Although changes within the neurotransmitters are often located in depressed patients,  Hansson, Chota and Budlun (2010) suggest that when the opinions of physicians are compared to that of the patients, self-reporting consistently finds that individuals perceive social factors and stress are the cause of their depression. Hansson, Chota and Budlun aimed to explore patient’s subjective views on the aetiology of their depression using open ended questions, using a total of 303 primary care patients as participants. 16 different themes emerged as potential explanations from the participants about their depression, then organised in to three categories: past life experiences, current life stressors and constitutional factors. The findings suggested that work related stressors was the most common explanation, subsequently followed by personality and family issues. Only a small proportion 3.6% though that their depression was due to biological causes.
[bookmark: _Hlk40032099][bookmark: _Hlk40034533]As depression remains a pervasive issue for many individuals it is necessary to investigate the treatments available. Some cognitive theories indicate the role bias in individuals when processing information, leading them to preferentially allocate negative appraisals to ambiguous information with then maintains the disorder. Cognitive behavioural therapy (CBT) is centred on targeting these biases and is often recommended as a reliable treatment for depression, however due to time and cost, few patients with depression receive CBT as a treatment (Williams, et al. 2013). Williams et al. aimed to explore a new treatment type of CBT that is internet based (iCBT) combined with Computerized cognitive-bias modification (CBM). A randomized controlled trial evaluated the individual effects of CBM protocol targeting imagery and the participants’ interpretation bias (CBM-I) and the collective which was subsequently effects of CBM-I followed by iCBT. Participants who had previously been diagnosed with depression were randomly placed in to an eleven week intervention, the first week participants received CBM-I then for the remaining ten weeks participants received iCBT (n = 38) via the internet. Results of the study showed a decrease in the participants depressive symptoms following the administration of iCBT and CBM-I. Although the researchers provide promise for new treatment for depressive symptoms using CBT via the internet, there was no control group to compare to, questioning the validity of the results (Williams, et al. 2013). A further study investigating the effects of iCBT in the treatment of depression in older adults was conducted by Hobbs, Joubert, Mahoney and Andrews (2018). A regression analysis was utilised to explore the relationship between different age cohorts and clinical characteristics of depression, adherence to treatment, remission rates, recovery, and consistent improvement (n = 1288). A further linear model was utilised to explore whether depressive symptoms reduced as a function of age. The results of the study showed that participants who were over the age of 65 felt mild to large effect size reductions in depressive symptoms, perceived psychological distress, and impairment, as did the other age cohorts. The rates of remission, recuperation or consistent improvement were similar across the lifespan. Although the study comprised a large sample size, and used validated and reliable measures, the researchers did not account for the inclusion of chronic health conditions that often come with old age, which may have yielded different results had this been explored (Hobbs, Joubert, Mahoney & Andrews, 2018).
Although CBT can be seen to be a beneficial tool for the treatment of depression, pharmalogical treatment is often the choice for many individuals. Antidepressants are primarily used to ameliorate the symptoms of depression and to prevent recurrent episodes. Pharmalogical treatment can restore the emotional balance within the brain and allow some individuals to lead a normal life. There is no singular drug prescribed to treat depression, however, are usually split between groups, most commonly used are tricyclic antidepressants (TCAs), selective serotonin reuptake inhibitors (SSRIs) and selective serotonin noradrenaline reuptake inhibitors (SSNRIs). Nerve cells within the brain uses chemicals to pass on impulses where chemicals, for example serotonin can have an effect on nerve connections. Antidepressants purpose is to increase the accessibility of these chemicals (Informedheath.org, 2015). A study conducted by explored the effect of two antidepressants with different actions on  the serotonin transporter and the 5-HHTLPR-S/Lg polymorphisms on the amygdala responses on participants with depression. Participants with major depressive disorder were provided with either citalopram or quetiapine extended release for a period of eight weeks, participants were also then genotyped for 5-HTTLPR. The effectiveness of the drug was evaluated using the Hamilton Depression Rating Scale. Participants then had an fMRI responses where they viewed negative emotional faces, the fMRI was given at week one and week eight. The researchers then measured the change in amygdala responses at the end of week eight. The results of the study showed that Citalopram had no significant effect on the amygdala response in major depressive disorder participants. However, in contrast, the quetiapine drug reduced amygdala responses at both week one and week eight fMRIs and found a reduction in depression scores. These finding from this data indicate that pharmacological mechanisms and genetics should be a considerable factor during the advancement of neuroimaging markers for the assessment of antidepressant treatments (Ramasubbu, et al., 2016). 
In conclusion, the aetiology of depression is thought to be multi-factorial and can be caused by a combination of environmental factors, for example stress, work related stress and social or family problems. Furthermore, the biological influences of chemicals within the brain, for example serotonin and dopamine can play a significant role in the aetiology of depression, where chemical imbalances or dysregulation can cause individuals to become depressed. The prevalence of depression remains a pervasive issue for clinicians, with a high probability of reoccurring episodes if not adequately treated. Many individuals would select to use cognitive behavioural therapy, which has shown promise in the treatment of depression, however due to funding and time constraints, cognitive behavioural therapy is not always a viable option. Pharmalogical treatment is often the preferable choice for many individuals and clinicians, however, side effects and individual differences in responses can alter its effectiveness. The administration of an internet based cognitive behavioural therapy could be beneficial where it is easily accessible to all and low cost.





Critically consider the factors that may contribute to the development of schizophrenia

[bookmark: _Hlk40088822]Schizophrenia is considered a severe aetiological neurodevelopmental disorder, that often presents in either adolescence or early adulthood, with the arrival of psychotic symptoms. Specific genes have been associated with the contribution of the development of the disorder, however, some literature has discussed that environmental factors, both biological and psychosocial can play a vital role in the development of the disorder (Mäki, et al., 2005). In order to explore the development of schizophrenia, this discussion intends to critically explore the contributing factors that may lead to the development of schizophrenia. 
According to the World Health Organisation (2019) schizophrenia is termed a severe and chronic mental disorder that is thought to affect and estimated 20 million people globally. Schizophrenia disorder is categorized by distorted thinking patterns, altered perceptions and emotions, there may be alterations in language, and distortions in self-efficacy and behaviour. Common symptoms are divided into groups and are termed positive symptoms and negative symptoms. Positive symptoms include auditory hallucinations and delusional thoughts, whereas negative symptoms include, low motivation and mood and withdrawing socially. Although schizophrenia is a treatable disorder, individuals living with schizophrenia are thought to die around 20% to 30% faster than most individuals, though to be due to diseases that are mainly preventable, for example infections. Mäki, et al., (2005) suggests that the risk of developing schizophrenia is higher in males, when compared to females. Although symptoms of schizophrenia appear to develop later in life for females, symptoms for males and females appear to be similar in the prodromal phase.
[bookmark: _Hlk40093770][bookmark: _Hlk40094942][bookmark: _Hlk40095456][bookmark: _Hlk40098728]According to Howes, Mc Scutcheon, Owen and Murray (2017) one such pathobiological theory that aims to explain the development of schizophrenia is the dopamine hypothesis, however, much of this evidence was established from individuals with established schizophrenia, therefore it was ambiguous to what extent the role of dopamine play in the development of schizophrenia. More recent empirical research that aim to study the risk of developing schizophrenia have indicated elevated striatal dopamine synthesis capacity, followed by an increase dopamine release when exposed to stress. Striatal dopamine changes have further been found to have a relationship with altered cortical function when completing cognitive tasks. This supports some preclinical evidence that a circuit concerning cortical projections to the striatum and the midbrain may be the cause of the striatal dopamine changes. Conversely, alternative theories suggest that environmental risk factors can contribute to the development of schizophrenia, including social isolation and trauma within childhood, which are also said to affect the presynaptic dopaminergic function. Further advances within epidemiology have investigated the molecular architecture that links dopamine, psychosocial stress and psychosis, this includes the genes that may be associated with the development of schizophrenia, thought to be the dopamine D2 receptor and similar genes that are involved in the regulation of the dopaminergic synthesis, through the glutamatergic and gamma-aminobutyric acidergic pathways (Howes, Mc Scutcheon, Owen & Murray, 2017). In order to explore the dopamine hypothesis that suggests that abnormalities in dopamine are responsible for schizophrenia, Jauhar, et al. (2018) sought to examine whether abnormalities found within the presynaptic dopamine system were visible in schizophrenia when compared to bipolar psychosis. Furthermore, the researched aimed to explore whether positive psychosis symptoms were related with the dopamine synthesis capacity, regardless of diagnostic class. The researchers conducted a cross-sectional study on individuals who had been diagnosed with first episode bipolar psychosis (n = 27), schizophrenia (n = 26) and a healthy control group (n = 25). Participants were examined using a 18F-DOPA Positron Emission Tomography (PET) machine. The measures used were the positive and negative syndrome scale, the young mania rating scale, and the global assessment of functioning scale. The results of Jauhar, et al.’s study showed that when compared to the control group, the participants who had first episode psychosis and the participants who had schizophrenia had lowered efficiency in the neural adaptation to the current reward context in the caudate. Both of the groups indicated a comparable deficit in reward representation as the participants who had schizophrenia. Furthermore, the researchers found reduced adaptive coding of the reward in the caudate and putamen to be correlated with total of symptom severity across the psychosis range. The study appeared to be an in depth study using valid measures across the board and through the use of a control group to increase internal consistency (Jauhar, et al, 2018). Another study conducted by  Edwards, Bacanu,  Bigdeli, Moscati, and Kendler (2016), who chose 11 genes directly linked to the dopamine hypothesis function that are involved in the synthesis, metabolism, and neurotransmission of dopamine, to explore whether the shared molecular variations found within these genes, when explored collectively, vary significantly in their occurrence in cases and controls. The researchers examined statistics indicating markers that fall within or close to the genes from that of a prior study conducted by the Psychiatric Genomics Consortium. This was followed by several aggregate test to explore for enrichments of the dopamine related pathways that are associated with schizophrenia. The results of the study did not find any significant enrichment of any of the signals across the genes. However, other findings from the study found modest enrichment in the genes related to the DRD2 locus, the conclusions from this study found that the variation of gene sequence was not correlated with the risk of schizophrenia. The researchers stipulated that a genetic risk of schizophrenia is not largely affected by gene variation in this instance, which can impact dopaminergic functioning. The researcher however, referenced a limitation that included selecting genes from European countries, where results may differ in non-European individuals (Edwards, Bacanu, Bigdeli, Moscati & Kendler, 2016).
[bookmark: _Hlk40099907]Although the dopamine hypothesis provides an interesting insight into the biological development of schizophrenia some research from Picker (2005) suggests that the risk of developing schizophrenia can develop in utero, specifically within the first trimester of pregnancy. With some research indicating links between influenza and increased risk of developing schizophrenia later on. Similarly, whilst in utero during the second and third trimester, infections from rubella, respiratory infections, obstetric complications, and maternal malnutrition can further increase the risk of development of schizophrenia. Observational research exploring the environmental factors that interact during the perinatal period, has shown that foetal hypoxia was related to lowered levels of grey matter and higher levels of cerebrospinal fluid in individuals diagnosed with schizophrenia and their relatives. Picker adds that low folate levels found within the prenatal period can elevate plasma homocysteine levels. Plasma homocysteine relative to folate is dependent on the genetic polymorphisms hat are involved in the homocysteine metabolism. This elevation of homocysteine has shown to have modulatory effects on the N-methyl-D-aspartate receptor, which is the crucial element behind the glutamatergic theory of schizophrenia development (Picker, 2005).
[bookmark: _Hlk40101835]When considering other environmental factors that can increase the development of schizophrenia, Husted, Ahmed, Chow, Brzustowicz and Bassett (2012) aimed to explore whether adversity during childhood or other environmental factors played a mitigating role in schizophrenia in a familial sample, where it is related to the NOSA1P gene. Genotypic and lifetime phenotypic data was taken from 165 families with at least one sibling with schizophrenia. The sample included 72 participants with narrow schizophrenia, 90 with broad schizophrenia, 18 participants with narrow schizophrenia including schizophrenia-spectrum disorders and a further unaffected control group of 75. Primary data was collected from an  in-depth structured clinical interview for DSM-III-R and was altered to include measures for childhood adversity. The results from the study showed predictors for schizophrenia included early childhood illness, cannabis use and family instability (Husted, Ahmed, Chow, Brzustowicz & Bassett, 2012).
To conclude, the prevalence of schizophrenia may be low, affecting 20 million or an estimated 1% of the populating, however, its effects can be devastating for individuals living with it with effects that include auditory hallucinations, low mood, and social isolation. There appears to be no definitive cause of the development, however, there appears to be a multitude of factors that can play a role. The dopamine hypothesis is the most widely used theory to explain the development of schizophrenia, however environmental and psychosocial factors have been shown to play a vital role. Individuals who have suffered trauma, maternal influenza, low folate levels whilst in utero have been shown to be an increased risk of developing schizophrenia in later life. Furthermore, on a genetic basis there has shown to be a familial link playing a pivotal role in the development of schizophrenia.
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