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NAME: 
Doxepin Cream

SYNONYM:
Zonalon®, Prudoxin®
USES:

· Appropriate Indications:

1. Treatment for moderate pruritus due to various forms of eczematous dermatitis including atopic dermatitis and lichen simplex chronicus, if the patient has intolerance or contraindication(s) to, or inadequate response to the following formulary alternatives:
a. Topical corticosteroids (desonide, fluocinonide, hydrocortisone, triamcinolone acetonide, clobetasol)

b. Oral antihistamines (hydroxyzine, diphenhydramine)

c. Oral doxepin

2. In combination with a corticosteroid to relieve pruritus associated with various forms of eczematous dermatitis in order to reduce corticosteroid course of therapy.

· Inappropriate Uses:

1. Relief of pruritus for greater than eight days.

2. Patients with previous sensitivity to any of the components of doxepin cream

3. Patients with untreated narrow angle glaucoma or a tendency to urinary tendency, if applying to >10% of body surface area (due to the increased risk of systemic side effects)

FORMULARY RESTRICTIONS:

· Non-formulary
· Restricted to drug use criteria
DRUG THERAPY SELECTION:

· Efficacy:
1. In a multi-center, randomized, double-blinded, vehicle-controlled study, doxepin cream administered twice daily at baseline visit and four times daily for remainder 7 days in patients with moderate to severe pruritus due to atopic dermatitis resulted in significantly greater relief of pruritus than the vehicle (p < 0.01 for pruritus severity rating scale, Physician’s Global Evaluation of eczema and Visual Analogue Scale).

2. In another multi-center, randomized, double-blinded, vehicle-controlled study, doxepin cream administered four times daily for 7 days in patients with moderate to severe pruritus due to lichen simplex chronicus, nummular eczema or contact dermatitis resulted in significant antipruritic activity (p <0.002).

3. In an 8-day multicenter, double-blind, parallel-design study, addition of doxepin to corticosteroid regimen resulted in significantly greater reduction in pruritus than corticosteroid only therapy.  Furthermore, addition of doxepin also demonstrated faster improvement in patient’s eczematous condition over the first few days of treatment.

4. One study assessed the speed of onset of doxepin cream, and found that relief of pruritus occurred within 15 minutes of application.

· Safety:
1. The most common systemic adverse effect reported in clinical trials was drowsiness.  Drowsiness occurs in >20% of patients, especially in those receiving treatment to >10% of their body surface area.

2. The most common local adverse effect reported in clinical trials was stinging and/or burning at the site of application.  Of these, 25% reported the reaction as severe. 

3. Other adverse events occurring > 1% and at least double the occurrence in placebo were: dry mouth, fatigue/tiredness, dizziness, mental/emotional changes, taste perversion and edema.

4. Twenty-six post marketing cases of allergic contact dermatitis have been reported, twenty of which were documented by positive patch test to doxepin 5% cream.

5. A case report of anticholinergic toxicity was associated with topical doxepin in an 80-year old man.  Possible systemic adverse events must be considered when topical doxepin cream is used.

6. Pregnancy Category B.  This drug should be used during pregnancy only if clearly needed.

COST:

	Drug
	Drug Cost
	Dose
	Cost to treat for 7 days

	
	
	
	Face & Neck or One arm
	Trunk  (front or back)
	One hand or one foot
	One leg

	TOPICAL 

	Doxepin 5% cream  (Prudoxin®)
	$18.25/45g
	QID
	$18.25
	$54.75
	$18.25
	$36.50

	Triamcinolone 0.1%-0.025% cream, ointment
	0.50/15g

$1.25/80g
	BID
	$1.00
	$1.25
	$0.50
	$1.25

	Desonide 0.05% cream, ointment
	$2.75/15g

$6.31/60g
	BID
	$5.50
	$6.31
	$2.75
	$6.31

	Hydrocortisone 0.5%-1% cream, ointment
	$0.80/30g
	BID
	$0.80
	$1.60
	$0.80
	$1.60

	Hydrocortisone 2.5% cream
	$1.60/30g
	BID
	$1.60
	$3.20
	$1.60
	$3.20

	Fluocinonide 0.05% cream
	$0.97/15g

$1.46/30g

$2.18/60g
	BID
	$1.46
	$2.18
	$0.97
	$2.18

	Fluocinonide 0.05% ointment
	$3.40/15g

$5.34/30g

$7.03/60g
	BID
	$5.34
	$7.03
	$3.40
	$7.03

	Clobetasol 0.05% cream, ointment
	$1.90/15g

$3.15/30g

$5.20/45g

$7.30/60g
	BID
	$3.15
	$7.30
	$1.90
	$5.20

	ORAL

	Doxepin
	$0.02/cap
	10-25 mg PO tid
	$0.42

	Hydroxyzine
	$0.26-$0.40/tab
	10-25mg PO tid-qid
	$5.46-$11.20

	Diphenhydramine
	$0.01/cap
	25-50mg PO q4-6h
	$0.28-$0.42


DUPLICATIVE THERAPY

· Doxepin cream can be used with topical corticosteroids to improve relief of pruritus.
DOSING AND ADMINISTRATION

· Acute Dosing

· Apply a thin film to affected area four times daily with at least a 3-4 hour interval between application.

· Do not use for more than eight days.  

-Chronic use beyond eight days may result in higher systemic levels and increased likelihood of  

 contact sensitization.

· Occlusive dressings should not be utilized with doxepin cream.  

· Special Dosing Considerations
· If using in patients with > 10% of BSA affected or if patient experiences excessive drowsiness, may:

1. decrease BSA to be treated

2. decrease the number of applications per day

3. decrease amount of cream applied

4. discontinue drug

DRUG INTERACTIONS

· Although studies have not been done to examine drug interactions with doxepin cream, there are data available regarding drug interactions with oral doxepin.  

1. MAO Inhibitors combined with certain tricyclic antidepressants have caused serious side effects and death.  Therefore, MAO Inhibitors should be discontinued two weeks prior to the initiation of doxepin cream.  

2. Cimetidine can elevate serum levels of tricyclic antidepressants resulting in serious anticholinergic symptoms.  

3. Alcohol may exacerbate the sedative effects that may occur with doxepin cream.

4. Tolazamide: One case of severe hypoglycemia was reported in a patient who was on a maintenance dose of tolazamide.  Incidence occurred 11 days after the addition of oral doxepin.

LABORATORY INTERACTIONS: 

· None known

RECOMMENDED MONITORING

· Relief of pruritus should be noticed within 12-24 hours.

· 75% experience relief in 15 minutes

OUTCOME MEASURES

· Therapeutic: Relief of pruritus
· Safety/Adverse Effect: Allergic contact dermatitis to doxepin cream should be considered in patients 
                                             whose condition fails to improve or worsens with doxepin use.
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