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PoLicy: Ophthalmology — Vascular Endothelial Growth Factor (VEGF) Inhibitor Injectables
e Eylea® (aflibercept intravitreal injection — Regeneron)
e Lucentis® (ranibizumab intravitreal injection — Genentech)
e Macugen® (pegaptanib sodium intravitreal injection — Valeant)

TAC APPROVAL DATE: 11/14/2018; Selected revision 5/20/2019

OVERVIEW

Intravitreal injection with vascular endothelial growth factor (VEGF) inhibitors is first-line therapy for
neovascular (wet) age-related macular degeneration (AMD) and considered the treatment of choice for
center-involving diabetic macular edema (DME).}2 Commercially available intravitreal products include
Eylea, Lucentis, and Macugen.>® Avastin® (bevacizumab intravenous [IV] infusion), indicated for use in
certain cancerous conditions, is commonly compounded (as an intravitreal injection) and used off-label in
wet AMD, DME, and other neovascular diseases of the eye.>? In addition to wet AMD, Eylea and Lucentis
are indicated for the treatment of macular edema following retinal vein occlusion (RVO), DME, and
diabetic retinopathy.>* Lucentis is also indicated for the treatment of myopic choroidal neovascularization
(MCNV).* However, because overproduction of VEGF may lead to other eye conditions, including
neovascular glaucoma, retinopathy of prematurity, and other retinal and choroidal neovascular conditions
affecting the eye,® the VEGF inhibitors also have the potential to be used off-label and reduce vision loss
associated with other eye conditions related to increased VEGF production.” The use of anti-VEGF agents
have been shown to stop the angiogenic process and maintain visual acuity and improve vision in patients
with certain neovascular ophthalmic conditions; therefore, research is rapidly evolving on the use of VEGF
inhibitors in other neovascular ophthalmic conditions which threaten vision.®°

Eylea, Lucentis, and Macugen differ in their pharmacology and pharmacokinetics.>® Lucentis is a
monoclonal antibody fragment, Eylea is a fusion protein, and Macugen is an aptamer; however, all are
designed to interfere with the activity of VEGF. Differences in molecular size, binding site, and binding
affinity are some of the factors believed to affect the dosing schedule of the various products.

PoLICcY STATEMENT

Prior authorization is recommended for prescription benefit coverage of Eylea, Lucentis, and Macugen.
Because of the specialized skills required for evaluation and diagnosis, the injection technique required, and
the monitoring required for adverse events and long-term efficacy, approval requires the medication to be
prescribed by or in consultation with an ophthalmologist. All approvals are provided for 1 year in duration
unless otherwise noted below.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
A. Coverage of Eylea is recommended in those who meet the following criteria:

Food and Drug Administration (FDA)-Approved Indications
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1.

Neovascular (Wet) Age-Related Macular Degeneration (AMD). Approve for 1 year if administered
by or under the supervision of an ophthalmologist.

Eylea is indicated for treatment of neovascular AMD.2

Macular Edema Following Retinal Vein Occlusion (RVO). Approve for 1 year if administered by
or under the supervision of an ophthalmologist.

Eylea is indicated for treatment of macular edema following RVO.2

Diabetic Macular Edema (DME). Approve for 1 year if administered by or under the supervision of
an ophthalmologist.

Eylea is indicated for treatment of DME.3

Diabetic Retinopathy. Approve for 1 year if administered by or under the supervision of an
ophthalmologist.

Eylea is indicated for treatment of diabetic retinopathy.®

Other Uses with Supportive Evidence

5.

B.

Other Neovascular Diseases of the Eye (e.g., neovascular glaucoma, retinopathy of prematurity,
sickle cell neovascularization, choroidal neovascular conditions, etc.). Approve for 1 year if
administered by or under the supervision of an ophthalmologist.

VEGF has a role in ocular angiogenesis for conditions such as diabetic retinopathy, macular edema,
and RVO.* VEGEF inhibitors may stop the angiogenic process, thus maintaining and/or improving
vision. Multiple other causes of retinal and choroidal neovascularization exist. Anti-VEGF therapy
has the potential to be used off-label in other neovascular conditions affecting the eye and may prevent
or slow visual impairment.”®

Coverage of Lucentis is recommended in those who meet the following criteria:

Food and Drug Administration (FDA)-Approved Indications

1.

Neovascular (Wet) Age-Related Macular Degeneration (AMD). Approve for 1 year if administered
by or under the supervision of an ophthalmologist.

Lucentis is indicated for treatment of neovascular AMD.*

Macular Edema Following Retinal Vein Occlusion (RVO). Approve for 1 year if administered by
or under the supervision of an ophthalmologist.

Lucentis is indicated for treatment of macular edema following RVO.*

Diabetic Macular Edema (DME). Approve for 1 year if administered by or under the supervision of
an ophthalmologist.
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Lucentis is indicated for treatment of DME.*

Diabetic Retinopathy. Approve for 1 year if administered by or under the supervision of an
ophthalmologist.

Lucentis is indicated for treatment of diabetic retinopathy.*

Myopic Choroidal Neovascularization (MCNV). Approve for 1 year if administered by or under the
supervision of an ophthalmologist.

Lucentis is indicated for treatment of mMCNV.*

Other Uses with Supportive Evidence

6.

C.

Other Neovascular Diseases of the Eye (e.g., neovascular glaucoma, retinopathy of prematurity,
sickle cell neovascularization, choroidal neovascular conditions, etc.). Approve for 1 year if
administered by or under the supervision of an ophthalmologist.

VEGF has a role in ocular angiogenesis for conditions such as diabetic retinopathy, macular edema,
and RVO.*1® VEGEF inhibitors may stop the angiogenic process, thus maintaining and/or improving
vision. Multiple other causes of retinal and choroidal neovascularization exist. Anti-VEGF therapy
has the potential to be used off-label in other neovascular conditions affecting the eye and may prevent
or slow visual impairment.’®

Coverage of Macugen is recommended in those who meet the following criteria:

FDA-Approved Indications

1.

Neovascular (Wet) Age-Related Macular Degeneration (AMD). Approve for 1 year if administered
by or under the supervision of an ophthalmologist.

Macugen is indicated for treatment of neovascular (wet) AMD.®

Other Uses with Supportive Evidence

2.

Other Neovascular Diseases of the Eye (e.g., diabetic retinopathy, neovascular glaucoma,
retinopathy of prematurity, sickle cell neovascularization, choroidal neovascular conditions,
etc.). Approve for 1 year if administered by or under the supervision of an ophthalmologist.

VEGF has a role in ocular angiogenesis for conditions such as diabetic retinopathy, macular edema,
and RVO.*1% VEGF inhibitors may stop the angiogenic process, thus maintaining and/or improving
vision. Multiple other causes of retinal and choroidal neovascularization exist. Anti-VEGF therapy
has the potential to be used off-label in other neovascular conditions affecting the eye and may prevent
or slow visual impairment.’®

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Eylea, Lucentis, and Macugen have not been shown to be effective, or there are limited or preliminary data
or potential safety concerns that are not supportive of general approval for the following conditions. (Note:
This is not an exhaustive list of Conditions Not Recommended for Approval.)
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1.

Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.
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HISTORY

Type of Revision Summary of Changes” TAC Approval Date
Annual revision No change to criteria. 11/16/2016
Selected revision Added new FDA-approved indication for Lucentis for mCNV. 01/18/2017
Selected revision Revised indication for Lucentis for diabetic retinopathy. 05/17/2017
Annual revision No change to criteria. 11/29/2017
Annual revision Updated duration of approvals to 1 year. 11/14/2018
Selected revision For Eylea, the condition, Diabetic retinopathy in patients with Diabetic Macular 05/23/2019

Edema, was update to include all patients with Diabetic Retinopathy. Previously
the product was only indicated to treatment Diabetic Retinopathy in patients who
also had DME.

TAC — Therapeutic Assessment Committee; ™ For a further summary of criteria changes, refer to respective TAC minutes available
at: http://esidepartments/sites/Dep043/Committees/TAC/Forms/Allltems.aspx; DME — Diabetic macular edema; RVO — Retinal vein

occlusion; MCNV — Myopic choroidal neovascularization.
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