
INTRODUCTION
According to the World Health Organization’s (WHO’s) 
projections, depression will have a significant impact on 
global morbidity in the next decade, ranking second after 
cardiovascular diseases. This mental health disorder is 
expected to affect one in five women and twelve men, causing 
immense suffering and hindering their ability to lead fulfilling 
lives.1 It is crucial to note that depression does not discriminate 
based on age; research shows that 2% of school-age children 
and 5% of teenagers also suffer from this condition. Shockingly, 
most cases of depression go undetected, making it a silent 
epidemic with far-reaching consequences. Despite the growing 
awareness about mental health, there still exists a widespread 
misconception about depression. Many people believe that it 
is simply a personality defect or a sign of weakness, leading 

to stigma and discrimination against those who are struggling 
with this illness. Another myth surrounding depression is 
that it can be healed through self-care alone without seeking 
professional help. However, the truth is that depression is 
a complex disorder with various contributing factors, and 
treatment often requires therapeutic interventions. Moreover, 
while some may view antidepressant medication as a quick 
fix for depression, the reality is quite different. Prescription 
drugs are not sedatives but rather potent medications that can 
effectively alleviate symptoms and improve an individual’s 
overall well-being when used correctly under the guidance 
of a psychiatrist. It is essential to debunk these myths about 
depression and understand its true nature as a legitimate 
mental health disorder with scientifically proven treatments 
available. Seeking help from mental health professionals should 
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be encouraged and normalized instead of stigmatized. With 
proper support and treatment, individuals struggling with 
depression can lead healthy and fulfilling lives. They are all 
myths, the majority of which were spread for their benefit by 
individuals who were ignorant of society, religious healers, 
inexperienced counselors, and non-medical experts. More 
awareness of and respect for psychiatrists has been the main 
driver of the increase in patients, not necessarily an increase 
in prevalence. Depression therapy has become easier with 
the advancement of facilities and medications. Most patients 
respond to therapy well and return to their pre-treatment level 
of performance somewhat quickly.1,2

As shown in Figure 1 varieties of depressive disorders: 
Like many other disorders, depression may take many distinct 
forms:
• Major depression is a complex mental disorder characterized 

by a range of symptoms that can have a profound impact 
on an individual’s ability to function. These symptoms 
may include difficulties with work, sleep, appetite, and 
participation in previously enjoyable activities. To be 
diagnosed with major depression, an individual must 
experience these impairments for an extended period and 
across various settings. Such incapacitating depressive 
episodes are not uncommon and can occur at any point 
in one’s career, recurring once, twice, or even multiple 
times throughout their lifetime. This debilitating condition 
requires proper diagnosis and treatment to manage the 
symptoms and improve overall functioning.

• Dysthymia, a mental health disorder, is considered to 
be a less severe form of depression that is characterized 
by ongoing and persistent symptoms that interfere with 
one’s daily life and prevent them from functioning at their 
optimal level. Those who suffer from dysthymia may have 
difficulty feeling good or fully engaging in activities due 
to the chronic nature of their symptoms. Additionally, 
individuals with dysthymia may also experience major 
depressive episodes on occasion, adding to the complexity 
of the disorder.

• Bipolar disorder or manic-depressive disease are less 
common than other types of depression. Cycles of mania 
or euphoria and depression are involved. Though they 
usually happen gradually, mood shifts can occasionally 
be dramatic and swift. A person experiencing a depressive 
episode may exhibit any or all of the following symptoms. 
Any or all of the mania symptoms may be felt during 
the manic phase. Psychosis frequently harms reasoning, 
decision-making, and social conduct, which can lead to 
significant issues and humiliation.1–5

As shown in Figure 2 Signs and symptoms of depression 
may include the following: 
Persistent Depressive Symptoms
People going through a depressive episode may feel a 
generalized sensation of hopelessness, emptiness, or 
unhappiness that doesn’t seem to go away. They may have a 
sense of emptiness and hopelessness as a result of this mental 
condition.

Loss of Interest in or Enjoyment from Activities
A typical sign of depression is a discernible decrease in 
interest in or enjoyment from once-pleasurable activities. A 
feeling of alienation and retreat can be exacerbated by hobbies, 
socializing, and even routine daily responsibilities that become 
tedious and unpleasant.
Appetite or Weight Changes
A person’s appetite and weight might frequently alter 
significantly during depressive episodes. Some people may lose 
weight due to a decrease in hunger, and those who gain weight 
due to an increase in appetite. Their general well-being and 
sense of self-worth may be further impacted by these swings. 
Sleep Disturbances
When depressed, insomnia and excessive sleeping are common 
symptoms. Some people could have trouble falling asleep, and 
have restless nights and never-ending thoughts, while some 
people might sleep a lot but wake up feeling exhausted. These 
disruptions may make tiredness worse and have an impact on 
daily activities.
Fatigue or Lack of Energy
People who are depressed frequently talk about how they are 
always exhausted and lacking in energy. Even simple chores 
that were formerly possible could seem difficult and need a 
lot of work. This ongoing tiredness can damage interpersonal 
relationships and impair productivity.
Difficulty Focusing or Making Decisions
Depression episodes frequently cause cognitive deficits. 
Individuals may find it difficult to stay focused, suffer from 
memory lapses, and find it difficult to make even basic 
judgments. These challenges can be stressful and upsetting for 
the person and harm employment or academic performance. 
Feelings of Excessive Guilt or Worthlessness
People who are depressed may have low self-esteem and a 
skewed view of their value. They might obsess about previous 
transgressions or experience intense remorse for events that 
were out of their control. These unfavorable opinions about 
oneself have the potential to prolong the depressive cycle and 
impede recovery. 
Persistent Thoughts of Suicide or Death
People who are going through severe depressive episodes may 
find themselves thinking about suicide or death frequently. 

Figure 1: Exploring the different types of depression
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Always take these ideas seriously, and get in touch with a 
healthcare provider right away. It’s critical to provide support 
and get the right assistance for anyone experiencing these kinds 
of upsetting thoughts.

Understanding the various symptoms that can occur 
during depressive episodes is important for recognizing 
and addressing the condition. If you or someone you know 
is experiencing prolonged and distressing symptoms of 
depression, it is recommended to consult a healthcare provider 
for a proper diagnosis and treatment plan. Remember, seeking 
support and professional help is essential in overcoming 
depression and improving overall well-being.
Stress and Depression: Uncovering the Biological 
Mechanisms
Due to the medical and etiological heterogeneity in important 
depressive disorders, such has been challenging to explain 
the neurobiological factors a term used to describe how 
something works. The advantages and disadvantages of current 
neurobiological theories with a solid scientific basis or the best 
therapeutic utility are assessed.1 

A cohesive conception of melancholy is discouraged by 
the present state of research because comprehensive ideas 
about depression depend on only a small subset of depressed 
patients and not on other people, and because the reasons for 
depressive symptoms can vary greatly throughout the illness. 
The Role of Serotonin Messenger in Major Depressive 
Illness: A Genetic Perspective
Studies on family, binary, and relinquishment provide provably 
robust and consistent evidence that severe depressive illness 
runs in families and that this familiarity is mostly due to 
genetic reasons that may be passed down via generations.1 The 
significance of the mother’s social behavior and other residential 
psychosocial stressors in the development of major depressive 
illness is demonstrated by this important finding, which 
suggests that treatment shouldn’t be focused primarily on them. 
Genetic factors account for 30 to 40% of the variation.2 Excess 
60 to 70% of the variation in vulnerability to major depressive 

disorder can be explained by non-genetic factors, specifically 
independent-explicit environmental effects (including 
estimation error impacts and the quality climate between 
activities). These effects are typically negative events that occur 
during childhood and ongoing or ongoing stress brought on 
by relationship difficulties, such as childhood sexual abuse, 
other permanent injuries, a lack of supportive relationships, 
marital issues, and divorce. These outcomes propose that there 
is enormous potential in the avoidance of major depressive 
disorder additionally, these outcomes represent the clinical 
act of precisely validated psychotherapy techniques for 
the treatment of depression. Interventions in psychological 
disorders (e.g., in education, at the office)3, including relational, 
psychodynamic, and mental social psychotherapies and mental 
behavioral examination arrangement of psychotherapy, which 
all center straightforwardly or by implication around relational 
challenges and abilities. This does not exclude the possibility 
that unexplained non-psychosocial, non-hereditary risk factors 
might also play a major role in some individuals, such as 
clinical conditions or climate change. A stress response is seen 
in a halfway orientation in the shadows. While going through 
challenging times in life can be depressing for both men and 
women, the type of stressor might affect how each person 
responds. Men are prone to distressing periods following 
separation, division, what’s more, work challenges, though 
ladies are touchier to occasions in their proximal interpersonal 
organization, for example, trouble getting alongside an 
individual, difficult disease, or on the other hand demise.4 

These discoveries highlight the significance of orientation 
touchy psychosocial methodologies in the avoidance and 
treatment of major depressive disorder. There is no compelling 
evidence supporting the involvement of explicit qualities and 
explicit quality by-climate partnerships in the pathophysiology 
of major depressive illness, in contrast to the very strong 
evidence from epidemiological research on broad hazard factor 
domains. Studies of genome-wide association have shown that 
a multitude of traits with minimal bearing on complicated 
disorders are implicated, making it more difficult to discern 
between these traits.4 While there has been progress in the 
quest for hazard qualities for a very long time plex sicknesses 
regardless of this methodological issue5, mental circumstances 
have ended up being extremely impervious to hearty quality 
distinguishing proof. for example, a prospective study based 
on a local area has indicated that the pathophysiology of 
depression may include a genetic difference in the serotonin 
messenger’s regulatory regions (a focus of energizer drugs).6 
A recent meta-analysis showed no evidence linking serotonin 
carrier quality, either alone or in conjunction with mental load, 
to the risk of depression, despite the message’s strong clinical 
and neurobiological plausibility.7 The low effectiveness of 
hereditary evaluations of sorrow has been associated with the 
use of current-order mappings, such as ICD-10 and DSM-IV. 
Rather than portraying uniform problems, these diagnostic 
guidelines are based on clusters of symptoms and clinical traits 
that indicate the typical outcomes of several pathophysiological 
processes.8 The therapist should be informed that the best 

Figure 2: Understanding the various symptoms that can occur during 
depressive episodes
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source of information for figuring out the genetic risk of major 
depressive illness will always be one’s family history. 
Exploring the Hypothalamic-pituitary-adrenal Axis 
(HPA) Dysfunction in Depression
When parts of the cortical cerebrum sense psycho-legitimate 
stress, the nerve center releases corticotropin-releasing 
hormone (CRH). This substance stimulates the pituitary gland 
to release cortisol into the plasma, activating the adrenal gland. 
males and women have different levels of major pressure 
reactivity, which is consistent with the fact that males suffer 
less profound sadness than women. The physiologic stress 
reaction is a component of the way orientation manifests.9 

Men also respond to challenges with achievement with greater 
cortisol levels, whilst women are more sensitive to issues with 
public humiliation.10 Even though major depressive disorder 
is considered a stress condition, many people with the illness 
show no signs of hypothalamic-pituitary-adrenal (HPA) 
abnormalities.11 Regardless, some major depressive disorder 
patients do exhibit aberrations in that pivot as well as the 
extrahypothalamic CRH framework.12 Patients with a history 
of developmental trauma who were distressed tended to have 
more noticeable alterations in their stress hormone production.13 
Significant melancholy may have long-term negative effects 
on one’s health, including coronary artery disease, type II 
diabetes, and fractures, which may be mediated by high cortisol 
levels.14 The significance of hypothalamic pituitary adrenal 
pathway malfunction for antidepressant viability is a matter 
of conversation.15 A twofold arrangement of mineralocorticoid 
(MR) and glucocorticoid (GR) receptors regulates this HPA 
pivot. In stress-related situations like MDD, decreased brain 
GR receptor work16, and increased MR framework action 
capacity suggest an uncomfortable MR/GR proportion.17 The 
glucocorticoid receptor regulatory guideline has been linked 
to adolescent abuse.18 Such environmental programming of 
quality articulation may address one potential component that 
joins early life stress to unusual HPA pivot work and expanded 
gamble of MDD in grown-ups. Although the central brain 
corticotropin-releasing hormone excitement test is sensitive to 
hypothalamic-pituitary-adrenal axis disruption in depression, 
it has limited specificity for serious depressive disorder.19 In 
any event, failure to disclose in the CRH test has repeatedly 
shown a higher probability of serious backsliding following 
treatment lowering. Additionally, an awake salivary cortisol 
fixation estimate is a quick and accurate way to detect HPA 
hub hyperactivity in depressive states.20 Only insanely sad 
people get hypercortisolemia, which glucocorticoid antagonists 
may be able to treat.21 Several types of evidence suggest that 
CRH is important in the pathophysiology of several kinds 
of depression. CRH levels in the cerebral fluid are higher 
in a small number of discouraged persons.22 Posthumous 
research found more CRH-producing neurons in limbic 
regions of the brain in miserable people, possibly reflecting 
a protective response to the elevated CRH concentrations.23 
What’s more, reduced appetite, irregular sleep patterns, a 
reduction in physical attractiveness, and changes in cognitive 

content are just a few of the physiological and social changes 
caused by CRH that resemble the signs of serious depression. 
Additionally, preliminary data suggests that CRH1 receptor 
antagonists reduce feelings of anxiety and depression.24 As a 
result of the inflammatory reaction system activation, “sick 
behavior” symptoms include fatigue, feelings of hopelessness, 
psychomotor slowness, and cognitive impairment. Pro-
inflammatory cytokines that disrupt the central serotonin 
system and stimulation of the HPA axis include growth 
mortification, interleukin-6, and interleukin-1. One of the most 
frequent side effects of recombinant interferons is depression, 
which predominates for 30 minutes.25 Inhibiting the signaling 
mediated by pro-inflammatory cytokines in animals has 
effects akin to antidepressants. Clinical data points to the 
potential involvement of cytokines in the etiology of certain 
depression, especially in somatically disturbed individuals. A 
possible therapeutic relationship between neurobiology and 
clinical depression analysis may be revealed by the painkiller’s 
medicinal qualities.26 When taken as a whole, laboratory tests 
that support systemic imbalances and neuroimmune complexes 
have the highest likelihood of being clinically helpful in the 
treatment of depressed persons. The outcomes of utilizing 
medication to control the hypothalamic-pituitary-adrenal 
axis as an antidepressant have not been satisfying due to a 
considerable amount of fundamental scientific data showing 
that this system plays a significant part in the pathophysiology 
of depression. Owing to the stress system the relationship 
between childhood trauma and a body that has changed, for 
better or worse certain psychotherapies are utilized in the 
treatment of depressive individuals who have experienced 
early-life trauma.27

Exploring the Relationship Between Monoaminergic 
Systems and Brain Function
The bulk of the serotonergic, noradrenergic, and dopaminergic 
neurons that send signals to important areas of the brain are 
found in the mesencephalon and neural structural nuclei. The 
monoaminergic systems are suggested by this physiology. 
Square measure concerned with the control of a wide range 
of brain functions, together with motivation, emotion, and 
attention process, sleep, hunger, and cognition are all factors 
to consider. Almost any substance that inhibits amine reuptake, 
leads to associate multiplied the presence of monoamine in the 
connection gap has been demonstrated to be a therapeutically 
effective antidepressant.28 

provide the strongest evidence for significantly diminished 
central serotonergic system function. In individuals who are 
prone to depression, such as those with completely recovered 
major depressive disorder or healthy persons with a family 
history of depression, such a discount triggers the emergence 
of depressive symptoms.29 This might be mediated by an 
increase in brain metabolism in the reticular formation 
anterior cortex and parts of the neurological framework of 
the brain. A reduction in central 5-hydroxytryptamine has 
been linked in clinical evidence to psychological memory 
bias, changed reward-related behavior, and disturbance 
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in suppressing emotional processes. These findings lend 
credence to the serotonin insufficiency theory. Moreover, 
there is proof that the 5-hydroxytryptamine receptor is 
altered in depressive disorders; the majority of this data 
indicates that the serotonin 1A receptor, which regulates the 
5-hydroxytryptamine receptor’s activity, is responsible for 
these modifications. This anomaly has been seen in individuals 
with anxiety disorders and temporal lobe brain disease, albeit 
it is not particularly unique to major depressive disorder. 
This may help to explain the substantial comorbidity of these 
illnesses.30 There is no clear reason for how sad people lose 
serotonin, and investigations of monoamine neurotransmitter 
metabolites in plasma, feces, and body f luid, as well as 
post-mortem examinations of the serotonergic system in 
sadness, have produced contradictory findings. According 
to early research, AN increased the accessibility of a brain 
enzyme that metabolizes monoamine neurotransmitters, 
which may result in a serotonin deficit.31 The lack of function 
mutations in the sequence promising to write for the brain-
specific accelerator tryptophane hydroxylase-2 might further 
justify serotonin production loss as an uncommon cause of 
depression.32 Evidence from depressed patients of decreased 
monoamine neurotransmitter metabolism increased amino acid 
hydroxylase activity, and exfoliated density of norepinephrine 
transporter within the reticular formation supports the theory 
that central noradrenergic system dysfunction contributes 
to the pathophysiology of major depressive disorder.33 
Depressive disorders attempters’ retrospective brain analyses 
showed reduced locus changes, increased alpha-2 adrenergic 
receptor frequency, and catabolized alpha-1 adrenergic 
receptor density in their brains.34 Since there is no way to 
selectively eliminate central norepinephrine or imaging 
technology to look at the central monoamine neurotransmitter 
system, there is a lack of solid evidence confirming the 
central monoamine neurotransmitter system’s involvement 
in depression. Although monoamine neurotransmitters have 
been a major focus of classic ideas of depression neurobiology, 
intropin’s role in depression is receiving more and more 

attention.35 In investigations into having major depressive 
disorder that were placebo-controlled, Intropin reuptake 
inhibitors (like nomifensine) and dopamine receptor agonists 
(like pramipexole) demonstrated therapeutic efficacy.36 In 
depression, levels of Intropin metabolites in body fluid and 
venaplasma were consistently reduced, indicating that target 
surface Intropin turnover occurs. Major depressive disorder 
reduces Striatal Intropin transporter binding and dopamine 
uptake, resulting in decreased dopamine neurotransmission.37 

According to one study, reduced dopaminergic transmission 
into the forebrain relates to physiological feelings and 
performance deficiencies on an appreciation procedure test in 
those at risk of depression.38 These findings support the clinical 
observation that depressed persons respond slowly to praise 
and inconsistently to criticism. Nearly all antidepressants that 
target the amine systems are available.39 The dysfunctions of 
the monoaminergic neurochemical system characterized by 
major depressive illness are after other, more severe issues, 
as evidenced by the complete and partial resistance to such 
medications as well as their prolonged onset of action. Despite 
this weakness, the monoamine shortage theory has been the 
most prominent target tissue explanation of stress. Though 
current studies on the impact of hormones associated with 
stress in depressive crises emphasize the theory’s academic 
prospects, promising indicates of the antidepressant effects 
of drugs that directly influence the dopaminergic system 
(e.g., pramipexole, modafinil) in difficult-to-treat depressive 
disorders emphasize the theory’s clinical importance.40

The Intriguing Connection Between Neuroimaging and 
Treatment-resistant Depression
Despite the failure of various historical initiatives to localize 
mental functions, they have made a substantial contribution 
to contemporary neuroscientific knowledge about mental 
diseases.41 Researching structural and functional deficits in 
depressed people who are still alive is now possible because of 
advancements in neuroimaging technologies. Sadly, Because 
of the wide range of imaging modalities used, the small 
and diverse research groups investigated, and the limited 
data overlap across neuroimaging conceptual frameworks. 
Neural networks or areas with persistently aberrant structure 
or function in severe depressive disorder are hard to 
reliably identify. Research on brain imaging for functional 
purposes has produced the least amount of information. This 
could lead to poor process quality and/or methodological 
limitations in depression disorders. The lateral frontal and 
temporal cortices, striatum, and cerebellum exhibit the most 
convincing evidence of abnormal brain activity in depression 
disorders, according to a recent metanalytic analysis. These 
regions of the brain exhibited sporadic activity while at rest, 
no reaction when unpleasant thoughts were presented, and 
increased activity following treatment with monoamine 
neurotransmitter reuptake inhibitors. In the ventromedial 
frontal areas, the striatum, and maybe alternative neural 
structure brain regions, opposite modifications may arise.42 
Postmortem examinations and molecular imaging have added 

MAO-A: monoamine oxidase inhibitor, CREB: cAMP-response 
element binding protein, PKC: protein kinase C, SERT-serotonin 
transporter, NET-norepinephrine transporter, IP3   DAG-inositol 

trisphosphate, and diacylglycerol

Figure 3: Depression Mechanism by Neurological Framework
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to the evidence. The left anterior orbital and orbitofrontal 
cortex, as well as the ventromedial prefrontal cortex, all 
showed abnormally high-volume declines, according to a new 
meta-analysis of brain volume anomalies in major depressive 
disorder. Mild volume decreases were seen in the basal ganglia, 
hippocampus, and lateral anterior cortex. After autopsies, 
the corpus amygdaloideum, as well as the dorsal, orbital, 
and subgenual anterior cortices, showed reduced interstitial 
tissue cell count.43 The most frequent anatomical outcome of 
severe depressive illness, according to functional, structural, 
and post-mortem investigations, is structural and functional 
abnormalities in the left subgenual cingulate cortex region. 
Volume reduction in this region was detected early in the 
course of the illness, and young people with a high familial risk 
of MDD were studied, 44 referring to a major biological science 
abnormality linked to the pathophysiology of the illness. 
Humans with subgenual anterior cortical lesions displayed 
aberrant involuntary reactions to social stimuli,45 whereas 
animals suffering from left-sided injuries showed increased 
sympathetic arousal and glucocorticoid sensitivity in response 
to restraint stress. In persons suffering from treatment-resistant 
depression, continuous deep brain stimulation to diminish 
possibly elevated activity in the subgenual cingulated cortex 
had therapeutic outcomes.46  In conclusion, despite the wide 
range of neuropsychological study findings, an increasing 
body of information suggests that some patients with severe 
depressive disorder have irregularities in the subgenual anterior 
brain. Studies on depression using neuroanatomy are highly 
clinically relevant because new medications for depression, 
like deep brain stimulation, will target specific brain regions. 
Additionally, studies using neuroimaging can evaluate the 
potential for treatment responses.47

How Untreated Depression Exacerbates Stress Sensitivity
As the illness worsens, so do the risk factors for depressive 
episodes.48 However, future episodes grow progressively 
“endogenous,” meaning they are triggered by little stressors 
or occur on their own. The initial stage of depression is 
occasionally “reactive,” meaning it is brought on by significant 
psychosocial stresses.49 There is strong proof that the extent 
and duration of depression are associated with reductions 
in hippocampal volume and other brain regions.50 This 
suggests that if depression remains untreated, the loss of 
hippocampal volume will exacerbate stress sensitivity and 
increase the likelihood of relapse.51 Decreased neurotrophic 
factors, delayed maturation, glutamatergic toxicity,52 
glucocorticoid neurotoxicity, and reduced neurotrophic 
factors are some possible causes of depression-induced brain 
volume reduction.53 There is inadequate proof for any of these 
pathways because there are no imaging methods to accurately 
evaluate neurotoxic and neurotrophic processes in vivo. BDNF, 
or brain-derived neurotrophic factor, has sparked a lot of 
curiosity.54 Diagnostic investigations have found links between 
stress-induced depressive-like behavior and lower BDNF levels 
in the hippocampus, as well as higher BDNF expression after 
drug treatment.55Depression is a potential side effect that might 

harm the brain; consequently, depressed patients should be 
treated as soon as possible.56 

GABAergic Exploring the Link Between Emotional 
Stress and Presynaptic Down-regulation of GABAergic 
Neurotransmission
Gamma-aminobutyric acid (GABA) average concentrations in 
the brain and skeletal locations are lower in acute depressive 
disorders, according to a series of magnetic resonance 
spectroscopy studies.51 Presynaptic down-regulation of anterior 
GABAergic neurotransmission appears to be a consequence of 
emotional stress, and this may replicate the consequences of 
acute stress. Low total neurotransmitter concentrations, on the 
other hand, may result in a decrease in GABAergic interneuron 
density and size.57 Chronic stress may also alter GABA-A 
receptor activation, most likely as a result of alterations 
in the manufacture of neuroactive steroids.58 GABAergic 
medications have little impact on core depressive symptoms59 

and conventional anterior neurotransmitter levels in persons 
with remitted MDD provide contradictory evidence for the 
neurotransmitter model of depression.60 Numerous pieces 
of research suggest that depression problems are associated 
with a dysfunctional sodium neurotransmitter pathway:61 A 
single dosage of the sodium N-methyl-D-aspartate (NMDA) 
receptor antagonist club drug showed notable and rapid 
beneficial effects in patients with depression who are resistant 
to treatment disorders.62 Salt unharnesses inhibitors, for 
example, lamotrigine and riluzole, clearly have antidepressant 
characteristics;63 magnetic resonance chemical analysis, which 
indicated aberrant glutamate levels in depressed individuals as 
well as evidence of defective NMDA signing in post-mortem 
tissue preparations.64 Determining the precise role of salt in 
depression necessitates additional research because it is a 
significant excitatory neurotransmitter involved 65 in almost 
all brain functions (For instance, promising results suggest 
that the metabotropic salt receptor five is uniquely engaged in 
severe depressive illness.66

CONCLUSION 
The idea of a “unified paradigm of melancholy” is entirely 
disproven by the vast array of beliefs surrounding depression 
and the alarmingly low success rates of all existing 
antidepressant medications. This suggests that depression 
is a complex condition with diverse causes and clinical 
presentations. To gain a deeper understanding, extensive 
research must be conducted on potential biomarkers, 
including neuroimaging techniques, neuroendocrine testing, 
and genotyping for individual variations in stress response 
and medication efficacy. These investigations hold promise 
for identifying predictors of treatment response and paving 
the way for personalized healthcare. Ultimately, pinpointing 
reliable indicators of treatment outcomes could pave the way 
for tailored treatments designed to suit each patient’s needs. 
Additionally, it may open up new avenues for testing innovative 
therapeutic approaches in the pursuit of more effective solutions 
for managing depressive disorders.
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