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Introduction  

Generalized Anxiety Disorder (GAD) is a chronic 

and disabling mental health condition characterized by 

excessive and uncontrollable worry about everyday life 

events and activities.1 GAD is a prevalent condition, 

affecting approximately 3-5% of the general population,2 

and is associated with significant impairment in social, 

occupational, and personal functioning.3 Although the 

exact causes of GAD are still unclear, research has 

identified a range of genetic, environmental, neurobiological, 

and psychological factors that contribute to the 

development and maintenance of this condition.4 

Some studies suggest that genetic factors play a 

significant role in the development of GAD, with 

heritability estimates ranging from 30% to 50%.5,6 

Other research has explored the role of environmental 

factors, such as stressful life events and childhood 

adversity, in the onset of GAD.7,8 

 Neurobiological factors have also been implicated in 

GAD, with studies suggesting that alterations in the 

functioning of the hypothalamic-pituitary-adrenal 

(HPA) axis and the gamma-aminobutyric acid (GABA) 

system may contribute to the development of this 

condition.9,10 

 Furthermore, psychological factors such as intolerance 

of uncertainty, cognitive biases, and maladaptive 

coping strategies have been identified as important 

contributors to the maintenance of GAD.11,12 

Other studies have also suggested a potential role for 

inflammation in the development and maintenance of 

GAD, as chronic stress and anxiety can lead to 

increased inflammation in the body.13,14 Additionally, 

research has identified a potential link between GAD 

and sleep disturbances, with some studies suggesting 

that poor sleep quality may increase the risk of 

developing GAD and exacerbate symptoms in those 

already diagnosed with the condition.15,16 

 The diagnosis of GAD typically involves a thorough 

clinical assessment, including a detailed medical 

history, a physical examination, and a psychological 

evaluation.17 Treatment options for GAD vary and may 

include a combination of medication, such as selective 

serotonin reuptake inhibitors (SSRIs) or benzodiazepines, 

and psychotherapy, such as cognitive-behavioral 

therapy (CBT) or acceptance and commitment therapy 

(ACT).18 

 In this review, we aim to provide a comprehensive 

overview of these causes and their implications for the 

diagnosis and treatment of GAD. GAD is a prevalent 

and debilitating mental health condition that is 

influenced by a range of genetic, environmental, 

neurobiological, and psychological factors. A better 

understanding of the underlying causes of GAD can 

inform the development of more effective diagnostic 

and treatment approaches for this condition. 
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Materials and Methods 

We conducted a systematic review of the literature on 

the causes of GAD, using PubMed, PsychINFO, and 

Web of Science databases. We included studies 

published in English between 1990 and 2022 that 

investigated the genetic, environmental, neurobiological, 

and psychological factors associated with GAD. We 

also reviewed relevant meta-analyses and systematic 

reviews. The search terms used were "generalized 

anxiety disorder", "causes", "etiology", "neurobiological", 

"psychological", "genetic", and "environmental". 

 

Discussion 

Genetic factors have been found to play a significant 

role in the development of GAD. Studies have 

identified several genetic polymorphisms associated 

with GAD, including those involved in the regulation 

of the stress response and neurotransmitter signaling.19 

Environmental factors, such as early life stress, trauma, 

and adverse life events, have also been shown to 

contribute to the development of GAD.20 These factors 

can interact with genetic vulnerabilities to increase the 

risk of GAD. Neurobiological mechanisms, such as 

altered brain structure and function, dysregulation of 

the stress response system, and imbalances in 

neurotransmitter systems, have also been implicated in 

the pathophysiology of GAD.21 Psychological factors, 

such as cognitive biases, maladaptive coping strategies, 

and interpersonal difficulties, can also contribute to the 

development and maintenance of GAD.22 

The multifactorial nature of GAD highlights the need 

for a comprehensive and personalized approach to its 

management. Treatment options for GAD include 

pharmacotherapy, psychotherapy, or a combination of 

both.23 Selective serotonin reuptake inhibitors (SSRIs) 

and serotonin-norepinephrine reuptake inhibitors 

(SNRIs) are the first-line pharmacological treatments 

for GAD.24 Cognitive-behavioral therapy (CBT) and 

other psychotherapeutic interventions, such as 

mindfulness-based interventions and acceptance and 

commitment therapy, have also been found to be 

effective in the treatment of GAD.25 

While pharmacotherapy and psychotherapy are the 

primary treatment options for GAD, lifestyle modifications 

and complementary therapies may also be beneficial. 

Exercise, relaxation techniques, and dietary changes 

have been found to reduce anxiety symptoms.25 

Complementary therapies such as acupuncture, massage, 

and aromatherapy have also been studied as potential 

treatments for GAD, although more research is needed 

to determine their effectiveness.26 

It is important to note that GAD can be a chronic 

condition, and long-term management may be necessary. 

Regular follow-up with a healthcare provider can help 

ensure that treatment is effective and adjusted as 

needed. Additionally, support from family, friends, or 

support groups can be valuable in the management of 

GAD.27 

Overall, GAD is a complex and multifaceted 

condition that requires a comprehensive approach to 

diagnosis and management. Understanding the interplay 

between genetic, environmental, neurobiological, and 

psychological factors is crucial for providing effective 

treatment to patients. A personalized approach that 

takes into account the individual's unique circumstances 

and needs is likely to yield the best outcomes for those 

with GAD. 

 

Conclusion 

In conclusion, GAD is a complex and multifactorial 

condition that results from the interplay of genetic, 

environmental, neurobiological, and psychological 

factors. Understanding these causes is essential for the 

accurate diagnosis and effective management of GAD. 

Clinicians should consider a range of treatment options, 

including pharmacotherapy and psychotherapy, tailored 

to the individual needs of the patient. A personalized 

approach that targets the underlying causes of GAD is 

likely to yield the best outcomes for patients. 
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