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Uses:

1. Appropriate Indications

a. Treatment of moderate to severe keratoconjunctivitis sicca (KCS) in patients who have failed at least 2 of the following therapies: polyvinyl alcohol artificial tears drops administered at least QID, methylcellulose artificial tears administered at least QID, hydroxypropyl cellulose insert (Lacrisert), punctual plugs.  Response to these therapies will be documented prior to initiation of cyclosporine ophthalmic emulsion.

b. Cyclosporine ophthalmic emulsion will be discontinued if there is no improvement over prior therapies after 6 months of treatment

2. Inappropriate Uses

a. Continuation beyond 6 months of therapy if there is no improvement over prior therapies

b. Concomitant use with other topical anti-inflammatory drugs, punctual plugs, or contact lenses

c. Use in patients with ocular infections, including herpes keratitis, and CMV

d. Hypersensitivity to cyclosporine or any of the components of the ophthalmic emulsion

Formulary restrictions:

Non-formulary, restricted to drug use criteria.

Drug Therapy Selection:

1. Efficacy

a. Cyclosporine ophthalmic emulsion (CsA) was shown to be effective in improving conjunctival and corneal staining, Schirmer tear test, and ocular symptoms in patients with moderate to severe keratoconjunctivitis sicca.  No clear dose response was observed with CsA 0.05%, 0.1%, 0.2% and 0.4%.  Oil emulsion vehicle produced similar improvements but to a lesser extent.  The frequency of artificial tear use was decreased with CsA treatment.   Pathologic changes in KCS as evidenced by changes in goblet cell numbers and epithelial turnover was also observed with CsA treatment.

2. Safety  

a. Systemic exposure of therapeutic doses of cyclosporine ophthalmic emulsion is negligible.  Local adverse effects are generally mild and infrequent.  The most common adverse events include ocular burning, stinging, discharge, foreign body sensation, conjunctival hyperemia, visual disturbance, and eye pain.  No increase in ocular infection was observed.
Cost Comparison:

	Drug
	Content
	Usual Dose
	Cost/unit
	Cost/Month
	Cost/Year 

	RESTASIS(*


	0.05% Cyclosporine Ophthalmic emulsion
	1 drop BID
	$ 72.75 / 32 UD vials
	$ 136.41
	$ 1,636.92

	Lacrisert*
	5mg hydroxypropyl cellulose
	1 insert QD-BID
	$ 33.14 / 60 units
	$ 33.14 – 66.28
	$ 397.68 – 795.36

	Teargen


	Artificial Tears Solution
	1-2 drops TID-QID prn
	$ 0.83 / 15ml
	$ 1.66
	$ 19.92

	Puralube


	Lubricating Ointment
	¼-inch strip qhs
	$ 0.97 / 3.5g
	$ 1.94
	$ 23.28

	Celluvisc
	1% Carboxy-methylcellulose
	1-2 drops TID – QID prn
	$ 7.60 / 30 UD vials
	$ 22.80 – 60.80
	$ 273.60 – 729.60

	Refresh Plus
	0.5% Carboxy-methylcellulose
	1-2 drops TID – QID prn
	$ 8.82 / 50 UD vials
	$ 15.88 – 42.34
	$ 190.56 – 508.08


*FDA approved for keratoconjunctivitis sicca

Duplicative Therapy: 

No therapeutic equivalent agent available.

Dosing:

1. Gently invert unit dose vial to obtain a mix emulsion.  Instill one drop of RestasisTM ophthalmic emulsion in each eye twice daily, approximately 12 hours apart.  

2. Each unit dose is intended for one-time use and the container should be discarded after use.  

3. Artificial tears may be used concomitantly with RestasisTM ophthalmic emulsion, but a 15-minute interval between administrations is recommended.
Drug-Drug and Drug-Food Interactions:

1. There are no reports of drug interactions with RestasisTM and other systemically administrated medications.  Since systemic absorption of RestasisTM is insignificant, drug interactions with systemically administered drugs are not a major concern.  

2. Concomitant administration with tear lubricants or other ophthalmic products may decrease the effect of RestasisTM ophthalmic emulsion. Patients should wait 15 minutes before administering other ophthalmic agents.

3. No known drug-food interactions.
Laboratory Test Interactions:  None known.
Recommended Patient Monitoring:

1. Assess administration technique of ophthalmic emulsion

2. Improvements in objective and subjective measures

3. Treatment-related adverse events

4. Signs and symptoms of ocular infection

5. Changes in visual acuity and intraocular pressure

6. Hypersensitivity to drug
Outcome Measures:

1. Therapeutic

a. Objective Measures: Conjuntival and corneal staining, Schirmer Tear Test, Tear Break-Up Time (TBUT)

b. Ocular symptoms: Sandy and gritty feeling, ocular dryness, ocular itching, blurred vision, photophobia, pain, or burning and staining

c. Other Measures: frequency and amount of artificial tears use
2. Safety

a. Adverse Events (e.g. ocular burning, stinging, discharge, foreign body sensation, conjunctival hyperemia, visual disturbance, and eye pain)
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