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ABSTRACT: The prevalence of depression and anxiety disorders is very high, and they are associated with a high rate
of care utilization, a high illness burden, major economic repercussions, and a significant decline in the quality of life
for patients and their families. There are several successful treatments for anxiety and depression, such as
antidepressant medications and different forms of psychotherapy. Although it is uncertain if both therapeutic
approaches are equally beneficial for any type of anxiety or depression, they are both being demonstrated to be
effective. Antidepressant medications and psychological therapy are useful in treating depression and anxiety, but it's
not apparent if they work as well for other disorders or if various forms of treatment, such psychotherapy and
antidepressants, are equally effective for each disorder. Psychiatric medical care encompasses a wide range of course of
action types and goals, from fully autonomous and comprehensive regimens to basic supporting or medication-
compliance treatments. Research indicates that there is a complex relationship between medication and cognitive-
behavioral therapy (CBT) in the treatment of depression and anxiety, and that a combination of therapies may be
helpful when treating persistent depression to prevent recurrence. Drug therapy that includes a defined treatment
paradigm, targets for fulfillment, complementary measures, and frequent monitoring is likely to be a suitable
comparison condition for assessing whether autonomous psychological therapy adds value. Although the effects of
drug therapy on quality of life have not yet been fully investigated, it is a successful treatment for diseases connected to
anxiety. Anxiety and depression disorders are quite prevalent and are associated with a severe decline in the quality of
life for patients and their families, a high rate of service use, high costs, and a significant burden of disease on the
general population.
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I. INTRODUCTION

According to estimates, 20.6% of American adults, or 51.5 million people, suffer from a mental disease.[ 1] The
prevalence of any mental disorder is higher among younger adults (29.4% in years 18—24) than middle-aged people
(25.0% in ages 26—49) or older persons (14.1% in ages 50 and more), and it is higher among females (24.5%) than
males (16.3%).[1]. When you feel excessive tension and worry for little or no apparent reason, you may have
generalized anxiety disorder. Panic disorder: You have an intense panic attack after experiencing sudden,
overwhelming terror. A hammering pulse, chest pain, and excessive perspiration are all possible symptoms of an
anxiety attack. You can get symptoms that According resemble fainting or a heart attack. disorder of social anxiety,
Also referred to as social phobia, it happens when you experience overwhelming fear and self-consciousness during
everyday social encounters. You worry that people will view you negatively. humiliated or disgraced by others.

beyond what is rational and could make you avoid everyday situations. Agoraphobia is a severe concern. fear finding
themselves in a predicament where it would seem impossible to flee or seek assistance in an emergency. For example,
Strong anxieties of a specific thing or situation, like cliffs or airplanes, are known as specific phobias. The fear goes
you may have worry or terror when waiting, traveling by public transportation, or flying. in front of a crowd. Young
children are not the only ones that suffer from separation anxiety. Separation anxiety disorder can affect anyone. Doing
so will cause you to feel extremely anxious or panicked when the person closest to you leaves your line of sight. You
will constantly worry about the worst possible outcome for the person you care about. One type of social anxiety is
selective mutism. which young kids who talk to their families on a frequent basis avoid speaking in front of others,
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including at school. Anxiety disorders brought on by medication: Using some medications or illegal drugs, as well as
stopping them, might result in symptoms associated to anxiety.[2]
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I1. PRINCIPLES OF PHARMACOTHERAPY FOR ANXIETY

Assessment and Diagnosis

Although the US, up to 11.7% of adults report experiencing anxiety, uneasiness, or concern on a regular excessive
anxiety can impair function,[3] it is thought to be a typical response to stimuli. 39 In basis. 40 Given that 45.7% of
people with lifelong depression also have one or more anxiety disorders,[4] anxiety and depression frequently
coexist.[5] "Persistent and excessive worry that interferes with daily activities" is the hallmark of generalized anxiety
disorder (GAD), the most prevalent type of anxiety disorder. [3] As with MDD, it is recommended to employ a
validated tool for screening and measurement-based care. Similar to the PHQ-9 for evaluating MDD, the GAD-7 is a
quick screening tool that is based on the DSM-5's criteria for GAD symptoms.[6]

Goals of Pharmacotherapy for Generalized Anxiety Disorder

Pharmacotherapy for GAD aims to reduce symptom burden over time, just like MDD. Anxiety is more likely than
depression to begin earlier in life and to be chronic or prolonged (as opposed to episodic).[7] According to one
longitudinal study, the remission rates for GAD at 1, 2, and 5 years were 15%, 25%, and 38%, respectively, suggesting
that remission or sustained recovery may be less frequent for anxiety than for depression.[8],[9]Similarly, compared to
people with nonanxious depression, depressed patients with comorbid anxiety had a significantly lower chance of
achieving remission and a higher chance of experiencing side effects or adverse events of therapy throughout the first
phase of the STAR*D research.[10] Given that their baseline symptom burden was comparatively lower than that of
patients in mental health specialty settings, primary care patients with GAD may have a higher chance of seeing
symptom reduction. [11]Reduction of symptom load and improvement of function are also appropriate aims of therapy,
even though remission or sustained recovery is the ultimate goal of pharmacotherapy for GAD, which may be hard for
some patients to achieve.

Pharmacotherapy Options and Strategies for Generalized Anxiety Disorder

For long-term management, a number of antidepressants, such as SSRIs, SNRIs, vilazodone (Viibryd), and mirtazapine
(Remeron), are regarded as first-line treatments since they effectively reduce anxiety symptoms.[12] Note that the
FDA has not authorized all antidepressant drugs for the treatment of anxiety disorders. The U.S. FDA has approved
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venlafaxine (Effexor, Effexor XR), duloxetine (Cymbalta), paroxetine (Paxil, Paxil CR), and escitalopram (Lexapro)
for the treatment of GAD. [12] Serotonergic antidepressants such as vilazodone (Viibryd), desvenlafaxine (Pristiq),
citalopram (Celexa), and mirtazapine (Remeron) do not have a specific indication for any anxiety disorder; however,
there is evidence that they are effective in treating anxiety when taken off-label. [13],[14] Finding proof and
justification for use is a general step in the off-label prescription process. examining for any warning signs, talking with
the patient about the options and justification, and recording the information, justification the results of other
antidepressant classes for anxiety are quite unclear, an SSRI would be the better choice for account beginning treatment
because of its expected general tolerability. 50 When choosing an agent, one should take, and patient's consent.[15]

increased energy, is a beneficial side effect of antidepressants for those with depression. Antidepressant Since into what
has previously worked for the individual or their first-degree relative[14], match medicine selection to the activating
patient's sickness features, and choose an agent with a good side effect profile for a particular patient. Activation, or
effects, however, might manifest as restlessness or even heightened anxiety or panic in those with anxiety. Certain
antidepressants have a stronger correlation with activation than others, including bupropion (Wellbutrin, Wellbutrin
SR, and Wellbutrin XL), fluoxetine (Prozac),and venlafaxine (Effexor, Effexor XR) may be administered with caution
to those who have had anxiety or panic in the past.[16]

It is important to titrate since people with GAD may eventually need larger dosages of antidepressants than people with
MDD.[17] Clinicians should be aware that, in contrast to MDD, the initiation of antidepressant symptom improvement
may be delayed in GAD, with some patients experiencing remission after six months and a response after 12 to 24
weeks [18].[19]. Additionally, medication may be ongoing because GAD has a more chronic and prolonged course than
episodic MDD. Studies on relapse prevention have demonstrated a substantial advantage for patients who continue
taking their medications for up to 18 months as opposed to switching to a placebo.[18] Nonetheless, it is possible to try
stopping GAD medication, provided that any recurrence of symptoms is closely watched for and treated right away.

Buspirone (BuSpar), a long-acting, non-sedating, non-dependence-forming medication that lowers anxiety by 5-HT 1A
partial agonism and increases dopamine and norepinephrine activity, is another medication that can be used to treat
GAD. [19]. Clinical effects often appear 1-2 weeks after starting, and like SSRIs and SNRIs, buspirone can then be
titrated to achieve desired results. [19]. Because of its unique mode of action, it can be used as a monotherapy for those
who cannot tolerate SSRIs or SNRIs because of weight gain or adverse effects, including sexual side effects, or as an
adjunct for people who only partially respond to these medications. [19], [12]

There aren't many uncontrolled possibilities for temporary anxiety alleviation. One first-generation antihistamine that
can be used to treat acute anxiety symptoms is hydroxyzine (Atarax, Vistaril). [16] It has a 15-20 minute onset time
and can be used as needed, either when acute anxiety starts or on a regular basis to lessen expected anxiety. [16]
Regular use should be restricted to a few weeks, and long-term treatment options, like an SSRI, should be taken into
consideration if symptoms continue. [16]

Use of Benzodiazepines

The FDA required an update to the Boxed Warning for benzodiazepines in September 2020 in order to reflect the
"serious risks of abuse, addiction, physical dependence, and withdrawal reactions."[20] According to the revised
guidelines, prescribers should carefully consider the potential advantages and disadvantages of benzodiazepines,
including the risk of abuse, misuse, and addiction; limit the dosage and length of therapy to the lowest amount
required;[20] and closely monitor for abuse, misuse, and addiction during treatment. The pooled data for
benzodiazepines in a recent meta-analysis of anxiety therapies showed a modestly positive effect on anxiety symptoms
with an effect size comparable to that of SSRIs, SNRIs, and buspirone; however, the tolerability of benzodiazepines
was significantly worse than that of these medications.[21] The best use of benzodiazepines should be short-term, dose-
judicious, and closely monitored for dependence or misuse during follow-up.[20][22]
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III. REFERRAL TO SPECIALTY CARE

main care physicians should be ready to treat and monitor treatment response, including making referrals to mental
health specialists for medication management and counseling services when necessary, according to the USPSTF
recommendation for depression screening in main care. [23]. 129 million Americans currently live in areas where there
is a deficit of mental health professionals, according to the US Health Resources and Services Administration. [24] By
practicing to the best of their abilities, treating patients with mild to moderate symptoms with both pharmaceutical and
nonpharmacologic treatments, and saving referrals for suitable situations, primary care physicians can contribute to
addressing the lack of mental health specialists.[25] Seeking advice from a mental health professional may be
beneficial for patients with severe symptoms, comorbidities (such as a history of mania or hypomania), or an unusual or
insufficient response to treatment.

IV. DEPRESSION

Cognitive deficits have long been the focus of intensive study attention and are commonly noticed during depressive
episodes. The majority of studies have concentrated on determining which aspects of mental functioning could be
compromised [26]. Particularly in medical contexts, depression is still recognized as a distinct diagnostic entity [27].
More than five symptoms that indicate a change from a previous level of functioning must exist for at least two weeks
in order to identify a severe case of depressive illness. Depression, disinterest, or at least one of the symptoms must
beenjoyment. (ii) Mood swings, decreased enthusiasm or enjoyment of tasks, weight loss or gain, sleeplessness or
hypersomnia, psychomotor disturbances or developmental delays, exhaustion, decreased energy, feelings of
worthlessness, overwhelming guilt, impaired thinking and concentration, lack of direction, and self-harm are all
indicators of depressive disorders. (iv) The indicators must result in extreme anxiety or a lack of functioning; (iii) The
indications do not meet the criteria for a mixed episode. (v) Chemicals, health issues, or bereavement shouldn't be
linked to warning indications. [27
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V. TREATMENT

Serotonergic/norepinephrinergic antidepressants

The Food and Drug Administration, or FDA, has approved many serotonin norepinephrine reuptake inhibitors (SNRIs)
and selective serotonin reuptake inhibitors (SSRIs) for the treatment of SAD, GAD, and Parkinson's disease.
Regardless of these classifications, medications that are not approved for a particular condition are commonly
administered "off-label" in medical settings. It has been shown that first-line treatments for PD, GAD, and SAD, as
well as selective serotonin reuptake inhibitors (SNRIs), are successful in treating anxiety-related conditions. According
to a recent meta-analysis, the majority of SSRIs and SNRIs are superior than placebo in the treatment of GAD, with
duloxetine and escitalopram perhaps having the largest effect sizes. The recommended course of treatment can be
anywhere from three to six months to one to two years or more. Even though Although there is minimal proof that
long-term SSRI or SNRI use has detrimental effects, tachyphylaxis is a concern. Additionally, these medications are
frequently well taken, with only mild adverse effects like headaches, constipation, diarrhea, dry mouth, and
lightheadedness.[28]

Mixed Antidepressants

Presynaptic antagonism is one of the many pharmacological effects of mirtazapine. Compared to SSRIs and SNRIs, its
benefits include better appetite and sleep, more safety for elderly patients, fewer drug interactions, and a lower chance
of sexual side effects. Among the adverse effects of antihistamines are dry mouth, sleepiness, and weight gain. Clinical
trials assessing mirtazapine for diseases related to anxiety are extremely rare.[28]

A dopaminergic norepinephrine reuptake inhibitor, bupropion is approved for use in treating MDD, ADHD, and
quitting smoking. There has been limited research on bupropion as a stand-alone treatment for stress, despite the fact
that it has been used as an adjuvant to reduce sexual side effects in people with anxiety who are on SSRIs.[28]

The sole drug approved by the FDA for mental illnesses is nefazodone, a serotoninergic-modifying antidepressant that
is anticipated to block postsynaptic 5-HT2 receptors and obstruct 5-HT reuptake.[28]

Gamma aminobutyric acid (GABA)

Benzodiazepines: Prior to SSRIs, benzodiazepines were used as first-line treatments for stress in medical settings.
However, there are concerns about geriatric falls and the possibility of tolerance, dependence, overuse, or misuse.
However, for short-term use and possibly more than eight weeks of therapy, there is minimal evidence that SSRIs and
other first-line treatments are better than or more well tolerated than benzodiazepines for anxiety-related disorders,
especially GAD. For qualified patients who have not reacted to or tolerated many SRI and buspirone trials,[28] BZDs
may be used to treat generalized anxiety disorder. Through allosteric modulation of the GABA receptor, they enhance
the endogenous GABA's CNS inhibitory effects. Due to concerns about tolerance and dependence, as well as a lack of
proven efficacy for treating concurrent depression, the majority of specialists have recommended against long-term use
of BZDs since SRIs were initially prescribed as first-line therapies.[29]

Anticonvulsants

The FDA has approved anticonvulsants to treat seizures, fibromyalgia, and neuronal pain. Numerous trials have
demonstrated the efficacy and tolerability of pregabalin in the treatment of generalized anxiety disorder [29].
Pregabalin's studies have led to the suggestion that gabapentin, an earlier GABA analog with the same structure and
mode of action, could also help treat generalized anxiety disorder symptoms.[29]

Tricyclic Antidepressants (TCA)

The class of drugs known as tricyclic antidepressants (TCAs) is mostly used as an antidepressant. [30] Early in the
1950s, TCAs were found, and later that year, they were put on the market. [31] Their chemical structure, which consists
of three rings of atoms, gives them their name. Four rings of atoms make up the closely related class of antidepressant
drugs known as tetracyclic antidepressants (Teca’s).

Even though TCAs are occasionally prescribed for depressive disorders, newer antidepressants like selective serotonin
reuptake inhibitors (SSRIs), serotonin—norepinephrine reuptake inhibitors (SNRIs), and norepinephrine reuptake
inhibitors (NRIs) have largely replaced them in clinical use in most parts of the world. TCAs and SSRIs have been
reported to have comparable levels of side effects.[32]
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By inhibiting the serotonin transporter (SERT) and the norepinephrine transporter (NET), most TCAs function
primarily as SNRIs. This raises the synaptic concentrations of these neurotransmitters and, consequently, increases
neurotransmission. [33] [34] Notably, the TCAs are not very effective as dopamine reuptake inhibitors (DRIs) because,
with the exception of amineptine, they have a weak affinity for the dopamine transporter (DAT). [33] Serotonin and
norepinephrine have both been strongly linked to anxiety and depression, and it has been demonstrated that promoting
their activity can help with these mental illnesses. [35]

Antihistamines

RCTs that are double-blind and include active comparators and a placebo such as buspirone or BZDs, have backed the
histamine-blocking medication hydroxyzine and demonstrated its efficacy. like these tried-and-true treatments for
generalized anxiety disorder. The trials indicate that the usual daily dosage is 50 mg, taken twice or three times day,
and that the most frequent adverse effect is sleepiness.[36]

VI. CONCLUSION

The effectiveness of mental health treatments can be evaluated nationally. Most persons who are suspected of having
an anxiety or depressive disorder do not receive the appropriate care. Conditions linked to anxiety and depression are
common, and they significantly impact productivity and quality of life. Cognitive-behavioral therapy, interpersonal
psychotherapies, and antidepressant medications are some of the most effective treatments for depression, as per
national guidelines for treatment. 1-5 Evidence supports the effectiveness of dysthymia treatments, notwithstanding the
paucity of material currently accessible on the subject . Children and teenagers frequently suffer from anxiety-related
disorders, which can seriously impair their everyday functioning and frequently result in psychological avoidance that
interferes with developmental tasks. Although they lack data and pose additional risks, other treatment options such
tricyclic antidepressant drugs and the impending use of benzodiazepines may be considered. Current studies on humans
and animals proves that anxiety -related diseases are associated with changes in the structure and function of neurons,
and these neurological abnormalities can be improved in a number of ways by effective therapies using medications or
psychoanalysis. Psychiatry has been searching for innovative pharmaceutical drugs specifically made to treat anxiety
problems for decades. However, the discipline is gradually advancing thanks to thorough study into efficiently treating
anxiety with medications that were previously permitted for other conditions. I reviewed the substantial body of data on
pharmacological treatment of primary anxiety disorders in this review, updating it to incorporate the most recent
findings allowing off-label use of drug groups such anticonvulsants, novel depression medicines, and the second -
generation antipsychotic medications
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