Place in Therapy (PIT) Guide: Topical ImmunoModulators (TIMs)

Developed by the DoD Pharmacoeconomic Center (http://www.pec.ha.osd.mil)

This PIT Guide was developed to provide prescribers with a current assessment of the literature involving the use of TIMs for Atopic Dermatitis (AD). It was prepared with the assistance of specialists in the field and is intended to assist prescribers in treating their patients.

	Available products:

	Pimecrolimus (Elidel; Novartis) 1% cream **BCF agent**
	Tacrolimus (Protopic; Fujisawa Healthcare) 0.03% & 0.1% ointment


	Emollients, Topical Corticosteroids (TCS) and TIMs

	General Comments:

	· All patients with AD should be initiated on and use daily emollients. Emollients should be applied within 3 minutes of bathing, before drying. This cost is usually borne by the patient, as these drugs are available over-the-counter. This is standard of care but is not backed by clinical studies. The goal of TX is to control pruritis and eliminate provocative factors, while minimizing exposure to potentially toxic drugs.1

	Topical Corticosteroids:

	· 90% of AD symptoms can be controlled using emollients, proper bathing technique and TCS. 1

	· TCS are added to (not substituted for) emollients when emollients alone fail to relieve the patient.

	· TCS are indicated for the relief (not cure) of inflammatory and pruritic manifestations of TCS-responsive dermatoses.

	· Most AD requires medium potency TCS for initial TX.  See attached table for relative potencies.

	· Low potency TCS should be used mostly for maintenance of patients with mild AD. 

· Non-fluorinated, low potency TCS may be used on the face and intertriginous (skin-fold) areas.

	· Ultra-high potency TCS TX can be used for up to 10 days in appropriate patients with acute flares in areas other than eyelids, genitalia and intertriginous regions. 1

	· Use of TCS may result in skin atrophy in 1-3 weeks in healthy volunteers, but 11 studies found no skin atrophy or systemic adverse effect in AD patients using mild-moderate TCS over a median of 6.5 years.  Additionally, all atrophy was reversible within 4 weeks of discontinuation of TCS.

	· Do not use fluorinated TCS on face, genitalia, intertriginous areas, or in young infants. 1

	TIMs General Comments:

	· Both currently available TIMs are approved for use in patients as young as 2 years of age.

	· Do not use TIMs in children less than 2 years of age without consultation with a dermatologist. 

	· Do not use TIMs in anyone who does not have the diagnosis of AD without consultation with a dermatologist. 

	· Do not use TIMs in anyone who is immunocompromised.

	· Do not use TIMs until the patient has failed both emollients and TCS used simultaneously for 2-4 weeks.  However, TIMs may be used on the face, genitalia or intertriginous areas as a first line treatment.

	· Do not use TIMs if the patient needs or has failed an ultra-high potency TCS except in certain sites such as eyelids, flexural and genital regions.

	· TIMs cost 4-10 times as much as TCS (cost/gm), depending on TCS potency. At the present time, it should be the RARE patient that is given TIMs.

	Pimecrolimus Comments

· Pimecrolimus is FDA approved as short-term and intermittent long-term therapy in the treatment of mild to moderate AD in non-immunocompromised patients 2 years of age and older, in whom the use of alternative, conventional therapies is deemed inadvisable because of potential risks, or in the treatment of patients who are not adequately responsive to, or are intolerant of, alternative, conventional therapies. 
· 90% of AD patients have mild to moderate disease.

	Tacrolimus Comments

· Tacrolimus has the same FDA indications as pimecrolimus, but for moderate to severe pts. Only 10% of AD patients have moderate to severe disease.

· 0.1% was NOT shown to be superior to 0.03% in the pediatric studies presented to the FDA. (0.1% only indicated for patients ( 15 y/o; 0.03% indicated for patients ( 2 y/o)

· If you choose tacrolimus for use in patients with mild to moderate AD, inform the patient that this use is off-label. You and the patient may opt to use it, but they must know it is not FDA-approved for this.

	Conclusion:  Current TX of AD should start with emollients and moderate TCS followed by TIMs in non-responsive patients. One may use TIMs in patients in TCS sensitive areas (face, skin folds), but one should consider using a non-fluorinated TCS first, if indicated. TIMs are a welcome addition in the TX of AD, but at present cannot be assumed to replace traditional TCS. Do not automatically assume that all patients given TCS will have side effects.


	Atopic Dermatitis (Joint Task Force on Practice Parameters Guidelines)1
(Consensus Based)

	Additional comments from the Joint Guideline not addressed above:

	· TX skin infections with short courses of anti-staphylococcal antibiotics.

	· For non-responders, consider herpes and dermatophyte infections.

	Joint Task Force Conclusion: Emollients and low potency TCS are still the mainstay and initial choice of therapy for AD.


Legend: AD - Atopic Dermatitis  TIMs - Topical Immunomodulators  TCS - Topical Corticosteroids  TX - Treatment or Treat

1American Academy of Allergy, Asthma and Immunology. Disease Management of Atopic Dermatitis. Ann. Allergy, Asthma, Immunol 1997. Sep:79(3):197-211.
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Topical Corticosteroids by Relative Potencies

● denotes fluorinated;  ○ denotes nonfluorinated,  Most commonly used products in DoD are italicized 

( Disagreement amongst references as to which potency class to place the agent in

	Class I    Ultra-High or Very High Potency

	Brand Name
	Generic Name
	Vehicle

	Diprolene
	Augmented betamethasone dipropionate●
	Ointment



	Temovate, Cormax

Temovate E, 
	Clobetasol propionate●
	Cream, Ointment,

Gel, Solution 

	Psorcon
	Diflorasone diacetate●
	Ointment

	Ultravate
	Halobetasol propionate●
	Cream, Ointment


	Class II    High Potency

	Brand Name
	Generic Name
	Vehicle

	Cyclocort
	Amcinonide(●
	Cream, Ointment, Lotion

	Diprolene AF
	Augmented betamethasone dipropionate(●
	Cream

	Alphatrex, Del-Beta,

Diprosone, Maxivate
	Betamethasone dipropionate(●
	Cream, Ointment, Lotion,

	Betatrex
	Betamethasone valerate(●
	Ointment

	Topicort
	Desoximetasone●
	Cream, Ointment, Gel

	Florone, Maxiflor Florene-E  
	Diflorasone diacetate●
	Cream, Ointment (emollient base)

	Synalar-HP
	Fluocinolone acetonide●
	Cream

	Lidex, Lidex-E,

Lidex soln.
	Fluocinonide●
	Cream, Ointment

Solution, Gel

	Halog (water soln cream)

Halog solution, Halog-E
	Halcinonide●
	Cream, Ointment

Solution, Cream

	Aristocort, Aristocort A

Kenalog, Trymex
	Triamcinolone acetonide(●
	Cream, Ointment


	Class III    Medium Potency

	Brand Name
	Generic Name
	Vehicle

	Benisone, Uticort 
	Betamethasone benzoate●
	Cream, Gel, Lotion

	Alphatrex, Diprosone
	Betamethasone dipropionate●
	Lotion

	Valisone, Beta-Val Betatrex
	Betamethasone valerate●
	Cream

Lotion

	Cloderm
	Clocortolone pivalate●
	Cream

	Topicort LP
	Desoximetasone●
	Cream, Gel

	Fluonide, Synalar, Synemol
	Fluocinolone acetonide●
	Cream, Ointment

	Cordran
	Fluandrenolide●
	Cream, Ointment

Lotion, Tape

	Cutivate
	Fluticasone propionate●
	Cream, Ointment

	Locoid
	Hydrocortisone butyrate○
	Cream, Ointment,  Solution


	Westcort
	Hydrocortisone valerate○
	Cream, Ointment

	Elocon
	Mometasone furoate(○
	Cream, Ointment, Lotion

	Aristocort A

Kenalog, Trymex,

Kenalog in Orabase
	Triamcinolone acetonide(●
	Cream, Ointment

Lotion

Paste


	Class IV    Low Potency

	Brand Name
	Generic Name
	Vehicle

	Aclovate
	Alclometasone dipropionate○
	Cream, Ointment

	Valisone, Celestone 
	Betamethasone valerate●
	Cream

	DesOwen, Tridesilon
	Desonide○
	Cream, Ointment, Lotion

	Decaderm
	Dexamethasone●
	Gel, Aerosol

	Synalar, Fluonid
	Fluocinolone acetonide●
	Cream, Solution

	Hytone, Lacticare, Synacort

Proctofoam-HC
	Hydrocortisone○
	Lotion, Cream, Ointment, Lotion, Aerosol (foam), Solution

	Numerous
	Hydrocortisone acetate○
	Cream, Ointment

	Medrol
	Methyl-prednisolone○
	Cream

	Oxylone
	Fluoromethalone●
	Cream

	Numerous OTCs
	
	


