PAGE  
32

The MacArthur Foundation Depression 

Education Program for Primary Care Physicians

Assessment and Management 

of Depression in 

Primary Care Practice
Participant's Monograph

Steven Cole, MD

Mary Raju, RN, MSN, FNP

James Barrett, MD
General Hospital Psychiatry, October, 2000

OVERVIEW

Major depression is a potentially chronic and recurrent illness with lifetime prevalence approximating 10% in men and 20% in women (1). Dysthymic disorder (chronic depression) and other subthreshold depressive disorders (minor depression) further increase these figures. Depressive disorders are associated with excessive utilization of medical services, marked morbidity, staggering economic costs, and significant mortality from suicide as well as from comorbid medical illnesses (2-5). Despite a tendency to explain away the presence of depressive symptoms as an expected consequence of life stresses or physical illnesses, major depression should be viewed as a serious complication of such circumstances warranting aggressive intervention.

This monograph discusses the prevalence of depression in primary care, along with its associated problems of under-recognition, undertreatment, morbidity, mortality, and marked economic costs. Assessment, communication, and management strategies for major, chronic, and minor depression are discussed. Recommendations are based on scientific evidence and are consistent with the clinical practice guidelines for depression developed by the Agency for Health Care Policy and Research (1).

Depression is Common in Primary Care
More individuals suffering from mental disorders receive their care from primary care physicians than from psychiatrists or other mental health professionals (6). Depression is probably the most common mental disorder in primary care practice, with increases from 2-4% in the community setting, to 5-10% in outpatient care, and 6-14% in medical inpatient units (7). Because depressed patients in primary care settings commonly present with somatic symptoms rather than complaints of depressed mood, clinicians must be proficient in the assessment and management of depression. The skillful differential diagnosis of depressive symptoms is essential because major depression commonly presents as an associated problem in patients with other physical illnesses (8). In addition, it has been found that 10-15% of all depressions may be caused by a physical illness or medication (1).

Depression is Often Unrecognized and Undertreated
Numerous studies indicate that 30-70% of cases of major depression are undiagnosed or undertreated in primary care (9). While some observers note that physicians are more likely to identify severe depression and to miss only milder forms of the illness (10), Rost and colleagues recently demonstrated that nearly half of the undetected patients with depression in primary care developed suicidal ideation and 53% continued to meet criteria for major depression one year after the index evaluation (11).

Even when diagnosed, depression may go untreated or partially treated. Katon and colleagues report that 55% of diagnosed patients in primary care receive no treatment and 34% receive inadequate treatment (7). Two recent randomized intervention trials found that more than 50% of patients in the "treatment-as-usual" group remained depressed one year later, in contrast to a 70% or greater recovery rate in the intervention group (12,13). 

Physician, patient, and system variables probably account for these disturbing findings. Several theories have been offered, including health services issues, sociocultural barriers, poor consumer education, and insufficient physician knowledge level (14,15). Patient denial, cognitive impairment, lacking awareness of depressive symptoms, and inability to articulate symptoms compound the difficulties of detecting depression in primary care. Patient nonadherence, resistance to diagnosis, cultural factors, social forces, subtherapeutic dosages of antidepressants, and low insurance reimbursement rates lead to the inadequate treatment of depression. Many employment, health, disability, and life insurance practices discriminate against individuals with mental illness, thereby reinforcing stigma and adversely affecting their socioeconomic status.

Depression Causes Significant Morbidity and Mortality

Suicide is a common consequence of unrecognized or undertreated depression. Regier reports that depressive disorders account for 16,000 deaths annually. Approximately 15% of patients with severe depression lasting at least one month succeed in killing themselves (16). Studies indicate that one-third to one-half of those who have committed suicide had seen their physicians within the month preceding their deaths (17). More recent reports demonstrate that 75% of elderly patients who committed suicide had seen a primary care physician shortly before their deaths (18).

Major depression is a risk factor for death in patients with medical illnesses. Following myocardial infarction, patients with major depression are three times more likely than nondepressed patients to die within the subsequent year (19). Depressed patients admitted to nursing homes are 56% more likely to die within the subsequent year compared to nondepressed patients in nursing homes, controlling for severity of physical illnesses (20). The Medical Outcomes Study demonstrated that patients with depressive symptoms, with or without a major depressive disorder, had worse physical functioning, less social interaction, and spent more days in bed than patients with medical conditions such as arthritis, hypertension, angina pectoris, and diabetes (21).

The Economics of Depression
Depressive disorders are a national economic concern costing approximately $43.1 billion annually, based on figures from 1990. With $7.7 billion attributed to direct treatment costs (5), the remaining expenses reflect reduced productivity, absenteeism, and mortality. Depressed patients also contribute to escalating medical costs through extensive utilization of services, including outpatient visits, laboratory procedures, and hospitalizations (2). In examining records of the top 10% of utilizers of outpatient services, Katon found evidence of recurrent depression in approximately one-third of the patients, and noted that more than two-thirds of depressed patients make at least six visits a year to primary care physicians for somatic complaints (22). 

Signs and Symptoms of Depression

Patients and physicians often think of depression as a symptom of personal weakness, social maladjustment, or even divine retribution. Depression, however, represents a clinical syndrome with biological changes characterized by a specific cluster of signs and symptoms. It presents in three distinct forms to the primary care physician: major depression, chronic depression, and minor depression. According to the Diagnostic and Statistical Manual of Mental Disorders IV (DSM-IV), chronic depression is also known as “dysthymia” and minor depression is classified as  “adjustment disorder with depressed mood” or “depressive disorder not otherwise specified [nos]” (23).

Major Depression

DSM-IV identifies nine signs and symptoms of major depression that can be categorized into four groups:
· Depressed mood: subjective feelings of sadness or emptiness most of the day, nearly every day;

· Anhedonia: markedly diminished interest or pleasure in all or almost all activities;
· Physical Symptoms: fatigue, significant change in appetite or weight, sleep disturbances, and psychomotor retardation or agitation;
· Psychological Symptoms: feelings of worthlessness, inappropriate guilt, inability to concentrate, and recurrent thoughts of death or suicidal ideation.

For a diagnosis of major depression, the patient must have exhibited either a depressed mood or a markedly diminished interest in enjoyment or pleasurable activities, and four other symptoms; three, if both depressed mood and diminished pleasure are present. These symptoms must be present for at least two weeks, occurring most of the day, nearly every day.

Chronic Depression
Chronic depression or dysthymia is characterized by persistent depressed mood, present for more days than not, for at least a two-year period of time. Depressed mood must be accompanied by two other depressive symptoms (see above list for major depression). These symptoms must be present for at least two years, with no major depressive episode. 

Dysthymic disorder does not represent a major depressive episode in partial remission. Many patients have suffered with dysthymia for their entire adult lives, and some may have come to accept depressed mood as a part of life (24). A large majority of individuals with dysthymia, however, will develop major depressive episodes.

Minor Depression
Sadness is an appropriate response to stressful life events, such as job loss, death of a family member, loss of a close friend, health impairment, marital difficulties, or financial hardship. When the reaction appears excessive or continues for longer than two months, these patients are considered to have an adjustment reaction with depressed mood. Other patients may have mixed depressed mood and anxiety symptoms, some of which recur on an intermittent basis. 

Patients suffering from one of these depressive disorders that do not fit well into any other category can be diagnosed with the syndrome of minor depression or, according to DSM-IV, depressive disorder not otherwise specified (nos).  

These minor forms of depression are distinguished from major depression by the absence of a full complement of five depressive symptoms, and from chronic depression by their shorter duration. If at any time, however, the symptomatology changes, the diagnosis and management strategies should be adjusted accordingly.

EFFECTIVE COMMUNICATION SKILLS
Research in primary care settings during the last decade demonstrates that the use of specific communication techniques is associated with important positive healthcare outcomes. These include patient and physician satisfaction, adherence to treatment, fewer malpractice claims, and biologic outcomes in some diseases (25-28).  Effective communication skills are particularly critical for the successful diagnosis, treatment, and referral of patients with depression (29-30). These skills can be learned (31).

I. Gathering Data

Open-Ended Questions
Physicians should allow patients to describe their chief complaints without interruption by using open-ended questions that cannot be answered with a simple “yes” or “no” response. Introductory open-ended questions (e.g., “How can I help you today?”) allow patients to explain their problems in their own words. Studies show, however, that physicians tend to interrupt patients, on average, within the first 18 seconds of an interview (32). These interruptions lead to premature closure, diagnostic errors, and inefficiency.

Surveying
Sometimes initial complaints divert attention from more significant underlying concerns. Patients raising issues associated with embarrassment, shame, or fear often require a high level of comfort with the physician. Therefore, after presenting complaints have been addressed, the physician should promote further discussion regarding other problems the patient may not have mentioned. For example, “Before we go talk more about your headaches, I’d like to hear about anything else that may be bothering you.” This open-ended statement is more productive than asking, “Are there any other problems?” This closed-ended (“yes/no)”) inquiry can easily lead to patient denial. Many patients view physicians as providers of traditional medical services, and may need some prompting to discuss depressed mood or related issues.

Physicians may be apprehensive that surveying might encourage the patient to unload a plethora of complaints or open a “Pandora’s box” of emotional issues that can take up more time than the physician has available. On the contrary, however, surveying can help to avoid troublesome “doorknob" questions. “Oh, by the way, doctor...,” at the end of a visit can be time-consuming and distressing. These interactions occur in 20% of all physician-patient encounters (33). Surveying and clarifying issues in early stages of the interview actually saves time and decreases frustration. Furthermore, these techniques may be instrumental in drawing attention to the patient's most distressing problems.

Facilitation Techniques
Patients describing their concerns may need prompting to speak in an open-ended manner. The physician can sometimes facilitate an interaction by using nonverbal cues, such as head nodding, silence, or verbal phrases. “Can you tell me more about it?” or “Go on, please.” Sometimes it is helpful to repeat the last phrase of a patient’s sentence or nod, while saying “uh-huh.” Silence may facilitate further discussion.

A truly loquacious patient may need help staying focused by a gentle interruption. “I’m glad your Aunt Thelma is doing so much better, but right now I’m concerned about your headaches, and I’d like to hear more about them.”

Assessing Mood, Anhedonia, and Other Depressive Symptoms
Physicians should inquire directly about mood by using open-ended questions and facilitation techniques. “How’s your mood been lately?” may be more productive than the closed question, “Have you been depressed?” The latter requires patients to understand depression and to then make their own diagnosis. Furthermore, fear of social stigma may invite denial, defensiveness, or irritation in response to direct questions about depression. Patients often prefer terminology such as feeling  “down,”  “irritable,” or “not myself lately” since “being depressed” is commonly viewed as a sign of personal weakness.

Patients who deny a depressed mood should be screened for anhedonia. This is particularly important in anxious patients not aware of an underlying depressed mood, in patients with chronic general medical illness, and in those recently subjected to acute stresses. Screening questions for anhedonia include,  “What are you doing for fun?” or “Does your ... (pain/anxiety/grief) keep you from … (golfing, bowling, gardening, seeing the grandchildren, attending religious services)?” (34,35)

An indication of either depressed mood or anhedonia signals the need to screen for other symptoms of major depression. The physician might ask, “How’s your energy level been lately?” Other significant symptoms are evaluated by asking, “How have you been sleeping?” and “How’s your appetite been?” Direct questions can be used to assess loss of self-esteem (“Have you been down on yourself or feeling guilty?”), lack of concentration (“How’s your concentration been lately?”), and suicidal thoughts (Have you thought of hurting yourself?") (34).

Determination of Function
Patients should be asked in what ways their symptoms have caused physical, social, or role impairment. For example, “How has your pain affected your ability to work?” or  “How has the pain affected your sexual life?” Querying patients about function encourages discussion of underlying emotional distress and facilitates making the diagnosis of a mental disorder. Once depressive symptoms have been revealed, questions about function also help the physician to evaluate the severity of a depressive syndrome.

Ascertaining Patient Expectations
Asking patients about their expectations of care reveals underlying reasons for their seeking care, helps detect emotional aspects of their complaints, and promotes therapeutic partnerships. Understanding patient expectations enables physicians to better satisfy patients, facilitates patient acceptance of diagnoses, and promotes mutual agreement on treatment plans.
II. Responding to Patients’ Emotions

Reflection and Legitimation
By accepting intense feelings of sadness, anger, and anxiety in a non-threatening manner, physicians build rapport and establish a trusting relationship with depressed patients. Failure to address emotions reflects lack of physician concern, leading patients to feel distant and defensive. Two techniques that are particularly useful in responding to patients’ emotions are reflection and legitimation (35). Reflection acknowledges the patient’s feeling by naming it in a nonaccusatory, nonjudgmental way. For example, “It seems that talking about this pain upsets you…,” or “Sounds like a frustrating situation for you.” These statements convey physician empathy, build rapport, and elicit information about crucial issues.

When using reflection, choose familiar phrases, use non-threatening words, and avoid overstating the sentiment. Patients can more easily hear that they seem “frustrated" or are “feeling down” than being “angry” or “in despair.” If emotions are understated, the patient can amplify: “I’m not just frustrated, I’m angry.” Inappropriately labeling a reaction as something more intense than the patient is ready to acknowledge can create barriers to communication by evoking feelings of shame, guilt, or defensiveness. 

A patient’s unwillingness to pursue a subject should be acknowledged and respected. When emotional issues are clearly too complex to be addressed during one encounter, the physician can acknowledge their importance in a supportive manner and arrange for another visit to further explore the problem. Alternatively, a referral can be made to a mental health specialist.
Legitimation refers to statements that signal physician acceptance of the patient’s feelings. “I can understand that your pain is tiring and upsetting to you.” Or, “It makes sense that you’d be anxious after losing a good job.” Another form of legitimation puts the patient’s experience within the context of a universal response. “Many people would feel that way…I’ve had many patients go through what you’ve described.”

Focused Questioning to Assess Suicidal Ideation
Studies indicate that approximately 80% of seriously depressed patients think about suicide. Depressed patients should be directly questioned about thoughts of hurting themselves. Begin questioning in a sensitive manner, with a gradual progression toward more focused inquiry. Ask several questions to determine the presence of hopelessness. “How does the future look to you?” or “Do you think things will get better?” Although seriously depressed patients often express a deep sense of hopelessness, not everyone with a feeling of despair contemplates suicide. Identifying the suicidal patient requires focused questioning. “Living with (pain/anxiety/illness) can be very difficult. Do you sometimes wish your life was over?” 

Despite the fear of some clinicians, there is no evidence to suggest that talking about suicide will introduce a new idea or provoke the patient to take action. On the contrary, discussing the subject may relieve some of the anxiety patients may have about suicidal thoughts and could discourage them from taking action (36). Patients with an equivocal response to questions about suicidal ideation should be probed for evidence of specific plans. “Tell me if you’ve thought about how you might hurt yourself?” 

Patients with specific plans are at greater risk for suicide than those who only think about it or express concerns. In addition, other risk factors for suicide include hopelessness, social isolation, a personal or family history of previous suicide attempts, substance abuse, chronic physical illnesses, psychosis, male gender and advanced age.

Patients judged to be at risk for suicide should be referred immediately to a psychiatrist. When this is impossible, the physician may ask patients to enter into a “no-suicide contract” whereby they agree to contact the physician if they feel unable to control suicidal impulses. Patients who refuse to enter the agreement or whose agreement is unconvincing are candidates for immediate hospitalization or involuntary commitment.

“BATHE” 

Developed by Marian Stuart (37), BATHE is a mnemonic for a five-step, ultra-brief, highly structured interviewing intervention for gathering data relevant to behavioral disorders and providing emotional support. Many primary care physicians have found this approach useful, given the time constraints of a busy practice.

· “B” stands for “background.” The question, "What is going on in you life?" ascertains the psychosocial context of the patient's visit. 

· "A" stands for "affect" and can be addressed by asking, "How do you feel about (what has been going on in your life)…" 

· "T" stands for "trouble", which can be assessed by asking, "What troubles you most about this?" This question usually leads to the most revealing and productive responses.

· "H" refers to "handling". The question, "How are you handling that?" focuses on the patient's coping abilities. 

· "E" stands for "empathy" and indicates that all probing psychosocial inquiries should include an explicit statement of empathic physician support. 

Stuart suggests that the BATHE approach can also provide the structure for follow-up visits around psychosocial problems. For these visits, she recommends the first question be changed to, "Tell me what has been happening since I saw you last." The rest of BATHE then remains the same.

III. Developing a Management Strategy: Educational Techniques

Before presenting a diagnosis, the physician should determine the patient’s understanding of depression in order to allay fears and educate the patient relative to his/her perceptions. 

Assume that the patient already has a diagnosis and possible treatment options in mind, which may or may not correspond to your ideas. Useful questions to elicit these might be, "What has concerned you about with these symptoms…what have others told you?” Or, “I’ve described what I think the problem is; how does that fit with what you’ve been thinking?” Addressing patients’ ideas and concerns directly can increase the efficiency of the interview and acceptance of the diagnosis (38).

Providing the Diagnosis

Statements used in presenting the diagnosis should be simple and succinct. Patients are anxious at the time of diagnosis and should only be given small, discrete blocks of information. Once they have accepted the diagnosis, it is appropriate to explain the disorder in greater detail.

Some patients may have difficulty accepting the diagnosis of depression. “Doctor, I just know this isn’t all in my mind!” Patients should be told that the disorder results from chemical changes in the brain and body that affect mood, thinking, sleep, and physical comfort. The changes can also be caused by another disease, by long- or short-term stress, or without clear cause.  

The most important principle is to treat the depressive disorder when it is identified. The symptoms of depressive disorders are as debilitating as those associated with other common medical problems. Effective treatment is available, and patients deserve to feel better. 

Responding to Patient’s Emotions

After providing the diagnosis, pause to allow the patient to react and ask questions. The stigma associated with mental disorders may cause patients to become angry, frustrated, tearful, or cause them to reject the diagnosis of depression. Those who do not verbalize their emotions may exhibit facial expressions, body gestures, and other nonverbal cues indicative of their distress. Verbal and nonverbal reactions should be acknowledged (reflection) and validated (legitimation).

Patient Education: Developing a Treatment Plan

The physician should stress that depression is a highly treatable medical illness caused by a chemical imbalance. The patient should understand that it is not a sign of personal weakness, and the vast majority of cases can be corrected with appropriate treatment. Recommendations for treatment should be offered, with the caveat that pharmacotherapy may take several weeks to take effect. Patients often need to follow a regimen for several months to insure a full, sustained recovery.

Up to 50% of depressed patients in primary care will stop treatment within three months (39). The following interventions are associated with increased patient adherence.

1.  Ask about prior use of antidepressants.

2.  Instruct patients to take medication daily.

3.  Explain that it may take two to four weeks to notice the benefit of treatment.

4.  Advise patients to engage in pleasant activities. 

5.  Remind them to continue taking medication even if they are feeling better.  

6.  Ask patients to call if they plan to stop taking the medication. 

7.  Inform patients what to do if they have questions.

After allowing the patient to respond and ask questions, the physician should review a mutually agreed upon treatment plan to assess the patient’s understanding and to increase adherence. A plan may be necessary to overcome barriers to compliance.

Patients should be offered the opportunity to bring a family member or significant other to the next visit to discuss the diagnosis and treatment plan. This is likely to provide emotional support for the patient and increase adherence to the medical regimen.

Consultation or Referral 
The expertise of the primary care physician may determine whether patients with depression require consultation or referral. However, patients who are severely disabled, psychotic, suicidal, or refractory to treatment may require consultation or collaborative care provided by expert clinicians. Patients with psychosocial issues too complex to manage in a primary care setting may benefit from psychotherapy by mental health specialists. Successful referral, however, often involves overcoming significant barriers such as patient reluctance (stigma) and managed care financial obstacles. Consultation is also indicated when the physician is unsure of the diagnosis or feels unable to provide recommended treatment.

Patients are more likely to accept the concept of a psychiatric referral if this possibility has been broached at the time of initial diagnosis, or early in the course of treatment. Patients should be helped to understand that a request for psychiatric or mental health assessment is simply a matter of obtaining another professional opinion. Drawing the analogy of referrals made to specialists in other fields of medicine. e.g. cardiology or gastroenterology, reduces the likelihood that patients will feel abandoned, blamed, or dismissed. 

Explain that consultation involves assessment by an expert who will advise the primary care physician on appropriate management strategies. This mental health specialist who may be another physician, a psychologist, advanced practice nurse, or social worker. After the consultant interviews the patient, gathers information, and makes suggestions, the patient will see his/her own physician again to decide on further treatment (40).

Management Strategies
Depression can almost always be treated successfully, either with medication, psychotherapy, or a combination of both. Not all patients respond to the same therapy. However, a patient who fails to respond to the first treatment is likely to respond to a change in strategy. Management depends largely on the severity of functional impairment. Realistic goals can be set when patient preferences are respected. 

Major Depression
Research demonstrates that mild to moderate forms of major depression respond equally well to psychotherapy or pharmacotherapy. However, more severe forms of major depression should be treated with pharmacotherapy. A combination of pharmacotherapy and psychotherapy may be superior to either approach alone for patients with severe, chronic, or recurrent forms of depression (41). Combination therapy may also prove particularly useful for patients with significant psychosocial problems.

Chronic Depression
Recent studies indicate that antidepressant medications are also effective for chronic depression. Psychotherapy may also be valuable, but efficacy studies are limited. Untreated dysthymia can be very frustrating to manage because of its somatic presentation, chronicity, and tenacious symptoms. Referral to an expert should be considered for patients who do not improve after initial management efforts.

Minor Depression
Since most cases of minor depression are self-limiting, a period of one to two months of watchful waiting may be sufficient for patients with mild impairment. If symptoms do not improve or impairment continues, regular supportive visits with the physician may be beneficial. Patients with moderate or severe impairment should probably receive active treatment or referral for mental health consultation. Anecdotal experience suggests that either psychotherapy or a cautious trial of antidepressant medication may be beneficial.

PHARMACOTHERAPY
Efficacious antidepressants have been available for over 40 years, but many new agents now offer the advantages of fewer side effects and greater ease of use, resulting in increased adherence by patients (42). 

Although the tricyclic antidepressants (TCAs) can be considered a standard of treatment efficacy, they are associated with a host of troubling side effects, such as anticholinergic (dry mouth, constipation, urinary retention), antihistaminic (sedation), antiadrenergic (postural hypotension), and cardiac (quinidine-like delayed conduction). Due to a low therapeutic index, they can be lethal in overdose. 

Among numerous tricyclics available, two of the more useful agents are nortriptyline (Pamelor, Aventyl) and desipramine (Norpramin). Nortriptyline has an established therapeutic window (blood level) with relatively less postural hypotension than other tricyclics, and desipramine (Norpramin) has the lowest level of anticholinergic side effects of the tricyclics (1).

In the late 1980’s, a selective serotonin reuptake inhibitor (SSRI), fluoxetine (Prozac), heralded a new era in the pharmacotherapy of depression. For the first time, a relatively side-effect free agent became available for the treatment of depression. As of 1998, more than 25 million individuals throughout the world had been treated with fluoxetine. Eight other new agents have now been introduced in the United States.

Three of these eight are other SSRIs, citalopram (Celexa), paroxetine (Paxil), and sertraline (Zoloft). Other new agents, bupropion (Wellbutrin), mirtazapine (Remeron), nefazodone (Serzone), reboxitine (Norlift) and venlafaxine (Effexor) are equally efficacious but have different mechanisms of action and side-effect profiles. [Table 1]

In comparison to the tricyclics, all nine new antidepressants are relatively free of dangerous side effects, not lethal in overdose (when not combined with other medications), and are, for the most part, better tolerated. Despite higher per unit costs of new agents, overall cost-efficacy is similar to or better than tricyclics (43). New agents cause fewer side effects, have low toxicity, improve patient adherence, and require fewer physician follow-up visits to titrate doses and monitor side effects.

The most common side effects of SSRIs, which are agitation, gastrointestinal distress, and insomnia, occur in less than 20% of patients and rarely require discontinuation. Sexual dysfunction (decreased libido or difficulty reaching orgasm) probably occurs in more than 30% of patients and may lead to significant impairment in quality of life or non-adherence. Despite the small incidence of agitation or insomnia, these agents can be used in depressed patients with insomnia since SSRIs usually lead to reports of improved sleep within two to three weeks. 

SSRIs should be started in lower doses for patients complaining of anxiety or panic attacks, as the initial agitation may make the patient extremely uncomfortable. Anxiety or insomnia associated with SSRIs may require treatment with small doses of a sedating antidepressant or a benzodiazepine for a short period of time. These adjunctive medications can usually be stopped as the depression remits.

The side effects of venlafaxine and bupropion are very similar to the effects of SSRIs, although bupropion does not cause sexual dysfunction. There is some evidence that higher dose venlafaxine may be more effective than SSRIs, especially for hospitalized, very severe, or treatment-refractory depression. However, in doses above 300 mg, venlafaxine can cause persistent blood pressure elevation in about 10% of patients. Bupropion used in doses greater than 450 mg a day is associated with increased risk of seizures. Therefore, bupropion should not be used in patients with seizure disorders and no single dose should exceed 150 mg. Both venlafaxine and bupropion are now available in extended or sustained release formulations, which simplify daily dosing.

Nefazodone (Serzone) is a weak blocker of serotonin reuptake while it also blocks the 5-HT2 receptor post-synaptically. It is more sedating than pure SSRIs and does not cause sexual side effects. Because of its anxiolytic effects, it can often be used as monotherapy for patients with depression and significant anxiety. Sleep EEGs indicate that this agent restores natural sleep as the depression remits and has a superior effect on measures of insomnia compared to SSRIs.  

Mirtazapine (Remeron) blocks several serotonin receptors and alpha (2)-adrenergic receptors. The blockade of alpha (2)-adrenergic receptors increases available norepinephrine and serotonin, although it does not inhibit reuptake. Mirtazapine does not block muscarinic acetylcholine or alpha (1)-adrenergic receptors. As with all new antidepressants, efficacy seems equal to previous agents, but with fewer side effects than TCAs. Mirtazapine produces minimal anticholinergic symptoms, promotes sleep, and reduces agitation. It does not cause postural hypotension or hypertension, and is relatively safe in overdose. Its major drawbacks are daytime sedation and weight gain, associated with histamine receptor blockade. 

Reboxitene (Vestra) is a selective norepinephrine reuptake inhibitor recently released in Europe and expected to be approved for use in the United States in 2001. Reboxitene provides a safer alternative to noradrenergic TCAs such as desipramine and nortriptyline. Some evidence suggests that this norepinephrine selective drug may have a particularly useful effect on aspects of social adjustment and, when compared to SSRIs, a stronger antidepressant effect for patients with more severe depression. 

Sedation and insomnia are common side effects of many antidepressants. If tolerance to sedation does not develop, dose reduction is required. Giving drugs at bedtime can be useful if medications cause sedation; dosing in the morning is preferred if patients complain of insomnia. Tachycardia, agitation, and tremor may also occur with tricyclics, SSRIs, bupropion, or reboxitene. An adjunctive benzodiazepine can alleviate most of these side effects.

Drugs that block the muscarinic acetylcholine receptors cause blurred vision, dry mouth, urinary hesitancy/retention, and constipation. Bulk laxatives and extra fluids may decrease constipation. Dry mouth, which occurs with many antidepressants, may respond to artificial saliva preparations. Potent anticholinergic agents may also produce central effects, such as disorientation, impaired memory, confusion, and hallucinations. In such cases, the medication must be stopped immediately.

Postural hypotension is the most dangerous adverse effect of TCAs. Newer antidepressants are much less likely to cause this problem. Check the patient's EKG and assess cardiac conduction before giving TCAs because these agents cause significant cardiac conduction delay. Patients on TCAs with ischemic heart disease also are at risk for ventricular arrhythmias.

Between 30%-60% of patients on SSRIs complain of sexual dysfunction (mainly ejaculatory/erectile problems in men and anorgasmia in women). This does not generally occur with bupropion, mirtazapine, or nefazodone. 

No single drug has been reliably effective for sexual dysfunction caused by SSRIs. Though the mechanism of action is uncertain for SSRI-induced sexual dysfunction, sildenafil (Viagra) may prove to be effective for men with erectile or ejaculatory dysfunction and for women with anorgasmia. Although the addition of yohimbine or bupropion has been used for this condition, they are not always effective. For some patients, another antidepressant may be necessary to remedy sexual dysfunction.

Abruptly stopping tricyclics may cause mild withdrawal symptoms such as diarrhea, cramps, insomnia, agitation, and insomnia. Abrupt discontinuation of the shorter acting SSRIs and venlafaxine is also associated with agitation, nausea, tremors, and dysphoria. Therefore, it is best to stop these drugs gradually to minimize withdrawal (44).

Drug Interactions (Cytochrome P450)

Potential interactions between antidepressants and other medications can impact drug efficacy and lead to dangerous physical effects. Most drug interactions involving antidepressants result from effects on the cytochrome P-450 hepatic isoenzymes, in particular the 2D6 and 3A4 subsystems. Many antidepressants inhibit these enzymes, resulting in altered metabolism of other medications (45).

Patients at highest risk for drug interactions are the elderly, debilitated, those already taking multiple medications, and patients with significant hepatic or renal disease. Obtain a careful drug history before initiating antidepressant therapy. Adding an antidepressant to other drugs may lead to lack of efficacy or significant toxicity of any of the agents. 

Physicians should be cautious when prescribing antidepressants along with coumadin, digoxin, anticonvulsants, tricyclics, erythromycin, ketaconazole, cisapride, alprazolam, codeine, dextromethoraphan, beta blockers, calcium channel blockers, and type 1C antiarrhythmic agents. Begin the antidepressant at a low dose, carefully observe clinical effects, and monitor serum drug levels. Drug information services and pharmacies can provide reliable prescribing information. Drug interactions can also be found free of charge on the Internet at PHYSICIANS ON LINE.COM.

There are some important variations among antidepressants. Drugs metabolized by 2D6 include tricyclic antidepressants, type 1C antiarrhythmics, beta-blockers, narcotics, codeine, dextromethoraphan, several benzodiazepines, and several neuroleptics. Among the SSRIs, paroxetine and fluoxetine have the greatest inhibitory effect on the 2D6 system. Sertraline has minimal effects at low doses, but an inhibitory effect may emerge with doses above 150 mg. Citalopram, like sertraline, has relatively low effects on the 2D6 system. The other new (non-SSRI) antidepressants have little or no 2D6 effect, with the exception of bupropion, which has a modest inhibitory effect on 2D6. 

Nefazodone and norfluoxetine (the metabolite of fluoxetine) are potent inhibitors of the 3A4 system. This warrants caution in the use of drugs metabolized by 3A4, including calcium channel blockers, cisapride, erythromycin, ketaconazole, and alprazolam. The metabolism of coumadin, digoxin, and some anticonvulsants can be inhibited by antidepressants. Blood levels and bleeding times should be checked regularly. 

Patient Follow Up
While all depressed patients need regularly scheduled appointments, it is especially important for those who have initially been prescribed an antidepressant. The physician should see the patient within two weeks to monitor effects of the medication, to check for adherence to the treatment plan, and to offer support as necessary. Patient response can best be evaluated approximately six weeks after reaching a therapeutic dose of the agent. Maximum therapeutic dosages should be prescribed before considering an antidepressant to be a failure. [Table 1]

Outcome assessment instruments can help to evaluate patient response. An increased dose or new medication may be indicated if the original agent is insufficient. After an adequate response to antidepressant therapy is achieved, the patient should be re-evaluated in four to six weeks to insure that remission has been sustained. Psychiatric evaluation may be appropriate at this time if the treatment response is unsatisfactory.

Physician encouragement is particularly important in the interval between beginning treatment and evaluating outcome. The hopelessness that accompanies depression can interfere with the patient’s ability to note improvement, although progress may be apparent to others. In the absence of support by the physician and significant others, depressed patients can embrace a perceived lack of progress as further evidence of their inadequacy. Discouragement only exacerbates their hopelessness, reinforces feelings of personal failure, and may trigger or aggravate noncompliance to treatment strategies.

PSYCHOLOGIC APPROACHES
Patients with minor depression, chronic depression, and mild to moderate major depression may benefit from psychotherapy. Cognitive behavioral therapy and interpersonal therapy have proven effective for the treatment of major depression. These therapies are time-limited, focused on current functioning, and directed toward adaptation rather than personality change. The efficacy of long-term, insight-oriented psychotherapy for major depression is not known. Therefore, this therapy is not recommended as a first-line treatment for major depression.

While supportive office counseling by the primary care practitioner has never been empirically tested, many physicians treating depression combine this intervention with pharmacotherapy with seemingly beneficial results.

Cognitive Behavioral Therapy
Many depressed patients habitually view themselves, the world, and the future with pronounced negativism. Cognitive behavioral therapy focuses on revising maladaptive processes of thinking, perceptions, attitudes, and beliefs. Emphasis is placed on identifying positive experiences, experimenting with new behaviors, and gradually progressing to more difficult situations. By challenging negative interpretations and reinforcing positive experiences, the therapist facilitates internalization of a more positive outlook on life. This approach also encourages the depressed patient to increase pleasant activities and become more socially active.

Interpersonal Therapy
Interpersonal conflict and social isolation can be associated with depression. Interpersonal therapy is a time-limited approach aimed at clarification of interpersonal difficulties, such as role disputes, prolonged grief reactions, or role transitions. The therapist and patient define the nature of the problem, identify solutions, and utilize skills to reach a resolution.

Supportive Office Counseling
Supportive office counseling is based on empathic listening to patients’ perceptions of life stresses. It focuses on managing current difficulties with emphasis on the patient’s strengths and available resources. Discussing practical approaches to daily living can simply be a matter of making common sense suggestions by discouraging patients from assuming new stresses, and encouraging them to engage in pleasurable activities. Reiterate that negative thinking passes as depression improves. Patients should be encouraged to increase contact with family, friends, and community groups to benefit from social support. 

The mnemonic "SPEAK" was created by John Christensen as an aid for primary care physicians in their psychotherapeutic role with depressed patients. The five-step tool provides a pragmatic and structured approach to brief office counseling of patients that goes beyond, but complements, the non-specific BATHE technique (46). 

· "S" stands for "schedule" each day. Depressed patients find it difficult to activate themselves. Physicians can ask patients to actually prepare a written daily schedule for themselves. This will help motivate and activate depressed patients. 

· “P" indicates that physicians should encourage their depressed patients to include at least one “pleasant” event in their daily schedule. 

· "E" stands for "exercise" which has been shown to be helpful for the relief of depressive symptoms.

· “A" stands for "assertion". Since many depressed patients lose their self-confidence, physicians can encourage them to assume more control in their daily lives and regain their previous sense of self-reliance. However, care should be taken to encourage adaptive assertiveness and not maladaptive expression of anger. 

· "K" stands for thinking "kind" thoughts about oneself. Depressed patients usually see the worst in themselves. Physicians can encourage patients by pointing out positive coping abilities and strengths.

A TOOL-KIT FOR PRIMARY CARE 

The MacArthur Foundation Depression Education Program includes a "tool kit" to assist physicians screen patients for depression, make a diagnosis, and monitor outcomes. 

1. Patient administered instrument: Patient Health Questionnaire (PHQ)

The PRIME-M.D. Patient Health Questionnaire (PHQ) has been chosen as the core patient-administered screening, diagnostic, and outcome-monitoring tool of this program (47). In a multi-center study of 8 family practice and internal medicine sites with 3000 patients and 62 physicians, the instrument was found to have 73% sensitivity and 98% specificity for the diagnosis of major depression (47). The instrument was well accepted by patients and physicians, and required very little physician time to review (less than 1 minute for 42% of patients and 1-2 minutes for another 43% of patients).  Patients diagnosed with mental disorders on this instrument suffered from significantly more functional impairment and disability and utilized significantly more medical care than patients without mental disorders.  

Many experts now recommend that depression screening instruments be reserved for those patients in high-risk groups (e.g. patients with disabling chronic diseases, sleep complaints, unexplained or ill-defined pain or other symptoms, history of prior psychiatric illness, headaches, or sad mood or anhedonia). The PHQ can also be administered on regular follow-up visits to monitor response to treatment.  

2. Physician administered instrument: DSM-IV Checklist  
Clinicians should not rely exclusively on the PHQ to establish a depression diagnosis and monitor outcome. Rather, PHQ results should be confirmed by a clinical interview before initiating treatment and to monitor treatment outcome. The DSM-IV Checklist was developed for this program and provides a structure to facilitate this confirmatory process.  

CONCLUSION

Depression is a medical disorder commonly seen in primary care. Effective treatment of depression requires a compassionate approach, skillful care, long-term follow up, and sometimes, active pharmacotherap. Bolstered by a positive attitude toward its diagnosis and management, effective communication skills, and appropriate expert backup, the primary care practitioner can feel confident in the assessment and management of this highly treatable disorder.
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