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The following recommendations are based on medical evidence, clinician input, and expert opinion.  The content of the document is dynamic and will be revised as new information becomes available.  The purpose of this document is to assist practitioners in clinical decision-making, to standardize and improve the quality of patient care, and to promote cost-effective drug prescribing.  THE CLINICIAN SHOULD UTILIZE THIS GUIDANCE AND INTERPRET IT IN THE CLINICAL CONTEXT OF THE INDIVIDUAL PATIENT.  INDIVIDUAL CASES THAT ARE EXCEPTIONS TO THE EXCLUSION AND INCLUSION CRITERIA SHOULD BE ADJUDICATED AT THE LOCAL FACILITY ACCORDING TO THE POLICY AND PROCEDURES OF ITS P&T COMMITTEE AND PHARMACY SERVICES.
The Product Information should be consulted for detailed prescribing information.

See the VA National PBM-MAP-VPE Monograph on this drug at www.pbm.va.gov or http://vaww.pbm.va.gov for further information. 

	Exclusion Criteria If the answer to ANY item below is met, then the patient should NOT receive ocriplasmin.

	(  Refuses to transfer ophthalmology care to VA ophthalmologist

(  Hypersensitivity to ocriplasmin
·   Patient has any of the following concomitant conditions (see Issues for Consideration)
· Proliferative Diabetic Retinopathy

· Age-Related Macular Degeneration 
· Retinal Vein Occlusion
· Aphakia

· High myopia (defined as more than -8 diopters)

· Uncontrolled glaucoma

· Macular hole > 400 µm diameter

· Lenticular or zonular instability

· History of retinal detachment

	

	Inclusion Criteria The answers to the following must be fulfilled in order to meet criteria.

	(  Diagnosis of vitreomacular adhesion (VMA) defined as vitreous adhesion to the macula within a 6-mm central retinal field   surrounded by elevation of the posterior vitreous cortex, as seen on optical coherence tomography (OCT)

	(  BCVA of 20/25 or less in affected eye

	(  Patient is not a candidate for vitrectomy or after documented discussion with patient concerning risks/benefits of ocriplasmin vs. vitrectomy, patient decides against vitrectomy (see Issues for Consideration)

	For women of childbearing potential 

· Pregnancy should be excluded prior to receiving ocriplasmin; although systemic absorption of the drug is expected to be low after intravitreal administration, it is not known if ocriplasmin can cause fetal harm or affect reproduction capacity.  Ocriplasmin should only be given to a pregnant woman if clearly needed.  Therefore, the patient should be provided contraceptive counseling on potential risk vs. benefit of ocriplasmin therapy if patient were to become pregnant.


	Dosage and Administration 

	· Ocriplasmin is for ophthalmic intravitreal injection only, using aseptic technique for dose preparation and administration
· Dose is 0.125 mg (0.1 ml of diluted solution) administered via intravitreal injection to the affected eye once as a single dose (see Issues for Consideration)
· Refer to Prescribing information for instructions regarding preparation and administration

	Monitoring

	· Common adverse events.  Most of these adverse events were mild and transient.  Conjunctival hemorrhage, vitreous floaters, photopsia, eye pain and blurred vision.  No acute cataracts were noted.  Retinal detachment was seen in 0.4%.  

· Visual impairment.  A reduction of > 3 lines of BCVA was noted in 5.6% vs. 3.2% of patients in the clinical trials who received ocriplasmin vs. placebo, respectively. 
· Conditions associated with intravitreal injections.  Intraocular inflammation, infection, bleeding, elevated IOP


	Issues for Consideration

	· Pseudophakia.  Patients with pseudophakia did not respond to ocriplasmin as well as those with natural lenses.  A response was obtained in 13% of pseudophakic patients treated with ocriplasmin vs. 4% who received placebo.  Use of ocriplasmin in pseudophakic patients may be considered if they are not candidates for vitrectomy (or decline vitrectomy).
· Epiretinal membrane.  Patients with epiretinal membrane were not excluded from the MIVI-TRUST clinical studies.  A prespecified subgroup analysis based on the presence or absence of epiretinal membrane showed that those without had a greater response (38% vs. 14% placebo) compared to those with epiretinal membrane (9% vs. 2% placebo).

· Ocriplasmin vs. vitrectomy. Results from the phase 3 MIVI-TRUST clinical program indicate that in the population studied, ocriplasmin was able to resolve VMA in ~26% and closure of macular holes in ~40% of treated eyes.  During the studies, at the 6-month time point, ~18% of patients who received ocriplasmin proceeded on to receive vitrectomy due to persistent VMA.  Comparatively, the success rate of vitrectomy is higher at ~75%.  Risks of vitrectomy include bleeding, infection, progression of cataract and retinal detachment.
· Do not repeat doses.  One case of lens subluxation occurred in a patient who received a dose 1.4x the recommended dose.  Administration of a second ocriplasmin dose (28 days apart) given to monkeys at the recommended dose or lower, resulted in lens subluxation in 100% of ocriplasmin-treated eyes.  Ocriplasmin should be given only once, as a single dose.  Doses should not be repeated.
· Storage. Ocriplasmin is to be stored frozen at or below -4ºF (-20ºC) and out of direct light.  Drug is obtained through McKesson Plasma & Biologics due to storage and temperature requirements.  Product will be provided once an approved 1.5 cu. ft freezer is obtained from the Jetrea Collaboration in Access & Reimbursement Essentials (CARE) program.
· Off-label research: ARMD, macular hole, DME.  Ocriplasmin is being studied for the treatment of exudative ARMD; MIVI-5 was started in early 2010 with anticipated completion late 2012; results have not been released to date.  A phase II trial is evaluating high-dose ocriplasmin for the same indication.  A phase II trial is evaluating the use of ocriplasmin for VMA including macular hole; results of this study have not been published. A phase IIa trial was performed evaluating various doses for the treatment of DME; limited data was presented at American Society of Retinal Specialists.  Research with ocriplasmin in these therapeutic areas is evolving. 
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