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CLASSIFICATION(S):
Therapeutic: antianxiety agents, antidepressants, antihistamines (topical) 
Pharmacologic: tricyclic antidepressants 

Pregnancy Category UK 
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INDICATIONS

· PO: Management of various forms of endogenous depression (with psychotherapy) 

· Treatment of anxiety 

· Topical: Short-term control of pruritus associated with: 

· Eczematous dermatitis 

· Lichen simplex chronicus. 

· Unlabelled Uses: 

· PO : Management of chronic pain syndromes. 

· Management of pruritus. 

ACTION

· PO: Prevents the reuptake of norepinephrine and serotonin by presynaptic neurons; resultant accumulation of neurotransmitters potentiates their activity 

· Also possesses significant anticholinergic properties 

· Topical: Antipruritic action due to antihistaminic properties. 

· Therapeutic Effects: 

· PO : Relief of depression 

· Decreased anxiety 

· Topical: Decreased pruritus.

PHARMACOKINETICS

Absorption: Well absorbed from the GI tract, although much is metabolized on first pass through the liver. Some systemic absorption follows topical application. 
Distribution: Widely distributed. Enters breast milk; probably crosses the placenta. 
Metabolism and Excretion: Metabolized by the liver. Some conversion to active antidepressant compound. May re-enter gastric juice via secretion from enterohepatic circulation, where more absorption may occur. 
Half-life: 8–25 hr. 

CONTRAINDICATIONS AND PRECAUTIONS

Contraindicated in: 

· Hypersensitivity 

· Some products contain bisulfites and should be avoided in patients with known intolerance 

· Untreated narrow-angle glaucoma 

· Period immediately after myocardial infarction 

· Pregnancy or lactation.

Use Cautiously in: 

· Geriatric patients (initial dosage reduction recommended) 

· Pre-existing cardiovascular disease (increased risk of adverse reactions) 

· Prostatic enlargement (more susceptible to urinary retention) 

· Seizures.

ADVERSE REACTIONS AND SIDE EFFECTS*

*CAPITALS indicate life threatening; underlines indicate most frequent. 

CNS: fatigue, sedation, agitation, confusion, hallucinations. 
EENT: blurred vision, increased intraocular pressure. 
CV: hypotension, arrhythmias, ECG abnormalities. 
GI: constipation, dry mouth, hepatitis, increased appetite, nausea, paralytic ileus. 
GU: urinary retention. 
Derm: photosensitivity, rashes. 
Hemat: blood dyscrasias. 
Misc: hypersensitivity reactions. 

INTERACTIONS

Apply to both topical and oral use. 

Drug–Drug: 

· Doxepin is metabolized in the liver by the cytochrome P450 2D6 enzyme and its action may be affected by drugs that compete for metabolism by this enzyme including other antidepressants, phenothiazines, carbamazepine, class 1C antiarrhythmics ( propafenone, flecainide); when used concurrently, dosage reduction of one or the other or both may be necessary. Concurrent use of other drugs that inhibit the activity of the enzyme, including cimetidine, quinidine, amiodarone, and ritonavir, may result in increased effects of doxepin 

· May cause hypotension, tachycardia, and potentially fatal reactions when used with MAO inhibitors (avoid concurrent use—discontinue 2 wk prior to doxepin) 

· Concurrent use with SSRI antidepressants may result in increased toxicity and should be avoided (fluoxetine should be stopped 5 wk before) 

· May prevent the therapeutic response to guanethidine 

· Concurrent use with clonidine may result in hypertensive crisis and should be avoided 

· Concurrent use with levodopa may result in delayed/decreased absorption of levodopa or hypertension 

· Blood levels and effects may be decreased by rifamycins 

· Concurrent use with sparfloxacin increases the risk of adverse cardiovascular reactions 

· Additive CNS depression with other CNS depressants includingalcohol, antihistamines, clonidine, opioid analgesics, and sedative/hypnotics 

· Barbiturates may alter blood levels and effects 

· Adrenergic and anticholinergic side effects may be additive with other agents having these properties 

· Phenothiazines or oral contraceptives increase levels and may cause toxicity 

· Smoking may increase metabolism and alter effects.

Drug–Natural: 

· Concomitant use of kava, valerian, skullcap, chamomile, or hops can increase CNS depression 

· Increased anticholinergic effects with angel’s trumpet, jimson weed, and scopolia.

ROUTE AND DOSAGE

· PO (Adults): Antidepressant/anti-anxiety—25 mg 3 times daily, may be increased as needed (up to 150 mg/day in outpatients or 300 mg/day in inpatients; some patients may require only 25–50 mg/day). Once stabilized, entire daily dose may be given at bedtime. Antipruritic—10 mg at bedtime initially, may be increased up to 25 mg. 

· PO (Geriatric Patients): Antidepressant—25–50 mg/day initially, may be increased as needed. 

· Topical (Adults): Apply 4 times daily (wait 3–4 hr between applications) for up to 8 days. 

AVAILABILITY

· Capsules: 10 mgRx, 25 mgRx, 50 mgRx, 75 mgRx, 100 mgRx, 150 mgRx. 

· Cost: Sinequan—10 mg $39.42/100, 25 mg $55.83/100, 50 mg $77.10/100, 75 mg $121.83/100, 100 mg $133.21/100, 150 mg $272.80/100;generic— 10 mg $15.83/100, 25 mg $19.43/100, 50 mg $33.20/100, 75 mg $40.24/100, 100 mg $45.82/100, 150 mg $62.10/100. 

· Oral concentrate: 10 mg/mlRx 

· Topical cream: 5%Rx. .

TIME/ACTION PROFILE (antidepressant activity) 
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NURSING IMPLICATIONS
ASSESSMENT 

· General: Monitor blood pressure and pulse rate prior to and during initial therapy. Patients taking high doses or with a history of cardiovascular disease should have ECG monitored prior to and periodically throughout therapy. 

· Depression: Assess mental status frequently. Confusion, agitation, and hallucinations may occur during initiation of therapy and may require dosage reduction. Monitor mood changes. Assess for suicidal tendencies, especially during early therapy. Restrict amount of drug available to patient. 

· Anxiety: Assess degree and manifestations of anxiety prior to and throughout therapy. 

· Pain: Assess the type, location, and severity of pain prior to and periodically throughout therapy. 

· Topical: Assess pruritic area prior to and periodically throughout therapy. 

· Lab Test Considerations: Monitor WBC and differential blood counts, hepatic function, and serum glucose periodically. May cause elevated serum bilirubin and alkaline phosphatase levels. May cause bone marrow depression. Serum glucose may be increased or decreased.

POTENTIAL NURSING DIAGNOSES 

· Coping, ineffective (Indications). 

· Injury, risk for (Side Effects). 

IMPLEMENTATION 

· General: Do not confuse doxepin with doxycycline. 

· May be given as a single dose at bedtime to minimize sedation during the day. Dose increases should be made at bedtime because of sedation. Dose titration is a slow process; may take weeks to months. 

· PO: Administer medication with or immediately following a meal to minimize gastric irritation. Capsules may be opened and mixed with foods or fluids if patient has difficulty swallowing. 

· Oral concentrate must be diluted in at least 120 ml of water, milk, or fruit juice. Do not mix with carbonated beverages or grape juice. Use calibrated measuring device to ensure accurate amount. 

· Topical: Apply thin film of doxepin cream only to affected areas, and rub in gently. Apply only to affected skin; not for ophthalmic, oral, or intravaginal use.

PATIENT/FAMILY TEACHING 

· General: Inform patient that systemic side effects may occur with oral or topical use. 

· May cause drowsiness and blurred vision. Caution patient to avoid driving and other activities requiring alertness until response to the medication is known. 

· Orthostatic hypotension, sedation, and confusion are common during early therapy, especially in geriatric patients. Protect patient from falls and advise patient to change positions slowly. 

· Advise patient to avoid alcohol or other CNS depressant drugs during and for at least 3–7 days after therapy has been discontinued. 

· Instruct patient to notify health care professional if urinary retention occurs or if dry mouth or constipation persists. Sugarless candy or gum may diminish dry mouth, and an increase in fluid intake or bulk may prevent constipation. If symptoms persist, dosage reduction or discontinuation may be necessary. Consult health care professional if dry mouth persists for more than 2 wk. 

· Advise patient to notify health care professional of medication regimen prior to treatment or surgery. 

· PO: Instruct patient to take medication exactly as directed. If a dose is missed, take as soon as possible unless almost time for next dose; if regimen is a single dose at bedtime, do not take in the morning because of side effects. Advise patient that drug effects may not be noticed for at least 2 wk. Abrupt discontinuation may cause nausea, vomiting, diarrhea, headache, trouble sleeping with vivid dreams, and irritability. 

· Caution patient to use sunscreen and protective clothing to prevent photosensitivity reactions. 

· Inform patient of need to monitor dietary intake. Increase in appetite is possible and may lead to undesired weight gain. 

· Therapy for depression is usually prolonged. Emphasize the importance of follow-up exams to monitor effectiveness and side effects. 

· Topical: Instruct patient to apply medication exactly as directed; do not use more medication than directed, apply to a larger area than directed, use more often than directed, or use longer than 8 days. 

· Inform patient that topical preparation may cause burning, stinging, swelling, increased itching, or worsening of eczema. Notify health care professional if these symptoms become bothersome. 

· Caution patient not to use occlusive dressings; may increase systemic absorption. 

· Advise patient to notify health care professional if excessive drowsiness occurs with topical application. Number of applications per day, amount of cream applied, or area of application may be reduced. May require discontinuation of therapy. 

EVALUATION 

Effectiveness of therapy can be demonstrated by: 

· Increased sense of well-being 

· Renewed interest in surroundings 

· Increased appetite 

· Improved energy level 

· Improved sleep 

· Decrease in anxiety 

· Decrease in chronic pain. Patients may require 2–6 wk of oral therapy before full therapeutic effects of medication are evident 

· Decrease in pruritus associated with eczema

