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neuronal damage.

One of the earliest psychiatric disorders for which evidence exists, 
depressive disorder (DD) is pathology of the mood characterized by 

feelings of deep pain, rage, frustration, and loneliness that prevent 

patients from leading normal lives. It manifests physiologically 

as a chemical imbalance in the brain, which is the most common 

symptom observed in more than half of outpatient psychological 

patients. According to epidemiological data, it is the ��h leading 

cause of disability worldwide and among women, accounting for 13% 

of all mental illnesses: ratio of a�ectation for men of 2:1. Dejection, 

anhedonia (loss of pleasure), general disinterest, diminished energy 

or fatigue, sleep and appetite disorders, somatic discomfort, memory 

and concentration problems, feelings of guilt and low self-esteem, poor 

vision of the future, comorbidity with other diseases, and frequently 

the possibility of suicide are the primary symptoms. �erefore, its 

attention is of the utmost importance [1-5].

in the outer mitochondrial membrane of neurons and glial cells. 

During clinical trials, iproniazid, an antituberculous MAO inhibitor, 

was accidentally discovered to increase the availability and excitatory 

e�ects of neurotransmitters in the reward and pleasure centers 

of the NA and 5-HT systems in the hypothalamus and the limbic 

system’s surrounding regions. �is discovery laid the foundation for 

the treatment approach. “Mood elevation” is a manifestation of this 

increase. �is is how the �rst antidepressant, �uoxetine, a selective 

serotonin reuptake inhibitor, was developed in 1950. Imipramine, a 

better antidepressant tricyclic drug derived from chlorpromazine, was 

discovered shortly a�er. Several antidepressant medications, including 

�uvoxamine, paroxetine, sertraline, and citalopram, that function as 

inhibitors of the reuptake of 5-HT, NA, and selective of the MAO7 

were developed as a result of this discovery. Subsequently, the reversible 

MAO inhibitor moclobemide and the 5-HT and DA reuptake inhibitor 

bupropion were discovered. Mirtazapine, a drug that works on both 

noradrenergic and serotoninergic receptors, and reboxetine, an NA 

reuptake inhibitor, were developed in the 1990s. Later, venlafaxine 

and duloxetine, a pair of drugs, were also developed. Due to their dual 

inhibition of 5-HT and NA reuptake, the last two are known as duals. 

For the treatment of DD, clinical psychiatry currently has more than 

30 highly e�ective advanced medications, including agomelatine, a 

melatonin agonist.

Neuroprogression is a phasic and progressive process in which the 
brain establishes ine�cient and incorrect alternative interconnection 

routes. Strictly speaking, neuroprogression is de�ned as neuronal 
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changes that include mild degenerative processes, intracellular signaling 
dysfunctions, apoptosis, and decreased plasticity and neurogenesis. The 
brain is constantly reorganizing through neuroplasticity and attempting 
to achieve greater efficiency through neurodevelopment. In depression, 
the diminution of the size of the frontal lobes, prefrontal orbital cortex, 
circumvolution of the frontal corpus callosum, hippocampus, and 
amygdala appears to reflect a decrease in neurogenesis, mitochondrial 
dysfunction, and an imbalance in the HHS axis in depressed patients. 
This process begins with a mild onset, gets worse with each crisis 
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