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Introduction

Research consistently highlights a higher prevalence of Major Depressive Disor-
der (MDD) in women compared to men. This disparity likely stems from a complex
interplay of biological factors (hormonal fluctuations, genetic predispositions), psy-
chological influences (coping mechanisms, rumination), and socio-cultural pres-
sures (gender roles, stress exposure). Understanding these nuanced differences
is crucial for targeted prevention and treatment strategies [1].

Hormonal variations, particularly during reproductive life stages like adolescence,
pregnancy, and menopause, are implicated in the heightened vulnerability of
women to depression. These hormonal shifts can influence neurotransmitter sys-
tems and stress response pathways, contributing to mood dysregulation [2].

Psychological factors such as rumination, a tendency to dwell on negative thoughts
and emotions, are more prevalent in women and are strongly associated with the
development and maintenance of depression. Conversely, men may be more
prone to externalizing behaviors or substance use as coping mechanisms [3].

Sociocultural factors, including experiences of discrimination, chronic stress from
caregiving roles, and societal expectations, contribute significantly to the gender
disparity in depression. Women often face a greater burden of multiple roles and
stressors [4].

Genetic and epigenetic factors likely play a role in sex differences in depression
susceptibility. While overall heritability may be similar, specific genetic variants or
gene-environment interactions might confer different risks between sexes [5].

The diagnostic criteria for MDD, while largely gender-neutral, may inadvertently
capture symptom presentations differently between men and women. Women
might more frequently report somatic symptoms and internalizing behaviors,
whereas men may present with irritability, anger, or substance misuse [6].

Life events and trauma exposure, such as childhood adversity and interpersonal
violence, show sex-specific associations with depression. Women are dispropor-
tionately affected by certain types of trauma that are potent risk factors for MDD
[7].

The impact of stress on mental health can differ between genders. While both
sexes experience stress, women may be more susceptible to the depressive ef-
fects of chronic or interpersonal stressors, potentially due to differences in stress
response systems and coping strategies [8].

Brain structure and function differences between males and females may underlie
variations in vulnerability to depression. Areas like the amygdala, hippocampus,
and prefrontal cortex, involved in emotion regulation and stress response, show
sex-specific developmental trajectories and functional connectivity [9].

Treatment outcomes for MDD can also exhibit gender differences. Some antide-

pressant medications may have varying efficacy or side effect profiles in men and
women, necessitating personalized treatment approaches that consider sex as a
biological variable [10].

Description

Major Depressive Disorder (MDD) exhibits a distinct gender disparity, with women
experiencing higher prevalence rates compared to men. This phenomenon is at-
tributed to a multifaceted etiology, encompassing biological, psychological, and
sociocultural determinants. A comprehensive understanding of these contributing
factors is paramount for developing effective and targeted interventions [1].

Biological underpinnings, particularly hormonal fluctuations across the female re-
productive lifespan—from adolescence through menopause—are recognized as
key contributors to heightened depression vulnerability. These hormonal shifts
can profoundly impact neurotransmitter systems and the body’s stress response
pathways, leading to increased susceptibility to mood dysregulation [2].

Psychological constructs such as rumination, characterized by a persistent
dwelling on negative thoughts and emotions, are observed with greater frequency
in women and are significantly linked to the onset and persistence of depressive
episodes. In contrast, men may more commonly employ externalizing behaviors,
including substance use, as coping mechanisms [3].

Sociocultural influences play a substantial role in the gendered distribution of de-
pression. Factors such as experiencing discrimination, enduring chronic stress
from caregiving responsibilities, and adhering to societal expectations contribute
to this disparity. Women frequently shoulder a heavier burden due to multiple roles
and stressors [4].

Genetic and epigenetic mechanisms are also considered influential in sex dif-
ferences in depression susceptibility. While the overall heritability of depression
might be comparable between sexes, specific genetic variations or complex gene-
environment interactions could confer differential risks betweenmales and females
[5].

While the diagnostic criteria for MDD are designed to be gender-neutral, their ap-
plication can inadvertently lead to differential symptom presentation between men
and women. Women may more frequently report somatic symptoms and internal-
izing behaviors, whereas men might manifest symptoms such as irritability, anger,
or substance misuse [6].

Life events and exposure to trauma, including adverse childhood experiences and
interpersonal violence, demonstrate sex-specific associations with depression.
Women are disproportionately impacted by specific types of trauma that serve as
potent risk factors for the development of MDD [7].
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The influence of stress on mental health varies between genders. Although both
men and women experience stress, women may exhibit a greater susceptibility to
the depressive consequences of chronic or interpersonal stressors. This height-
ened sensitivity could be related to differences in stress response systems and
coping strategies [8].

Neurobiological differences in brain structure and function between males and fe-
males may contribute to variations in depression vulnerability. Regions involved
in emotion regulation and stress response, such as the amygdala, hippocampus,
and prefrontal cortex, exhibit sex-specific developmental patterns and functional
connectivity [9].

Furthermore, treatment responses to MDD can also manifest gender-specific pat-
terns. Certain antidepressant medications might have differing efficacy or side
effect profiles in men and women, underscoring the necessity for personalized
treatment strategies that account for sex as a biological variable [10].

Conclusion

Major Depressive Disorder (MDD) is more prevalent in women than men due to
a combination of biological factors like hormonal fluctuations and genetic predis-
positions, psychological influences such as rumination and coping mechanisms,
and sociocultural pressures including gender roles and stress exposure. Hormonal
variations during reproductive life stages, increased rumination in women, and
greater societal stressors contribute to this disparity. While diagnostic criteria are
gender-neutral, symptom presentation can differ. Life events, trauma, and stress
impact men and women differently, with women often being more vulnerable to
certain stressors. Brain structure and function variations may also play a role.
Treatment outcomes can also show gender differences, necessitating personal-
ized approaches.
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