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Abstract

This paper examines the controversies generated by the American Psychiatric Association Practice Guideline for the Treatment of Patients with Panic Disorder and reviews the recommendations contained therein. Questions arise about the purpose of the guideline, the nature of evidence used in making recommendations, problems surrounding comorbidity, assessment of outcome, the current state of knowledge about long-term outcome, and the applicability of research studies to community practice. The guideline generally recommends cognitive behavioral therapy and psychopharmacologic treatment and offers some discussion as to when psychodynamic psychotherapy and other treatment approaches may be of additional value. 

Introduction

The Practice Guideline for the Treatment of Patients with Panic Disorder[1] by the American Psychiatric Association (APA) has generated some controversy in the field. We will shed some light on these issues and summarize the treatment recommendations. Important issues to review include: the purpose of the guideline, the nature of evidence used in making recommendations, problems surrounding comorbidity, assessment of outcome, the current state of knowledge about long-term outcome, and the applicability of research studies to community practice. 

Purpose of the Guideline

The guideline begins with a Statement of Intent: "This guideline is not intended to be construed or to serve as a standard of medical care." This statement emphasizes the individuality of particular cases, the variety of available treatment approaches, and the importance of the clinician's judgment in making treatment decisions. With regard to its purpose, on page 1, the guideline "summarizes data to inform the psychiatrist of the care of patients with panic disorder" and offers as its function "to assist the psychiatrist in caring for the patient with panic disorder." The guideline was developed from a comprehensive literature review that was drafted by a work group of experts in panic disorder, as well as from comments submitted by multiple groups and individuals. It was approved the APA Assembly and Board of Trustees. 

Despite the statement of intent, we believe that the existence of the guideline presents potential medico-legal and economic problems. For example, psychodynamic psychotherapy is a commonly used treatment approach for panic disorder but is recommended much less strongly by the guideline than cognitive behavioral therapy and medication. The reason cited for this assessment is a lack of systematic studies regarding psychodynamic psychotherapy. Questions arise as to whether the existence of these recommendations places clinicians who practice psychodynamic psychotherapy at some legal risk. The guideline notes that patients should be fully informed about the availability and advantages and disadvantages of the various treatments. The views presented by the guideline about the various advantages and disadvantages of treatment, however, are not generally accepted by all practitioners who treat patients with this syndrome.[15,16] 

Based on the recommendations made, insurance companies can point to the guideline in support of a decision not to fund psychodynamic psychotherapy. 

Evidence Used in Making Treatment Recommendations

The guideline makes a series of recommendations which are coded as to level of clinical confidence; these are either substantial (I), moderate (II), or on the basis of individual circumstances (III). Cognitive behavioral therapy (CBT) and pharmacotherapy are recommended with substantial confidence. Psychodynamic psychotherapy is suggested with moderate confidence, although only in conjunction with cognitive behavioral treatment or pharmacotherapy. Psychotherapy without medication other than CBT is considered on the basis of individual circumstances. 

The criteria for determining what is recommended with these varying levels of confidence are unclear. It is implied that randomized controlled trials are used for making these recommendations, but this standard of evidence is not applied consistently. In some places within the document, strong recommendations are made where there are no systematic data, and at other points, clinically derived data are minimized because they were not systematically collected. 

For example, ". . . educating family members and enlisting their help when appropriate" (p 2) is recommended at level I, but there are no systematic data to support this conclusion. The guideline suggests that "there is evidence that group [CBT] treatments may be equally effective" (p 9) as individual CBT, but there is no reference to actual randomized, controlled comparisons between group CBT and individual CBT. In other instances, the tone of the guideline implies that if a treatment is not systematically studied, it is not effective. There is variability within the guideline as to the value of case reports. Many published case reports exist showing successful psychodynamic treatment of panic. These are minimized in the guideline as "reports of isolated cases rather than systematic consecutive case series" (p 10), whereas four case reports of treatment of panic patients with venlafaxine are cited as indications that the medication "may be effective and well tolerated" (p 17). 

Comorbidity

There are statements in the guideline that multiple psychiatric illnesses may occur "comorbidly" with panic disorder and may affect treatment. Comorbid depression is frequent, and these cases may be more severe and less responsive to traditional antipanic treatments. Panic patients also have higher than average rates of substance abuse. Panic attacks can occur in the course of posttraumatic stress disorder, obsessive-compulsive disorder, generalized anxiety disorder, and other situational phobias (specific phobias, social phobia, and claustrophobia). It has been estimated that 40% to 50% of panic patients meet DSM-IV criteria for personality disorders, particularly the anxious cluster, including avoidant, obsessive-compulsive, and dependent personality disorders.[17,18] These patients may not be as responsive to treatment or may have higher relapse rates, but the data are unclear. 

The guideline notes that uncomplicated panic is relatively uncommon. Some clinicians believe that rather than defining a discrete disorder with a high degree of "comorbidity," panic disorder can be viewed as one element in a syndrome that includes a variety of symptoms and characterologic factors that tend to occur together.[2-4] This set of factors is believed to contribute to panic vulnerability, requiring a broader treatment approach than one focused specifically on panic disorder. 

Measurements of Outcome

The Panic Disorder guideline notes that many studies focus on outcomes related to panic attack frequency. For example, patients are assessed as being panic free if they do not have a sufficient number of panic symptoms to meet the DSM-IV criteria for panic disorder. Panic free, however, does not necessarily mean symptom free. Anticipatory anxiety and phobic avoidance, which frequently accompany panic, can have a significant impact on a patient's life. Therefore, some of the recommendations made in the guideline may be based on incomplete data that represent only part of the range of panic disorder symptoms. 

Long-term Outcome

Although the guideline notes that panic disorder can have a chronic course and is associated with significant morbidity, and also that the length of treatment required is unclear, there is an implication that short-term treatment interventions can have significant long-term impact. The guideline presents a dearth of data about long-term outcome. Three studies with at least 1-year follow up are mentioned from the cognitive behavioral literature and are noted to show "promising results" (p 9). A closer look at the results in one study[5] showed that the percentage of patients remaining panic free through a 24-month period was 50%, and only 21% were panic free and had achieved "high end state functioning" (p 9) consistently throughout the follow-up period. High end state functioning refers to low severity of overall panic symptoms, including anticipatory anxiety with limited symptom episodes and phobic avoidance, in addition to panic attacks. Although the results of the cognitive behavioral follow-up studies are described as comparable to those found in medication treatments, the guideline also notes that relapse is common following medication discontinuation. It states that medication discontinuation may be attempted after 12 to 18 months of maintenance treatment if there has been significant improvement or remission, but many patients relapse and may benefit from prolonged periods of treatment. Thirty percent to 45% of patients are likely to remain well after medication discontinuation. 

An independent review of the studies in which there is a follow-up outcome of specific treatment interventions for panic disorder was assessed. This revealed several methodologic problems.[6] In addition to an occasional study with unclear diagnosis or treatment, many studies were found to contain untracked nonstudy treatments during the study treatment and follow-up period. For example, Beck and colleagues,[19] in a comparison of treatments of 33 patients who met DSM III criteria for panic disorder or agoraphobia with panic attacks, found that cognitive therapy had a higher success rate than supportive psychotherapy. The investigators noted that 16 of 33 subjects in the study were on medication, but did not provide information as to which were not tracked, nor is there information on whether patients received additional psychotherapy in a follow-up period after the study treatment was completed. The sparse available data from studies that did not contain these problems provide limited evidence for long-term maintenance of short-term treatment gains if no further treatment is obtained. Given the distress experienced by panic patients and [their high utilization of medical and psychiatric services],[20,21] long-term impact of treatments is a significant issue for patients with panic disorder. 

Applicability of Research to Community Practice

The guideline implies that the results of research studies used to make treatment recommendations can immediately translate to the clinical practice of most psychiatrists. Randomized controlled trials, however, may not accurately reflect either patient populations treated or treatment approaches used in the community. In the studies cited, for example, many patients were not studied because of exclusion criteria; therefore, patients treated may not have the degree of comorbidity found in many patients in naturalistic settings. A critical issue omitted in the guideline is the type of appropriate training for individuals who administer the various treatments, an important aspect which is highly likely to alter treatment outcome. 

Discussion of Specific Treatments: General Recommendations

Reassurance, education, and support are important components of psychiatric management, given that patients commonly fear their symptoms represent catastrophic medical events and may experience extensive agoraphobic avoidance. The clinician should help the patient to cope with the effects of panic and to deal with the possibility that it may be chronic and require long-term treatment. It is important to assess for any medical sources of panic and psychiatric comorbidity and to determine the types and severity of functional impairment. Comorbid conditions, if severe, may take precedence over treatment of panic. If comorbid depression is severe, hospitalization should be considered. Panic patients have a higher than average rate of suicide attempts, and in patients with major depression, comorbid panic is associated with an increased suicide rate. It is important for the therapist to be available in the early phase of treatment. The guideline emphasizes the importance of establishing a strong therapeutic alliance and an awareness of transference and countertransference issues to aid the patient in overcoming their anxiety about the recommended treatment interventions and dealing with feared situations. It is helpful for patients to monitor their panic attacks, such as by keeping a daily diary. The patient should be informed that different elements of panic may resolve at different points. For example, panic attacks may end more rapidly, but sub-threshold panic, anticipatory anxiety, or comorbid disorders can persist. Educating the patient and the family may be of value, and it is occasionally necessary to intervene with frustrated internists to assure appropriate level of medical care. As anxiety may lead to noncompliance, it is supportive to help the patient confront and articulate fears. It may be necessary for the clinician to work with patients when their fears of somatic sensations are triggered by the medication. 

Cognitive Behavioral Therapy (CBT)

CBT is a highly recommended treatment modality in the guideline on the basis of randomized, placebo-controlled trials. CBT includes a variety of approaches: psychoeducation, continuous panic monitoring, breathing retraining, development of anxiety management skills, cognitive restructuring, and in vivo exposure to fear cues. The guideline notes that it is unknown whether specific approaches are helpful for particular types of patients. Noting that CBT effectiveness is supported by "extensive and high-quality data" (p 2), the guideline suggests that if other psychotherapies are used, "supplementation with (or replacement by) either CBT or an antipanic medication should be strongly considered if there is no significant improvement within 6-8 weeks" (p 2). It is not currently possible to identify which patients may benefit from combined CBT and medication, although it may be helpful in patients with an incomplete response or severe agoraphobia. Data suggest that CBT can also aid in discontinuation of a benzodiazepine. 

After an acute 12-week phase of treatment with CBT, frequency of visits is generally tapered and then discontinued. It is unknown whether additional "booster" sessions are helpful in preventing relapse. Patients who relapse can be re-treated with CBT or receive a medication trial. Patients with no improvement after 6 to 8 weeks should be re-evaluated with regard to diagnosis and treatment approach or considered for a combined treatment approach. Benzodiazepines may be valuable as an adjunctive treatment for rapid symptom relief, with attempts to minimize dose and duration as other treatments take effect. 

CBT Limitations

The guideline notes that there is a risk of dependence on the therapist in CBT and psychodynamic psychotherapy. Such dependency is a risk in any psychiatric treatment, and there are no systematic data that indicate that any have been delineated for a particular treatment modality. CBT may not address other psychological problems, since it emphasizes panic symptom relief, and such relief may be relatively less important if other disorders or environmental stresses are present. Although data from several studies indicate that more patients with panic disorder are willing to accept a non-medication approach, approximately 10% to 30% of patients are unable or unwilling to complete the requirements of CBT treatment, including daily exercises, continuous monitoring, and confrontation of feared situations.[22,23,24] 

Psychodynamic Psychotherapy

According to the guideline, psychodynamic psychotherapy may produce optimal long-term outcome for some patients when combined with short-term treatment, such as CBT or medication (p 10). The therapy focuses on elucidating mental processes outside the patient's awareness that can lead to symptoms and promotes an emotional and cognitive understanding and an integration of the elements of psychic conflict, including impulses, conscience, and defensive patterns. There are many case reports of effective treatments but no randomized placebo-controlled trials. Research that supports the psychodynamic approach includes studies demonstrating that panic patients perceive their parents to be overprotective and less caring[7] and studies indicating the presence of significant recent and early life events preceding panic onset.[8-11] One study demonstrated the usefulness of psychodynamic psychotherapy as an adjunct for medication, significantly improving long-term outcome of medication treatments.[12] An open clinical trial of one form of manualized psychodynamic psychotherapy for panic disorder, PFPP, is now under way.[13] 

Although psychodynamic psychotherapy is recommended less strongly than CBT or medication, the guideline suggests that psychodynamically informed management and/or psychodynamic treatment may be helpful in treating patients with comorbidity: "Specific psychosocial therapies (including psychodynamic psychotherapy) may be useful to address comorbid disorders or environmental or psychosocial stressors in patients with panic disorder and are frequently used in conjunction with CBT and/or antipanic medications" (p 3). In addition, it is recommended in cases in which other treatments are ineffective: "Patients who do not respond as expected to medication or CBT, or who have repeated relapses, should be evaluated for possible addition of a psychodynamic or other psychosocial intervention" (p 22). 

Family Therapy

Panic symptoms and associated increased dependency needs may press family members to take care of the patient and cause disruptions in relationships. Family intervention, including education of family members, may be of value for patients who experience marital or family distress associated with their symptoms. No systematic research studies on the use of marital or family therapy alone or with medication are currently available. 

Support groups are helpful for some patients, but the guideline warns that is important to obtain information about the nature of the group and the credentials of its leader. 

Pharmacology

Four classes of medications have been found to be effective in the treatment of panic disorder: selective serotonin reuptake inhibitors (SSRIs), tricyclic antidepressants (TCAs), benzodiazepines, and monoamine oxidase inhibitors (MAOIs). As these medications are of roughly equal efficacy, treatment decisions should be based on adverse effects, the patient's preferences, and other aspects of the clinical situation. 

Despite side effects related to sexual function, SSRIs are generally felt to present the best balance between effectiveness and adverse effects. TCAs are associated with a greater risk because of cardiovascular and anticholinergic side effects. Benzodiazepines are helpful in rapid control of symptoms but are potentially addictive. MAOIs, because of the risk of hypertensive crises, are generally reserved for patients unresponsive to other agents and treatments. 

On SSRIs patients may experience an initial feeling of increased anxiety, jitteriness, shakiness, and agitation. Therefore, it is recommended that patients begin on a lower dose of medication than is typically used for depression. Response frequently does not occur for at least 4 weeks. As with other medication, the guideline notes that the optimum time period on SSRIs is not known. When the medication is discontinued, the taper should occur over several weeks. 

Side effects of TCAs include anticholinergic effects, sleep disturbance, orthostatic hypotension, weight gain, sexual dysfunction, and cognitive disturbance. These drugs should not be used for patients with acute narrow angle glaucoma or prostatic hypertrophy. Patients may suffer severe cardiac toxicity and fatality if they have preexisting cardiac conduction abnormalities or if they overdose on tricyclics. As with the SSRIs, patients can have a stimulant response that includes anxiety, agitation, and insomnia, and panic patients need to be started on substantially lower doses than those used in treatment of depression. As with other medications, there are few long-term outcome studies. Evidence suggests that maintenance treatment is of value for at least a year after the patient has responded to the medication.[25,26] The exact relapse rate after stopping the medication is unknown. 

Alprazolam in the 5- to 6-mg/day range has been found to be effective in treating a wide range of symptoms in panic patients. Alprazolam has been demonstrated to have an earlier onset of action than imipramine. Side effects of benzodiazepines include "sedation, fatigue, ataxia, slurred speech, memory impairment, and weakness" (p 15). Although alprazolam should be avoided in patients with a history of substance abuse, there are no data demonstrating that long-term use frequently leads to an increased dose or abuse. At times the medications may be avoided inappropriately due to fear of addiction. Evidence suggests that patients can have significant difficulties tapering off alprazolam and may suffer from withdrawal symptoms and rebound anxiety.[27] It is recommended that tapering proceed slowly, with a maximum decrease of 10% of the dose per week. As with other treatments, there are few data indicating optimum length of treatment for responders. Some studies suggest that imipramine may be a better medication for panic over the long term.[28,29] 

Other Medications

No studies of the use of MAOIs for the treatment of panic have been done since the panic disorder diagnosis was introduced in 1980, and there is significant concern about their adverse effects. Minimal data suggest that venlafaxine, nefazadone, valproic acid, calcium channel blockers, and inositol are effective in panic treatment. The results have been mixed for trazodone, propranolol, and clonidine; bupropion and carbamazepine are considered not to be effective for treatment of panic.[1,30-41] 

Choice of Treatment

Patient preferences, costs, and the risks and benefits of the various treatments must be considered in treatment choice. Medication presents a risk of teratogenicity in pregnant women, and psychotherapy should be strongly considered. As noted above, many panic patients prefer not to be treated with medication.[14] Although clearly favoring CBT and medication, the guideline notes that the clinician must treat the patient, and less well-studied treatments may be indicated when a personality disorder or extensive conflicts are prominent. It is unclear at this time when combined treatment is the best treatment. Psychodynamic psychotherapy is often useful in conjunction with medications on the basis of clinical consensus. If there is an urgent need for symptom reduction, benzodiazepines may be indicated. There is concern, however, that patients may attribute their response to benzodiazepines and lose the motivation to follow CBT steps, and that even after a relatively brief period on the medication, patients may experience withdrawal symptoms. The guideline therefore recommends that when benzodiazepines are combined with another treatment, patients be told that more definitive treatment will be initiated in a few weeks. 

Future Directions

The final section of the guideline, "Future Directions," decribes some of the issues and controversies raised in the initial section of this paper. The guideline notes that there is relatively little information on optimal ways of treating patients with comorbid disorders, despite increasing evidence of comorbidity. Although current treatments have been demonstrated to be effective at blocking panic attacks, many patients continue to suffer from associated forms of the illness, such as anticipatory anxiety and phobic avoidance. There are few long-term studies on how long treatment should last to produce a more sustained result. In addition, further research is needed as to which patients may respond better to CBT, medication, or both. Further research on psychodynamic treatments is also required. 

Although these problems are noted, there is little discussion about how they affect the degree of confidence with which recommendations are made in the guideline. The treatments described require further testing, particularly over the long term, before the clinical validity of the recommendations made in the guideline can be established. In these authors' opinions, the guideline should include a statement noting the preliminary nature of the recommendations that are made. 
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