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ACRONYMS and DEFINITIONS  

AMD   Age Related Macular Degeneration 

CNV  Choroidal neovascularization; abnormal growth of vessels from the 
choroidal vasculature to the neurosensory retina. This is seen in 
diseases such as exudative type of age related macular degeneration. 

DA 
 

Disc area 

DD 
 

Disc diameter 

FA Fluorescein angiogram 
 

FAF Fundus autofluorescence.  
 

GA Geographic atrophy 
 

OCT Optical Coherence Tomography 
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PURPOSE 

 
To provide the medical necessity criteria to support the indication(s) for complement inhibitors. 
Applicable procedure codes are also defined. 
 

POLICY 

 
A. Background 

 
Syfovre and Izervay are FDA approved treatments for geographic atrophy (GA), a complication 
of dry age-related macular degeneration (AMD). The mechanism of action for both drugs 
involves the complement system, a part of the immune system. The drugs block specific 
complement proteins, which reduces the inflammatory damage to retinal cells resulting in  
geographic atrophy. Syfovre has been associated with rare serious adverse events such as 
ischemic optic neuropathy and retinal vasculitis. For Izervay, the data currently shows that there 
is potentially lower risk of serious adverse events compared to Syfovre. However, for both drugs, 
data on long term safety profiles is still emerging. Individuals receiving either drug need to be 
monitored for signs of neovascular AMD. 
 

B. Medically Necessary 
 

1. Initial treatment with Syfovre may be considered medically necessary for adult patients when 
all the following criteria are met:  
 
a. Patient has diagnosis of vision threatening geographic atrophy (GA) secondary to age 

related macular degeneration. 
b. The GA is in the fovea, or, if extra foveal than total measure is greater than or equal (>) to 

0.5 DD or 0.25 DA.1 
 

2. Initial treatment with Izervay may be considered medically necessary for adult patients when 
all the following criteria are met:  
 
a.  Patient has diagnosis of vision threatening geographic atrophy (GA) secondary to age 

related macular degeneration. 
b.  The GA may be either intra or extra foveal; 
c.  Total lesion area should be between 2.5 and 17.5 mm2 (1–7 disc areas). For multifocal 

lesions, at least 1 lesion should be 1.25 mm2 (0.5 disc area) or larger. 
 

3. Retreatment with Syfovre or Izervay may be medically necessary and approved when the 
submitted documentation shows: 

a. The drug specific criteria above continue to be met; and, 
b. The last treatment was at least 25 days prior; and, 
c. The intraocular pressure remains controlled; and, 
d. The previous treatment with the same drug was well tolerated; and, 
e. The patient has been evaluated for any signs or symptoms of conversion to CNV. 
 

 
1 OAKS and DERBY trials 
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C. Not Medically Necessary  
 
Syfovre or Izervay may be contraindicated or may not be medically necessary when:  
 
1. Patient has ocular or periocular infections; or, 
2. Patient has active intraocular inflammation; or, 
3. The patient’s GA is secondary to a condition other than AMD, such as toxic maculopathy, or 

Stargardt 2; or,  
4. The eye has no visual acuity to preserve or protect from the GA. 
 

D. Documentation 
 
Medical necessity must be supported by adequate and complete documentation in the patient’s 
medical record that describes the procedure and the medical rationale for it as in requirements 
above. All items must be available upon request to initiate or sustain previous payments. For any 
retrospective review, a full operative report and the medical plan of care is needed.  

 
Every page of the record must be legible and include appropriate patient identification 
information (e.g., complete name, date(s) of service). Services provided/ordered must be signed 
by the physician, in either a handwritten or electronic signature. Stamped signatures are not 
acceptable. The required documentation to support medical necessity includes full clinical notes 
including the: 

 
1. Anterior and posterior segment exams; and, 
2. Measurements of the intraocular pressure and best corrected visual acuity; and, 
3. Results of relevant testing including any OCT, FA, color fundus photographs, or FAF; and, 
4. The evaluation and medical plan of care. 

 

E. Procedural Detail 
 

CPT / HCPCS Codes 

67028 Intravitreal injection of a pharmacologic agent, separate procedure. 

J2781 Injection, pegcetacoplan, 1 mg (Syfovre) 

J2782 Injection, avacincaptad pegol, 0.1 mg (Izervay) 

Required Modifiers 

L, R, or 50 (bilateral) 

 

 

 
2, 10 Appelis Syfovre Phase 3 trial exclusions Appelis Syfovre Phase 3 trial exclusions 
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DISCLAIMER and COPYRIGHTS 

 
This clinical policy is provided for information purposes only and does not constitute medical advice. 
Versant Health, Inc., and its affiliates (the “Company”) do not provide health care services and 
cannot guarantee any results or outcomes. Treating doctors are solely responsible for determining 
what services or treatments to provide for their patients. Patients (members) should always consult 
their doctor before making any decisions about medical care. 
 
Subject to applicable law, compliance with this clinical policy is not a guarantee of coverage or 
payment. Coverage is based on the terms of an individual’s particular benefit plan document, which 
may not cover the service(s) or procedure(s) addressed in this clinical policy. The terms of the 
individual’s specific benefit plan are always determinative.  
 
Every effort has been made to ensure that the information in this clinical policy is accurate and 
complete, however the Company does not guarantee that there are no errors in this policy or that the 
display of this file on a website is without error. The company and its employees are not liable for 
any errors, omissions, or other inaccuracies in the information, product, or processes disclosed 
herein. Neither the company nor the employees represent that the use of such information, products, 
or processes will not infringe on privately owned rights. In no event shall the Company be liable for 
direct, indirect, special, incidental, or consequential damages arising out of the use of such 
information, product, or process. 
 
COMPANY’S COPYRIGHT STATEMENT Except for any copyrights described below, this clinical 
policy is confidential and proprietary, and no part of this clinical policy may be copied, distributed, or 
used without Versant Health, or its applicable affiliates express prior written approval.  
 
AMA COPYRIGHT STATEMENT CPT© is the 2002-2025 copyright of the American Medical 
Association. All Rights Reserved. CPT™ is a registered trademark of the American Medical 
Association. Applicable FARS/DFARS apply to government use. Fee schedules, relative value units, 
conversion factors and/or related components are not assigned by the AMA, are not part of CPT, 
and the AMA is not recommending their use. The AMA does not directly or indirectly practice 
medicine or dispense medical services. The AMA assumes no liability for data contained or not 
contained herein.  
 

RELATED POLICIES 

1317 Vascular Endothelial Growth Factor Inhibitors 

1346 Corticosteroid Implants and Injections 

 

DOCUMENT HISTORY 

Approval Date Revision Effective Date 

07/12/2023 Initial policy 01/01/2024 

07/10/2024 Change of policy name; addition of new drug 
(Izervay) with criteria. 

11/01/2024 
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07/09/2025 Added indication for Izervay to include intrafoveal 
geographic atrophy. 

12/01/2025 
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