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There is an increased prevalence of depression among patients with many medical illnesses. Depression has been especially associated with cardiovascular disease, stroke, cancer, Parkinson’s disease, diabetes mellitus and dementia. Furthermore, concurrent depression may be associated with increased morbidity and mortality from the medical condition, due to noncompliance, etc.  Estimates are that 25%-33% of primary care patients have a psychiatric disorder on structured psychiatric interview and studies indicate that somatization is often the primary reason for missing the diagnoses. The clinician must be familiar with the different diagnoses within the mood disorder category, the differential diagnoses when a patient presents with mood or somatic symptoms, and the various treatment options, along with their side effects and drug interactions.

I. Depressive Disorders

These disorders can be as mild as an adjustment disorder with depressed mood (identifiable stressor, occurring within three months of stressor onset, and relieved within six months of termination of stressor), to dysthymia (depressed mood and some symptoms of a major depressive episode for at least two years), to major depressive order with or without psychotic features, to bipolar disorder.  Other diagnoses include MDD with post partum onset, substance  induced mood disorder and mood disorder due to general medical condition (must be direct physiological consequence of the medical condition).  

II. Differential Diagnosis

The clinician must keep in mind a broad differential when diagnosing a mood disorder.  Other etiologies of mood disorder symptoms include: medication effects (e.g. Beta blockers, benzodiazepines, corticosteroids, analgesics, clonidine, H-2 blockers, etc.), endocrine dysfunction (e.g. hypothyroidism, Cushing’s or Addison’s, hypogonadism, menopause), neurological dysfunction (Parkinson’s, Alzheimer’s), infectious diseases (syphilis, HIV), rheumatologic (fibromyalgia, etc.), sleep disorders (sleep apnea, etc.) and substance abuse.   Appropriate laboratory et al. studies should be performed when indicated.

III
Presentation of a Major Depressive Episode

In diagnosing Major Depressive Disorder, the clinician should keep in mind predisposing risk factors to a mood disorder, as these may affect the course of the depressive episode, may influence the decision to refer to psychiatry, and also the rapidity with which medications are prescribed.   Risk factors for developing a depressive episode include: family history, past history of depression, current life stressor, substance abuse, medical comorbidity, being unmarried, female gender, older age, lower socioeconomic status, personality disorder such as borderline or dependent, and postpartum period.

A Major Depressive Episode can be diagnosed when a patient presents with a minimum of two weeks of five ore more of the below symptoms (with one being either depression or anhedonia):


“SAD – A – FACES”

S - sleep disturbance 




A - agitation/psychomotor retardation

A - appetite or weight change



C - concentration difficulties

D - dysphoria or other mood change (e.g. irritability)

E - esteem (low)/guilt

A - anhedonia, loss of interest, decreased libido
(hopelessness, helplessness,

F - fatigue/decreased energy 



worthlessness)









S - suicidal thoughts

IV
Treatment

There are a wide variety of new medications available for the treatment of depression, and though their efficacy is no different than that of the tricyclics (TCAs), their safety and side effect profiles are much improved.  This is not to say that they are without problems, however. Things to keep in mind when choosing an antidepressant include the following: (1) age, (2) previous history of antidepressant use and response, (3) family history of antidepressant response, (4) depressive symptomatology of the patient, (5) the side effect potential of the antidepressants, (7) the patient’s medical diagnoses and possible complications, and (8) the patient’s other medications.

Three good questions to ask before prescribing an antidepressant are: 

- How will the patient’s other illnesses affect the medicine? (e.g. liver, renal disease)

- How will the medication affect the illness? (e.g. venlafaxine elevating blood pressure) 

- What is the potential for drug interactions? 

Pharmacotherapy options:

SSRIs – the 4 most used are:

-fluoxetine (Prozac) which can be quite activating and has a half life of 8 days 

-sertraline (zoloft) which can cause significant GI side effects

- paroxetine (Paxil) which can be sedating, and has the potential for significant drug interactions

 - citalopram (Celexa) which has few side effects, causes no significant weight gain, and interacts less with antiretroviral medications

Potentially Important Drug Interactions with the Newer Antidepressants

(per case reports or in vitro evidence)
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Fluoxetine




desipramine

phenytoin

carbamazepine






imipramine

diazepam

alprazolam






haloperidol



terfenadine






amitriptyline



cisapride






type 1C antiarrhythmics




Sertraline




desipramine

tolbutamide
carbamazepine






imipramine

diazepam







amitryptiline








type 1C antiarrhythmics






haloperidol

Paroxetine




desipramine






imipramine






type 1C antiarrhythmics






haloperidol






trazodone

Fluvoxamine
theophylline




diazepam

carbamazepine


clozapine







aprazolam



haloperidol






terfenadine



amitryptiline






astemizole



clomipramine








Nefazodone
 (not an SSRI, but included due to serious drug interactions)


alprazolam











triazolam











astemizole











terfenadine











erythromycin











ketoconazole
Other newer agents include bupropion (Wellbutrin or Zyban) – which minimizes sexual dysfunction, is activating and can cause weight loss, venlafaxine – also activating, can cause sexual dysfunction and can increase BP in doses greater than 200mg/d, and  mirtazapine – can be quite sedating but this improves with dose >15mg/d, also causes weight gain.

Then there are the older standbys – the TCAs and MAO-inhibitors.  These medications are just as effective as the newer ones, they just have more side effects and are more dangerous in overdose situations.

Special Considerations – Sleep disturbance is often associated with depression.  Good sleep hygiene and assessment of effects of the patient’s current medications are prudent first steps in treatment.  If insomnia continues to be a problem, TCAs, mirtazapine, trazodone and nefazodone may be of use.  Please keep in mind that the sedative/activating properties of an agent can be manipulated by changing the dosing schedule.  Also, TCAs have anticholinergic, anti-adrenergic and quinidine-like (Type 1-A like) effects and these must be taken into account if a tricyclic is being considered. Therapeutic range TCA levels may cause ECG changes in patients with preexisting conduction delays, and a QT interval of greater than 0.44 seconds is a relative contraindication to TCA treatment.   

Extrapyramidal effects – SSRIs can cause EPS – including akathisia, dyskinesias, dystonias and drug-induced parkinonism via antidopaminergic mechanisms.  Akathisia is relatively common and can be managed with dose reduction, addition of low dose propranalol or switching to another antidepressant.  Often, switching to one in the same class is effective.

Sexual Dysfunction - A decrease in libido or anorgasmia may be a symptom of depression, but may also be a side effect of the prescribed antidepressant.  Except for bupropion, nefazodone (rarely) and mirtazapine, reports of sexual dysfunction are relatively common with antidepressant therapy.  Treatment strategies include augmentation with bupropion, dose reduction, or drug holidays in drugs with short enough half lives.  One must be cognizant of withdrawal syndromes with this method, however.

