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Abstract

Depression is largely experienced in our societies. It is costly and highly prevalent medical condition having a lifetime
prevalence of around 16% in US adults. Around 13.5 million adults got major depressive disorder in the last year and 34
million will get it at some point. Women experience it more likely about 1.5 to 3 times greater than men. Anyone can
experience it at any age but most people experiences first episode in their early thirties. This review represents different
factors that are associated with depression.
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INTRODUCTION

Depression is a serious and common medical
ailment affecting one’s feelings, thinking and actions. It
causes loss of interest in activities that once was
enjoyable. It may lead to many physical and emotional
problems and may decrease work and home functioning
of a person resulting in reduced productivity [1]. It may
influence relationships and chronic health conditions
including asthma, diabetes, cancer, cardio-vascular
disease and many others. Feeling low and sad at
different times in our life is normal but if it becomes
miserable and hopeless than it should be treated, if left
untreated, it may lasts for years and may aggravate
overtime [2]. Several medical conditions like some
vitamin deficiency and thyroid problem may imitate
symptoms of depression [1].

In a survey by Villanueva in 2013, relation
between abnormal neurogenesis with major depressive
disorder was studied and found that alterations of
individual factors including hypothalamic-pituitary-
axis, miRNAs expression, pro inflammatory cytokines
production, growth factor and neutrophins production
and even the delivery of abnormal Gl signaling peptides
can significantly induce mood alterations [3].

DIAGNOSTIC CRITERIA FOR DEPRESSION
Depression is defined as having anhedonia or
sad mood, which persists nearly throughout the day or
every day for at least 14 days or two weeks. For
diagnosis, an additional four symptoms are needed
including weight loss or gain, loss of energy or fatigue,
difficulty  in  decision-making,  thoughts  of

worthlessness, sleep disruptions, speeding up or
slowing down of physical movements, recurrent
thoughts of suicide or death. All individuals do not
possess the same symptoms. The duration, severity and
frequency can also differ among individuals and
vacillate in the same individual over time [4].

TYPES OF DEPRESSION:
There are many forms of depression. The
DSM-V lists nine different types of depression [5].

Major Depression

Major depression is a frequent and complex
psychiatric illness that airs frequent challenges to
patient as well as physicians. It is a widespread disorder
[5]. This type of depression is the most prevalent form.
In this type, patient experiences recurrent events during
their lives [6]. It is usually treated with antidepressants.
Talk therapy is also beneficial [7].

Dysthymia

It is defined as persistent depressed mood for a
long period [6]. Dysthymia responds better to talk
therapy in contrast to medications. Their combination is
also suggested by some studies [7].

Seasonal Affective Disorder

This type of depression produces due to
deficiency of sunlight [6]. SAD is a frequent depressive
disorder comprises of a seasonal pattern, with an onset
in fall and continued to winter months. Symptoms
centered on low energy and sad mood. Females are
more prevalent; those that are younger, having family
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history of depression, SAD or bipolar disorder and live
distant from equator. Treatment typically includes
antidepressants, Vitamin D, light therapy and
counseling [8].

Atypical Depression

Patient may experience irritability, relationship
problems and heaviness feeling in their limbs [6]. Talk
therapy works great in treating this type of depression
as suggested by different studies [7].

Bipolar Disorder

Bipolar is also known as manic-depressive
illness; episodes of mania and depression strike the
patient at different times [6]. Combining antidepressant
drugs with psychosocial treatments can increase acute
stabilization and long-term maintenance of depression.
Medications affecting circadian rhythm and sleep have
been found to affect mood and would be helpful in
selecting treatment regimens for individual patients [9].

Psychotic Depression

In psychotic depression, patient becomes
catatonic due to the presence of hallucinations and
delusions [6]. According to different reviews published
earlier, combination of antidepressant and antipsychotic
was more effective in this type of depression [7].

Post-partum Depression

It affects approximately 10-15% of mothers
annually. This type of depression often occurs from
months to a year following birth [10]. However a study
reported postpartum depression after 4 years from birth
[11]. Causes of post-partum depression include
situational, physiological or multifactorial factors [12].

Previous history of post-partum depression
[13] and single parenthood [14] are some of the
triggering factors. Combination of medications and talk
therapy are usually prescribed [7].

Premenstrual Dysphoric disorder

It is a severe mood disorder characterized by
physical and cognitive-affective symptoms in one week
before menses. It affects a large number of women
worldwide [15-17]. Pharmacotherapy is recommended
as a first line treatment as stated by the American
College of Gynecology [18].

Situational Depression

It is triggered by any event [6]. It is also called
reactive depression. It originates from a feeling that
results from a particular situation. If the symptoms last
for more than six months, it may lead to long term
depression. It is a treatable condition. Antidepressants,
psychotherapy or their combination can be employed
[19].

RISK FACTORS FOR DEPRESSION

Anyone can be affected by depression, even an
individual who’s living relatively in an ideal condition.
Different factors have a role in depression;

Biochemistry
Variations in the levels of different chemicals
in brain may promote symptoms of depression.

Personality
People having low self-esteem or stressed
people seem to be more liable to experience depression

[1].

Genetics of Depression

Depression is cognizant to run in families,
declared that different factors genetically contribute to
the risks of disease development. Uptil now, very little
is known regarding genetic basis of depression.
According to some studies, variations in some genes
with a minor effect contribute to the risk of developing
disease. These variations may be somewhat different
between women and men. The genes thought to be
consociated have diverse functioning in brain like
synthesis, transportation and activities of
neurotransmitters. Other genes associated with
depression are engaged in the growth, maturation and
the maintenance of neurons as well as synapses
between neurons to adopt change over time, a feature
described as synaptic plasticity [20]. Candidate gene
includes SLC6A3, SHTTP/SLC6A4, APOE, MTHFR,
DRDA, HTRIA and GNB3 [21].

Environmental Factors

These factors play critical role in arising
depression like certain medications, substance abuse,
stressful life events for example death of a beloved,
divorce, etc. There may be other factors like social
isolation, relationship difficulties, financial problems,
childhood neglect or abuse and many others. Some
disease such as thyroid disease, cancer and chronic pain
are also consociated with an enhanced risk of
depression development [22]. It is likely that genetic
factors interact with environmental factors to conclude
the risk of developing depression [21].

PREVALENCE OF DIABETES

The prevalence of diabetes has been increasing
more rapidly in low and middle-income countries.
Prevalence of people with diabetes has increased from
108 million (1980) to 422 million (2014). Worldwide,
among adults, 18 years of age and above has increased
from 4.7% (1980) to 8.5% (2014) [23-25].

ROLE OF DIABETES IN DEPRESSION

It has been supposed that diet could play a
major role in depression [26]. A variety of nutrients are
required for the modulation and synthesis in the
neurotransmission system and so they are involved in
mood regulation [27, 28]. Each nutrient has its own
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biochemistry and has a role in mood regulation that is
discussed elsewhere [29].

Anglin R. E et al, in 2013 declare an
association of depression and vitamin-D. The findings
are consistent with their hypothesis that decreased
vitamin- D concentrations is consociated with
depression [30].

CELLULAR & MOLECULAR BASIS OF
DEPRESSION

Many brain regions likely mediate the vast
symptoms of depression. An autopsy reported of
depressed patients found abnormalities in those brain
regions, but due to some contradictory findings there is
a need to investigate various mechanisms of mood
regulation related to different brain areas. It has been
found that the brain areas involved in depression are the
same involved in addiction [31].

Stress has a major role in the initiation of
psychiatric disease, like depression and anxiety. A
study suggested p1l as a primal molecule in cell type
specific stress-induced depression [32].

DEPRESSION & CIRCADIAN RHYTHM

Major depression is often affiliated with
alteration in circadian rhythm, secretion of hormones
including melatonin, cortisol and core temperature [33].
Previous studies have found that disturbed circadian
rhythm is associated with major depressive disorder.
However, light can affect mood through non-circadian
mechanisms and brain lesions disrupts cells and remove
important neuronal connections, which includes light
reception pathways [34].

Improper light may cause circadian rhythm
alterations with sleep disruptions that finally may lead
to depression like state and mood disorder [35].

DEPRESSION & INFLAMMATION

Inflammatory illness is consociated with
depression. Human studies have shown a relevant role
of chemokines in depression. In earlier reviews
chemokines were found altered in depressed people.
Chemokines were found to have neurobiological effect
and by leukocyte recruitment and trafficking, they have
known to be consociated with depression [36].

Depression and schizophrenia are consociated
with inflammatory processes. Previous studies show
that these diseases display higher level of pro-
inflammatory markers. In a study, serum levels of
interleukin 18, interleukin 6, tumor necrosis factor and
interleukin 2 were obtained in schizophrenic and
depressed patients and compared with the control. It
was found that the levels of all these markers are
significantly increased and significantly stimulated
which shows the inflammatory characteristic of these
disorders [37].

Adaptive or innate immune system interacts
with neurocircuits and neurotransmitters to impact the
peril for depression [38].

EXERCISE & DEPRESSION

Previous studies had shown that people having
major depressive disorders are less active physically
and approx. two third of them did not meet physical
activity requirements [39]. In another study,
comparison of exercise versus control group was
observed. The findings declared that exercise had a
significant and large impact on in depressive people.
The study claimed exercise as evidence based anti
depressant treatment [40]. Ranjbar et al., in 2015
declare that both aerobic and anaerobic exercises are
beneficial in reducing symptoms of depression and
enhancing positive mood in depressive patients [41].

DEPRESSION & ACUPUNCTURE

Smith C. A et al., in March 2018 declare that
acupuncture is very effective for depression as it may
result in moderate decline in the severity of depression
as compared to usual treatment or in untreated
conditions. Risks of adverse effects are unclear when
treating with acupuncture [42].

METHODOLOGY

For this article, a computerized search of
Pubmed, WHO and related articles from 2005 to 2018
was reviewed for determination of literature. A search
strategy was developed using combination of word
terms:  depression, seasonal  depression, major
depressive disorder, circadian rhythms, sleep disorders,
sleep disturbances, gene expressions, antidepressants,
agomelatine and melatonin, exercise. Systematic
reviews and control studies were examined to gather the
data available for depression.

CONCLUDING REMARKS

Depression is considered as a common
disorder and is ranked third as a major cause of
disability after cardiac and respiratory ailments [43]. It
is the major cause of many disables conditions like
blindness, heart attacks, stroke, and kidney failure.
WHO declares diabetes as the seventh highlighted
cause of death in 2016. Healthy and balanced diet,
regular physical activity and avoiding use of tobacco
are some important measures to prevent the onset of
diabetes [44].

This review reflects the relation between
abnormal neurogenesis with major depressive disorder
and it was analyzed that alterations in individual factors
like hypothalamic-pituitary-axis, miRNAs expression,
pro inflammatory cytokines production, growth factor
and neutrophins production and even the delivery of
abnormal GI signaling peptides can significantly induce
mood alterations that may lead towards depression [3].
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In depression, sleep disturbance is the major
symptom that affects daytime working of people. Sleep
difficulties are often a key factor that drives a depressed
patient to seek help medically [45]. In this review we
have discussed that medicines affecting melatonin and
sleeping behavior have a positive impact on depression.
They are employed in treating depression and have less
adverse effects as compared to conventional
antidepressants.

Further research is required to effectively
identify factors and strategies for prevention and
treatment of depression.
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