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Chapter 21 Antidepressant Agents
Serotonin
· Key to antidepressants

· Serotonins released in GI tract, in addition to brain--95% of serotonin is found in GI tract (and blood platelets)
· Reason why GI S/S: N&V, diarrhea
· Serotonin responsible for:

· Happiness, boosts self-esteem, helps people overcome shyness, deal with social phobias, feel full and sleepy, control pain pathways (along with norepinephrine), generalized anxiety disorder, panic attacks, PMDD, calming action,
· But, can also make some people more violent, cause migraines, increase lack of impulse control

· Increases pt compliance with therapies

· Eating disorders

· Bulimics get SSRIs  for treatment

· Anorexics have too much serotonin

Affect - people's feelings in response to their environment, whether positive and pleasant or negative and unpleasant.

· Mood goes far beyond the usual, normal “ups and downs,” he or she is said to have an affective disorder
· Bipolar disorder and depression both affective disorders
Depression - feelings of sadness are much more severe and long-lasting than the suspected precipitating event--mood of affected individuals is much more intense

· Average episode lasts approx. 5 months, 

· Previous episode, risk factor for another episode, also women with family history, genetic predisposition, social & environmental factors

· #2 chronic health condition after hypertension

· Dysphoric-term for major depressive disorder-extreme, exaggerated sadness, anxiety

· S/S depression: low energy level; sleep disturbances-insomnia, hypersomnia (too much sleep); increase or decreased appetite; decreased libido; inability to do ADLs; overwhelming feelings of sadness, despair, hopelessness, disorganization
Drug Therapy

· Antidepressants differ in side effects.
· Must take 2-4 weeks for S/S to improve (exception: SSRI Lexapro can take a week)

· Taken PO only
· Can take a while to find one that works: 
· Start on new antidepressant, use it for 2-4 weeks. If no results, adjust dosage. Still no results, taper off, and try new one, starting over again.

· Frustrating to patient

 Antidepressants classified into three groups: 

· Tricyclic antidepressants (TCAs)
· Monoamine oxidase inhibitors (MAOIs)
· Selective serotonin reuptake inhibitors (SSRIs) 

· Others

Tricyclic antidepressants (TCAs)
· Work by increasing neurotransmitters norepinephrine and serotonin
· Use depends on individual response, tolerance of AE
· Not used very much anymore
· Uses: depression, depression with anxiety, bipolar, generalized anxiety, PMS, PMDD, bulimics, sleep disorders (make people sleepy) enuresis (bed wetting) ,  chronic neoropathis pain, OCD,
· AE include sedation

Contraindications and Cautions

· Allergy to any drugs in this class.

· Recent myocardial infarction 

· Myelography within the previous 24 hours or in the next 48 hours

· With 14 days of using an MAOI 

· Pregnancy and lactation are contraindications because of the potential for adverse effects in the fetus and neonate.
· Caution with patients with pre-existing cardiovascular (CV) disorders

· Angle-closure glaucoma, urinary retention (due to anticholinergic effect) 

· Manic–depressive patients, who may shift to a manic stage. 
Adverse Effects

Associated with the effects of the drugs on CNS (CNS) and PNS:

·  Sedation, orthostatic hypotension, GI anticholinergic effects such as dry mouth, constipation, nausea, vomiting, anorexia, weight gain (a reason people stop therapy), hallucinations, cardiac dysrhythmia
· MUST have baseline ECG, and yearly follow up ECG
Drug Interactions

· Cimetidine, fluoxetine, or ranitidine, causes an increase in TCA levels results

· Oral anticoagulants can lead to increased bleeding
TCA Antidepressant-Specific Nursing Implications
· Tell patients these do not cure, only treat symptoms of disease
· Psychotherapy + drugs= higher effectiveness

· 2-4 weeks before full benefits

· Comply with dosage and schedule

· Assess for suicidal tendencies every time interact with pt
· Take at bedtime---very sedating

· Avoid alcohol and OTC drugs because these increase sedating effect
· Might need to adjust dosage over time

· Take with food to reduce GI upset

· Do not double up if a dose is missed

Tricyclic Antidepressants: Most Common Side Effects
This type of drug is not used very much now
	Common Side Effects

	Drug Name
	Type
	Sedation
	Anticholinergic
	Hypotension
	Cardiovascular

	clomipramine (Anafranil)
	Amino
	+++
	+++
	+++
	+++

	doxepin (Sinequan)
	Amino
	+++
	+++
	++
	++

	imipramine (Tofranil)
	Amine
	++
	++
	+++
	++


(MAOIs) Monoamine Oxidase Inhibitors
· Last drugs to try when nothing else is working for SEVERE DEPRESSION, when NO other antidepressants are helping
· Inhibit Monoamine Oxidase, an enzyme that breaks down serotonin and norepinephrine.

· Blocking this enzyme increases serotonin and epinephrine levels

· Very infrequent use, due to interactions with many foods and drugs, causing severe hypertension, possible heart attack, stroke

· Tyramine enzyme interaction:

· Tyramine is normally deactivated by GI and get enter bloodstream. If you are on MAOIs, Tyramine is not deactivated, and dangerous levels build up, causing release or large amts of norepinephrine, leading to hypertensive crisis.
Contraindications and Cautions

· Allergy to any of these antidepressants

· Pheochromocytoma (a rare tumor of the adrenal gland that causes too much release of epinephrine and norepinephrine -- hormones that regulate heart rate and blood pressure)

· CV disease
· Renal or hepatic impairment 
Adverse Effects

Hypertensive crisis
· Dizziness, excitement, nervousness, mania, , tremors, confusion, insomnia, agitation, hyperreflexia
· Hyperreflexia-autonomic nervous system response to over-stimulation 
· Liver toxicity, N&V, diarrhea or constipation, anorexia, weight gain, dry mouth, and abdominal pain. 
Clinically Important Drug–and Food Interactions

· Many OTC drug interactions 
· Need to get approval of ANY medications from doctor

· Extensive Pt teaching on drug and food interactions

· Pt MUST be very compliant, because dietary restrictions are very difficult to follow
· Hypertensive crisis - can happen from mixing drugs with MAOIs, or food with Tyramine
· Early S/S-HA, stiff neck. Later S/S-N&V, sweating, dilated pupils, bradycardia OR tachycardia
· IMMEDIATE medical attention-r/t extremely high BP, to reduce chance of MI and stroke
	Foods High in Tyramine
	Foods With Moderate
Amounts of Tyramine
	Foods With Low Amounts of Tyramine

	· Aged cheeses: cheddar cheese, blue cheese, Swiss cheese, Camembert

· Aged or fermented meats, fish or poultry: chicken paté, beef liver paté, caviar

· Brewer's yeast

· Fava beans

· Red wines: Chianti, burgundy, sherry, vermouth

· Smoked or pickled meats, fish or poultry: herring, sausage, corned beef, salami, pepperoni
	· Meat extracts: consommé, bouillon Pasteurized light and pale beer

· Avocados


	· Distilled liquors: vodka, gin, Scotch, rye

· Cheeses: American, mozzarella, cottage cheese, cream cheese

· Chocolate

· Fruits: figs, raisins, grapes, pineapple, oranges

· Sour cream, yogurt
· Soy sauce




Nursing Considerations for Patients Receiving Monoamine Oxidase Inhibitors

· Avoid high Tyramine foods to avoid hypotensive crisis
· Limit caffeine

· Teach about compliance

· Might be weeks before benefit of drug happens

· Do not take with drugs that increase BP-decongestants, etc
· Take drug in a.m. if insomnia is a problem

Selective Serotonin Reuptake Inhibitors
· Selective serotonin reuptake inhibitors (SSRIs), the newest group of antidepressant drugs, specifically block the or serotonin.
· Fewer side effects than MAOIs and TCAs

· Usually given once daily

· Treatment of SSRIs are indicated for the treatment of depression, OCDs, panic attacks, bulimia, PMDD, posttraumatic stress disorders, social phobias, and social anxiety disorders
Contraindications and Cautions

· Allergy to any of these drugs

· Pregnancy and lactation (especially Paxil causes birth defects)
· Impaired renal or hepatic function 
· Within 2 weeks of MAOI usage

Adverse Effects

· Increased Serotinin = Decreased Dopamine, leading to drop in libido

· Inorgasmia, loss of libido

· Ask female pts about sexual effects

· Weight gain-from antidepressants, mood stabilizers, antipsychotics

· Nausea, vomiting, diarrhea, insomnia, headaches
Clinically Important Drug–Drug Interactions

· Increased risk of serotonin syndrome if SSRIs are used with MAOIs
· At least 2 to 4 weeks between use of SSRIs/MAOIs
· In addition, the use of SSRIs with TCAs results in increased therapeutic and toxic effects.
Nursing Consideration for SSRIs

· Screen for known allergies to SSRIs; impaired liver or kidney function
· Include screening for baseline status before beginning therapy and for any potential adverse effects
· Suicide risk during first 2 weeks of therapy-before full therapeutic effect of drug takes place
· Severely depressed people will start to feel energetic enough to carry out suicide plans
· Assess pts. regularly for suicidal ideation
· Single am dose to reduce insomnia-
· Monitor for dizziness
Increased Risk of Suicide for Teens on Antidepressants
· Less risk than not being on drugs and being depressed

· “Black Box Warning”-assess for suicidal ideation in teen age group
· Suicide Assessment every week for first 4 weeks of taking drug
Selective Serotonin Reuptake Inhibitors

	Name
	Usual Indication

	Citalopram
(Celexa)
	Newer version of Lexapro

Treatment of depression in adults

	Duloxetine
(Cymbalta)
	Treatment of depression and neuropathic pain associated with diabetic neuropathy

	Escitalopram
(Lexapro)
	Newer drug

· Treatment of major depressive disorder and maintenance of patients with major depressive disorder

· Works quicker than other drugs-effects seen in 1 week

	fluoxetine 
(Prozac; Sarafem)
	Treatment of depression, bulimia, obsessive-compulsive disorders (OCDs), panic disorders, premenstrual dysphoric disorder (PMDD) in adults

· Only FDA-approved drug for depression in children

· Longer half-life than other antidepressants, so a missed dose is not as noticeable because keeps steadier level in body
· More gradual withdrawal

	fluvoxamine 
(Luvox)
	Treatment of OCDs

Causes weight gain

	paroxetine 
(Paxil)
	Treatment of depression, OCDs, PMDD, and various panic disorders in adults

· Causes birth defects

· Moderate to severe withdrawal side effects

	sertraline 
(Zoloft)
	Treatment of depression, OCDs, social anxiety disorder, post-traumatic stress disorder, panic disorders, PMDD


Other Antidepressants
· May be used before MAOIs or TCAs

Other Antidepressants

	Name
	Usual Indication

	bupropion (Wellbutrin, Wellbutrin SR, Wellbutrin XL, Zyban)
	Treatment of depression in adults, smoking cessation
150 mg P0 b.i.d (normal dose). in sustained-release form or 150-300 mg/day as a single dose of extended-release form
· Seizure risk in dose higher than 400mg
· Inhibits reuptake of serotonin, epinephrine, norepinepherine

· No sex side effects, no weight gain, no orthostatic hypotension, fewer cardiac effects

	Mirtazapine
(Remeron)
	Treatment of depression in adults

	Nefazodone
(generic)
	Treatment of depression in adults

	trazodone (Desyrel)
	Treatment of depression in adults and children 6-18 yr
· Usually used as sedative. Sedative effect with 300 mg/day

· Given with other stimulatory antidepressants

	venlafaxine (Effexor, Effexor XR)
	Treatment and prevention of depression in generalized anxiety disorder; social anxiety disorder


Withdrawal from Anti-Depressants
· Common SE--dizziness, nausea, HA-last several days to a week

· Taper over 1 week

· SSRIs and TCAs more withdrawal S/S

· More serious SE--aggression, hypomania, mood disturbances, suicidal tendencies

· Why tapering is done

· Prozac has no withdrawal S/S

· Paxil has relatively severe withdrawal S/S, even with gradual decrease in dose

· Mostly flu-like S/S-N&V, muscle aches

· Not prescribed very much now

St Johns Wort
· Widely self-prescribed

· Fewer AE than antidepressants

· Used to treat mild -moderate depression only (NOT major)

· Has many drug interactions

· Most Dr.s agree insufficient evidence it works to treat depression

· Make sure Pt.s taking safely-get recognized brand names,

· know the dose can vary from pill to pill and among mfgers
· stick to same brand

· Do not take other antidepressants

· can cause serotonin syndrome, leading to death

· No cold or flu meds, no alcohol

A pet can be as good as Prozac for reducing anxiety and depression in adults and children.
Nursing Considerations for Antidepressants
· Give anti depressants time to work-2-4 weeks


· Time for brain to build new neurons
· Can stay on antidepressants VERY long term, or just a few months

· Get complete medical Hx before starting drugs
· Baseline mental and physical assessment

· R/O or current depression-observe for S/S

· Suicidal thoughts and behaviors
· Talk to pt about their usual coping mechanisms to deal with stress
Implementation
· Promote optimal response to therapy

· Tell weeks before benefit happens, and SE may appear first

· Assess for Self Care Deficit Syndrome-depressed people lack physical/emotional energy to do ADLs
· Disturbed sleep pattern-reason pt’s stop taking

· Assess suicidal thoughts and behaviors until full effectiveness of anti-depressants take place

· Pt will often tell nurse they are planning to kill self
· Observe if drug is working-moods, depression, OCD, etc
· Monitor for AE

· Recommend psychotherapy

· Can increase dose if therapy not working

· Switch drugs-can still try same class of drugs

· Recommend lifestyle changes, going outdoors-light therapy, exercise,
