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DISCLAIMER

The Clinical Coverage Guideline is intended to supplement certain standard WellCare benefit plans. The terms of a member’s particular Benefit
Plan, Evidence of Coverage, Certificate of Coverage, etc., may differ significantly from this Coverage Position. For example, a member’s benefit
plan may contain specific exclusions related to the topic addressed in this Clinical Coverage Guideline. When a conflict exists between the two
documents, the Member’'s Benefit Plan always supersedes the information contained in the Clinical Coverage Guideline. Additionally, Clinical
Coverage Guidelines relate exclusively to the administration of health benefit plans and are NOT recommendations for treatment, nor should
they be used as treatment guidelines. The application of the Clinical Coverage Guideline is subject to the benefit determinations set forth by the
Centers for Medicare and Medicaid Services (CMS) National and Local Coverage Determinations and state-specific Medicaid mandates, if any.

APPLICATION STATEMENT

The application of the Clinical Coverage Guideline is subject to the benefit determinations set forth by the Centers for Medicare and Medicaid
Services (CMS) National and Local Coverage Determinations and state-specific Medicaid mandates, if any.
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BACKGROUND
Age-Related Macular Degeneration

Age-related macular degeneration (AMD) is the leading cause of blindness in individuals age 60 years and older. In
the United States, fifteen million people have been diagnosed with AMD, and it is estimated that an additional two
million new cases are diagnosed annually. There are two types of AMD, “dry” and “wet.” Dry, atrophic, or non-
neovascular AMD is characterized by small yellow lipid debris deposits beneath the retina. Dry AMD makes up 90%
of all AMD cases and normally does not result in severe vision loss. The concern with dry AMD is that it can
progress to wet AMD, creating progressive visual disturbances. Wet, or neovascular, AMD is characterized by
choroidal neovascularization (CNV), the growth of immature blood vessels from the choroid. This leads to blood
leakage from the vessels, which in turn causes scarring, blind spots and disturbances of central vision. Wet AMD
comprises 10-15% of diagnosed cases of macular degeneration and 90% of resulting vision loss and blindness. If
left untreated, complete blindness may develop within five years. The three lesion types associated with wet AMD
are classic (25%), occult (40%) and minimally classic or mixed (35%). Classic lesions are clearly delineated on
fluorescein angiography and leak fluorescein evenly. Occult lesions can be hard to detect and create an uneven
fluorescein appearance. Minimally classic lesions are a combination of classic and occult types (Wormald, et al.,
2005). Predominantly classic lesions occupy > 50% of the lesion baseline, while minimally classic lesions occupy <
50% of the lesion baseline. Diagnosis of AMD is based upon information obtained from patient history, physical
examination and, when appropriate, fluorescein angiography. Treatment for AMD depends upon the stage of the
disease and the type of AMD. Early AMD exhibiting no clinical signs may be observed without medical or surgical
intervention. Antioxidant vitamins and mineral supplements are used for the treatment of intermediate and
advanced AMD. For advanced conditions, thermal laser photocoagulation, or intravitreal injection of pegaptanib
(Macugen), ranibizumab (Lucentis) or bevacizumab (Avastin) may be the treatment of choice. Photodynamic
therapy is indicated for the treatment of AMD with predominantly classic subfoveal choroidal neovascularization
(CNV) when the area of the lesion comprises > 50% of the lesion baseline (AAO, 2007).

Ocular Histoplasmosis

Ocular histoplasmosis is a chronic intraocular inflammation caused by the fungus histoplasma capsulatum. The
fungus is acquired by inhalation of soil and material polluted by bat or bird droppings. Once inhaled, the fungus
infects the lungs and is circulated throughout the body via the blood stream, infecting other organs (i.e.,
disseminated histoplasmosis). Histoplasmosis is endemic in the United States in the Ohio-Mississippi River Valley.
In this geographic area, up to 80 million people, 20-50 years of age, are at risk for acquiring the disease. Ocular
histoplasmosis is the most common form of disseminated histoplasmosis.

Clinical findings of ocular histoplasmosis include a macular lesion from the presence of CNV, peripapillary atrophy
and choroidal scars. Normally, the patients are unaware of the disease process until they begin to develop visual
disturbances from CNV. Once CNV develops, visual prognosis is poor. Depending on the stage and location of the
disease, treatment options may include corticosteroids, laser photocoagulation, submacular surgery, and
photodynamic therapy. PDT is indicated for the treatment of ocular histoplasmosis with CNV involvement because
of its ability to selectively damage the target area and not destroy surrounding tissue (Oliver, et al., 2005).

Pathologic Myopia

Pathological myopia (PM) is a rare form of shortsightedness in which the eyeball continues to grow, becoming
abnormally long, stretching the retina and the sclera of the eye. This greater axial length may cause areas of
atrophy and/or cracks in the retina. The cracks allow for new blood vessel growth that can lead to blood and serum
leakage. PM occurs most often in people of Chinese, Japanese, Middle Eastern or Jewish descent. The condition is
seen in 9-21% of the Asian population as opposed to 2—4% in the white population (Chan, et al., 2005).
Pathological myopia is the seventh leading cause of legal blindness in Americans. Twin and family studies support
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a genetic contribution to the development of myopia, especially the more severe forms (Walling, 2002).
Pathological myopia can develop at any age, but most frequently occurs between the ages of 30 and 40 years. As
many as 50,000 people per year are diagnosed with CNV associated with pathological myopia. Treatment options
for PM have included laser photocoagulation, macular translocation and submacular surgery with poor results,
including immediate, permanent loss of additional visual acuity. PDT has been shown to be effective in stabilizing
and retarding the progression of visual deterioration in PM with CNV (Lam, et al., 2004).

Photodynamic Therapy

Photodynamic therapy is a two-stage process requiring 1) administration of Visudyne (verteporfin for injection) and
2) activation of the drug by nonthermal red light (i.e. diode laser). Once verteporfin is activated by light in the
presence of oxygen, highly reactive, short-lived singlet oxygen and reactive oxygen radicals are generated. Light
activation of verteporfin results in local damage to neovascular endothelium, ultimately resulting in vessel occlusion.
Damaged endothelium is known to release procoagulant and vasoactive factors, resulting in platelet aggregation,
fibrin clot formation and vasoconstriction. Verteporfin appears to somewhat preferentially accumulate in
neovasculature, including choroidal neovasculature. The temporary occlusion of choroidal neovascularization
(CNV) following Visudyne therapy can lead to a reduction in vessel leakage, stopping the progression of vision
damage due to CNV. The therapeutic occlusion has been confirmed in humans by fluorescein angiography.

Concurrent Bilateral Treatment

Controlled clinical trials with Visudyne only allowed treatment of one eye per patient. In patients who present with
eligible lesions in both eyes, physicians should evaluate the potential benefits and risks of treating both eyes
concurrently. If the patient has already received previous Visudyne therapy in one eye with an acceptable safety
profile, both eyes can be treated concurrently after a single administration of Visudyne. The more aggressive lesion
should be treated first, at 15 minutes after the start of infusion. Immediately at the end of light application to the first
eye, the laser settings should be adjusted to introduce the treatment parameters for the second eye, with the same
light dose and intensity as for the first eye, starting no later than 20 minutes from the start of infusion.

In patients who present for the first time with eligible lesions in both eyes without prior Visudyne therapy, it is
prudent to treat only one eye (the most aggressive lesion) at the first course. One week after the first course, if no
significant safety issues are identified, the second eye can be treated using the same treatment regimen after a
second Visudyne infusion. Approximately 3 months later, both eyes can be evaluated and concurrent treatment
following a new Visudyne infusion can be started if both lesions still show evidence of leakage (Novartis, 2007).

POSITION STATEMENT

Photodynamic Therapy with Visudyne (verteporfin) is considered medically necessary when all of the following
criteria are met:

e Treatment is of subfoveal choroidal neovascularization (CNV) lesions caused by one of the following
indications:
o Aged-related macular degeneration (AMD); OR,
o Pathologic myopia; OR,
o Ocular histoplasmosis.

e CNV lesions comprise > 50 % of the lesion baseline (classic CNV)

e Retreatment with photodynamic therapy with Visudyne every three months may be considered medically
necessary if:
o A flourescein angiogram performed prior to the retreatment indicates recurrence or persistence of

vascular leakage.
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Photodynamic Therapy with Visudyne is considered investigational and NOT a covered benefit for any
condition not listed above, including but not limited to:

e CNV secondary to:
Choroiditis
Angioid streaks
Central serous chorioretinopathy
Macular dystrophy
Parafoveal telangiectasia
o Retinal angiomatous proliferation
e Idiopathic CNV
e Diseases without CNV

O O O O O

CODING

Covered CPT®* Codes
67221 Destruction of localized lesion of choroid (eg, choroidal neovascularization); Photodynamic therapy
(includes intravenous infusion)

67225* Destruction of localized lesion of choroid (eg, choroidal neovascularization); Photodynamic therapy,

second eye, at single session.
*(List separately in addition to code for primary eye treatment).

Covered HCPCS Code

J3396 Injection, Visudyne (verteporfin), 0.1 mg

Covered ICD-9 Procedure Code

14.29 Destruction of Lesion of Retina and Choroid Not otherwise specified.
Covered ICD-9-CM Diagnosis Codes

115.02 Infection by Histoplasma capsulatum, retinitis

115.12 Infection by Histoplasmosis duboisii

115.92 Histoplasmosis, Unspecified
360.21 Progressive high (degenerative) myopia

362.16 Choroid / Retinal neovascularization NOS
362.51 Macular degeneration; Nonexudative senile, dry
362.52 Macular degeneration; Exudative senile, wet

Non Covered ICD-9 Diagnosis Codes This list may not be all inclusive.

190.6 Malignant neoplasm of choroid [choroidal melanoma]

228.09 Hemangioma of other sites [choroidal]

362.15 Retinal telangiectasia [parafoveal]

362.29 Other nondiabetic proliferative retinopathy [retinal angiomatous proliferation]

362.41 Central serous retinopathy [serous chorioretinopathy]
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362.50 Macular degeneration (senile), unspecified
363.20 Choriditis / Chorioretinitis, unspecified
363.43 Angioid streaks of choroid

364.42 Rubeosis iridis

371.55 Macular Corneal Dystrophy

*Current Procedural Terminology (CPT) 2010 American Medical Association: Chicago, IL.®©
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