H31/1821/2000


ANXIETY DISORDERS

INTRODUCTION

All humans experience fear and anxiety. Fear is an emotional, physiologic, and behavioral response to a recognized external threat. Anxiety is an unpleasant emotional state; its causes are less clear. Anxiety is often accompanied by physiologic changes and behaviors similar to those caused by fear.

Adaptive anxiety helps people prepare, practice, and rehearse so that their functioning is improved and helps them be appropriately cautious in potentially dangerous situations. Maladaptive anxiety causes distress and dysfunction. Anxiety disorders are more common than any other class of psychiatric disorder. However, they often are not recognized and consequently not treated.

AETIOLOGY

Anxiety disorders appear to be caused by an interaction of biopsychosocial factors, including genetic vulnerability, which interact with situations, stress, or trauma to produce clinically significant syndromes. In the central nervous system, the major mediators of the symptoms of anxiety disorders appear to be norepinephrine and serotonin. Other neurotransmitters and peptides, such as corticotropin-releasing factor, may be involved. Peripherally, the autonomic nervous system, especially the sympathetic nervous system, mediates many of the symptoms.

Anxiety disorders may be due to a physical disorder or use of a legal or illicit drug. For example, hyperthyroidism or use of corticosteroids or cocaine may produce symptoms and signs identical to those of certain primary anxiety disorders.

CLINICAL PRESENTATION

The Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition (DSM-IV) classifies the anxiety disorders into the following categories: 

· Anxiety due to a general medical condition 

· Substance-induced anxiety disorder 

· Generalized anxiety 

· Panic disorder 

· Acute stress disorder 

· Posttraumatic stress disorder (PTSD) 

· Adjustment disorder with anxious features 

· Social phobia 

· Obsessive-compulsive disorder (OCD) 

· Specific phobias

Symptoms vary depending on the specific anxiety disorder. To rule out anxiety disorders secondary to general medical or substance abuse conditions, a detailed history and review of symptoms is essential. Review use of caffeine-containing beverages (coffee, tea, colas, Mountain Dew), over-the-counter medications (aspirin with caffeine, sympathomimetics), herbal "medications," or street drugs. Ask the patient's sleep partner about apneic episodes or myoclonic limb jerks. Always ask about suicidal ideation or suicidal intent. 

· Panic disorder is characterized by recurrent panic attacks (ie, periods of intense fear of abrupt onset peaking in intensity within 10 min). Four of the following must be present for a panic attack:

· Palpitations, pounding heart, or accelerated heart rate 

· Sweating 

· Trembling or shaking 

· Shortness of breath or dyspnea 

· Sensation of choking 

· Chest pain or discomfort

· Nausea or abdominal distress 

· Feeling dizzy, unsteady, lightheaded, or faint 

· Derealization or depersonalization

·  Fear of losing control or going crazy 

· Fear of dying

· Paresthesias

· Chills or hot flashes

· Generalized anxiety disorder is characterized by excessive anxiety and worry. Worrying is difficult to control. Anxiety and worry are associated with at least 3 of the following symptoms:

· Restlessness or feeling keyed-up or on edge 

· Being easily fatigued 

· Difficulty concentrating or mind going blank 

· Irritability 

· Muscle tension 

· Sleep disturbance

· OCD is characterized by obsessions or compulsions. Obsessions or compulsions must be recognized as unreasonable or excessive and must cause marked distress.

· Obsessions include all of the following: 

· Recurrent and persistent thoughts, impulses, or images that are intrusive and inappropriate and cause anxiety or distress 

· Thoughts, impulses, or images that are not simply excessive worries about real-life problems 

· Attempts are made to ignore or suppress thoughts 

· Thoughts, impulses, or images are recognized as being the product of the mind and not imposed from an outside force 

· Compulsions include the following: 

· Repetitive behaviors, such as handwashing, ordering, and checking, that people feel are driven and must be carried out 

· Behaviors or mental acts are done to reduce distress or anxiety 

· Social phobia

· Marked and persistent fear of social or performance situations

· Exposure to social or performance situation always produces anxiety

· Fear/anxiety recognized as excessive

· Social or performance situations are avoided or endured with intense anxiety

· Avoidance behavior, anticipation, or distress in the feared social or performance setting produces significant impairment in functioning

· PTSD is a severe trauma that is experienced that includes (1) actual or threatened death or serious injury or threat to personal integrity of self or others and (2) responses that include intense fear, helplessness, or horror.

· Persistent reexperience of the event occurs by at least 1 of the following: 

· Recurrent and intrusive recollections 

· Recurrent distressing dreams/nightmares 

· Feelings of reliving traumatic event, ie, flashbacks 

· Intense psychologic distress with internal or external cues to the trauma 

· Physiological reactivity on exposure to trauma cues 

· Persistent avoidance of stimuli of trauma and numbing/avoidance behavior demonstrated by at least 3 of the following: 

· Avoidance of thoughts or conversation related to the trauma 

· Avoidance of activities, places, or people related to the trauma 

· Amnesia for important trauma-related events 

· Decreased participation in significant activities 

· Feeling detached or estranged from others 

· Restricted affect 

· Foreshortened sense of the future 

· Persistent symptoms of increased arousal demonstrated by 2 or more of the following: 

· Difficulty staying or falling asleep 

· Irritability or anger outbursts 

· Difficulty concentrating 

· Hypervigilance 

· Exaggerated startle response

Physical examination may reveal the following

· Tremor

· Tachycardia

· Tachypnea

· Sweaty palms

· Restlessness

MANAGEMENT
The management of individual anxiety disorders is dependent on the specific diagnosis. Selective serotonin reuptake inhibitors (SSRIs) are helpful in a variety of anxiety disorders, including generalized anxiety disorder, panic disorder, OCD, and social phobia. 

Antidepressant agents are the drugs of choice in the treatment of anxiety disorders, particularly the newer agents that have a safer adverse effect profile and higher ease of use than the older tricyclic agents; however, benzodiazepines often are used as adjunct treatment. Some anticonvulsant medications, such as divalproex and gabapentin, may have a role in the treatment of anxiety disorders, especially in patients with high potential for abusing benzodiazepines. 

Older antidepressants, such as tricyclic antidepressants and monoamine oxidase inhibitors (MAOIs) also are effective in the treatment of some anxiety disorders. Caution in their use is warranted due to their higher toxicity and potential lethality in overdose. Their use should be limited to cases where SSRIs are ineffective or cannot be afforded. MAOIs may be especially indicated in treatment-refractory panic disorder. Clomipramine (Anafranil, a tricyclic agent) has a US Food and Drug Administration (FDA) indication in the treatment of OCD and is the only tricyclic agent effective in the treatment of this condition. Indeed, it can be effective in cases refractory to treatment with SSRI agents. MAOI agents also may have a role in the treatment of certain subtypes of OCD refractory to conventional treatment, such as patients with symmetry obsessions or associated panic attacks. 

The FDA has granted specific indications to the following disorders and agents: generalized anxiety disorder (venlafaxine, buspirone, and paroxetine), social phobia (paroxetine), OCD (fluoxetine, sertraline, paroxetine, and fluvoxamine), and PTSD (sertraline). 

All SSRIs may be equal in the treatment of anxiety disorders; however, higher doses may be necessary in the treatment of OCD. Antidepressants that are not FDA-approved for the treatment of a given anxiety disorder, such as nefazodone and mirtazapine, still may be beneficial. Patients with panic disorder may be more sensitive to treatment with antidepressants and frequently need lower initial doses and slower titration to accomplish successful therapy. 

Benzodiazepines are especially useful in the management of acute situational anxiety disorder and adjustment disorder where the duration of pharmacotherapy is anticipated to be 6 weeks or less and for the rapid control of panic attacks. If long-term use of benzodiazepines seems necessary, obtaining a confirmatory opinion from a second physician may be helpful because chronic benzodiazepine use may be associated with tolerance, withdrawal, and treatment-emergent anxiety.

Further Inpatient Care: 
· Inpatient care rarely is needed for the management of anxiety disorders unless complicated by comorbid conditions such as affective or substance abuse disorders or general medical conditions.

· Inpatient care should be considered if suicide is a risk or detoxification is needed for comorbid substance dependence.

Further Outpatient Care: 
· Anxiety disorders often are chronic and require ongoing medical/psychiatric care, including psychosocial therapies and medication (pharmacotherapy).

· Psychosocial interventions in anxiety disorder

· Cognitive-behavioral therapy often is efficacious and is the treatment of choice for specific phobias. It often is used alone or in combination with pharmacotherapy in the treatment of OCD and panic disorder.

· Other psychotherapeutic approaches, such as interpersonal therapy or psychodynamic therapy, also may be helpful in the treatment of anxiety disorders.

· Marital therapy, family therapy, or group therapy may be helpful adjunct therapies in the long-term management of severe anxiety disorders.
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