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In ophthalmology, step therapy has 
become increasingly relevant with anti-
VEGF injections for various indications 
such as wet AMD, diabetic macular edema 
(DME), and retinal vein occlusion (RVO). 
Following the 2019 Centers for Medicare 
and Medicaid Services (CMS) decision 
permitting Medicare Advantage plans to 
impose step therapy for Part B drugs, many 
insurers adopted a bevacizumab (Avastin, 
Genentech/Roche)-first approach. Although 
bevacizumab is effective for many patients, 
alternatives such as ranibizumab (Lucentis, 
Genentech/Roche), aflibercept 2 mg/8 mg 
(Eylea/Eylea HD, Regeneron), and faricimab-

svoa (Vabysmo, Genentech/Roche) are FDA-approved for 
intravitreal use and can provide superior outcomes for 
certain patients (Figures 1–3). 

We reviewed the developments in this space between 
2019 and 2024, beginning with the CMS policy change that 
permitted step therapy for Medicare Advantage Part B 
drugs. We included US-based policy articles, clinical studies 
directly related to ophthalmology, and advocacy state-
ments from the AAO and the American Society of Retina 
Specialists (ASRS).

Here, we highlight our findings, including the clinical 
outcomes, safety concerns, and evolving practice patterns 
that have emerged under step therapy, as well as potential 
next steps from an advocacy standpoint.

 S A F E T Y C O N S I D E R A T I O N S A N D P R A C T I C E P A T T E R N S 
Step therapy introduces several safety risks that 

extend beyond administrative burden and can have 

direct implications for patient outcomes. For example, 
a 2024 multicenter study found that nearly 60% of prior 
authorization requests for anti-VEGF therapy led to 
treatment delays, despite a 96% eventual approval rate.1 
These delays required a median of 100 minutes of staff 
time per request and, more importantly, postponed 
time-sensitive treatment of conditions, such as wet AMD 
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B drugs, many insurers adopted a bevacizumab 
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and DME, for which even short interruptions can result 
in irreversible vision loss.1 Furthermore, in busy retina 
practices, this additional administrative burden diverts 
resources away from direct patient care.

In addition, with rigid fail-first protocols, patients are 
often required to receive three monthly bevacizumab 
injections before a switch can be approved. Because 
injections cannot be given more frequently than every 

4 weeks, clinicians face an inflexible treatment window. To 
complicate matters further, some payers have mandated 
that if any of the three monthly payer-preferred drug injec-
tions fall outside a 4- to 6-week window, the process must 
be restarted. In progressive diseases with potentially severe 
sequelae such as macular subretinal hemorrhage in wet 
AMD, waiting periods can be harmful, leaving patients at 
risk of irreversible vision loss. 

Reliance on compounded bevacizumab also exposes 
patients to supply chain instability. The AAO and ASRS 
highlighted this risk as early as 2021 when outsourcing 
facilities faced sterility and regulatory issues, and the 
problem intensified in 2024 with the discontinuation of 
bevacizumab production from Optum Specialty Pharmacy, 
the facility responsible for 45% of bevacizumab repackaging 
in the United States.2,3 

These disruptions underscored the fragility of a system 
dependent on a single, repackaged first-line drug, particu-
larly when policy requires its use before alternatives can 
be offered. At the peak of those supply chain issues, many 
patients were unable to receive treatment due to the payer 
step therapy requirement for bevacizumab first, which was 
often unavailable.

Together, these issues demonstrate that step therapy not 
only increases administrative burden but also introduces 
structural vulnerabilities into care delivery. By limiting flex-
ibility, delaying access, and depending on a fragile supply 
chain, step therapy protocols create risks that compromise 
both patient safety and practice efficiency.

 C L I N I C A L O U T C O M E S 
Numerous comparative studies have been conducted 

since newer generation anti-VEGF agents have arrived on 
the market, highlighting how initial agent selection and 
treatment delays can affect outcomes. 

The DRCR Retina Network Protocol T compared 
outcomes of aflibercept, bevacizumab, and ranibizumab 
in DME treatment and showed similar visual outcomes in 
patients with mild baseline vision loss at 2 years; however, 

Figure 1. Sequential OCT images of the right eye in a patient with wet AMD illustrate the 
disease course under step therapy: baseline imaging prior to initiation of bevacizumab 
with subretinal hemorrhage (A); persistent/worsening fluid after 4 months of continued 
bevacizumab (B); no improvement 3 months later (C); improvement in subretinal fluid 
6 months after transitioning to aflibercept (D). BCVA remained 20/100 throughout.

Figure 2. OCT images of the left eye in a patient with wet AMD after loss of response to long-term bevacizumab given every 10 weeks (A). Aflibercept was subsequently denied by the 
patient’s insurance. Exudation remained stable on bevacizumab given every 6 weeks (B). Once step therapy was completed and aflibercept was approved, exudation was persistently 
resolved at 10 weeks after the second dose (C). VA remained stable at 20/40.
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treatment with aflibercept led to improved resolution 
of edema compared with bevacizumab at 1 and 2 years 
for patients with lower presenting visual acuity (20/50 
to 20/320). Additionally, laser photocoagulation was less 
frequently required in the aflibercept group.4 These findings 
suggest that a bevacizumab-first approach may disadvan-
tage certain patients with more advanced disease.

Another randomized controlled trial directly compared 
bevacizumab-first therapy with aflibercept monotherapy. 
Although 2-year visual outcomes were similar, nearly 70% of 
patients in the step therapy group required switching to 
aflibercept to achieve comparable outcomes, and they 
underwent more injections overall.5 This demonstrates that 
noninferior vision can come at the cost of a greater treat-
ment burden, and a potential gap between what is accept-
able from a payer perspective and what is practical clinically.

Cao et al compared aflibercept and bevacizumab in 
wet AMD using a treat-extend-pause/monitor approach. 
Patients who received aflibercept injections were more 
often weaned off therapy at 1 year (43% vs 15%), required 
fewer injections, and achieved longer treatment intervals. 
Visual acuity was similar, but aflibercept showed less vision 
loss and better fluid resolution on OCT, supporting its 
role in reducing treatment burden and maintaining more 
consistent disease control.6 For patients and providers, 
these differences translate into fewer visits, lower treatment 
fatigue, and greater disease stability over time.

Li et al also found that faricimab-svoa demonstrated 
noninferiority in achieving improved central subfoveal 
thickness compared with other anti-VEGF therapies at 
extended dosing intervals.7 This may ultimately reduce 
payer costs when considering the number of injections 
received in a year per patient.

Thus, while step therapy may not always compromise 
long-term visual acuity, it often increases treatment 
burden, prolongs therapy, and risks undertreatment in 
patients with severe disease. 

 A D V O C A C Y R E S P O N S E S 
Advocacy efforts in ophthalmology have highlighted 

both the persistence of step therapy and the challenges 
of influencing federal and state policy. In 2018, more than 
200 organizations, including the AAO, warned that fail-first 
protocols would delay care and jeopardize outcomes.8,9 The 
AAO later supported the Improving Seniors’ Timely Access 
to Care Act to curb prior authorization and step therapy 
requirements in Medicare Advantage plans.10 

Despite the push to streamline prior authorization and 
reduce barriers to care, these measures have produced only 
incremental change.

Advocacy has led to small regulatory adjustments to 
existing step-therapy policies. In November 2021, CMS issued 
new guidance prohibiting Medicare Advantage plans from 
mandating the use of bevacizumab-bvzr (Zirabev, Pfizer) or 
bevacizumab-awwb (Mvasi, Amgen)—biosimilars not FDA-
approved for ophthalmic use—as substitutes for repackaged 
bevacizumab. However, CMS maintained that FDA-approved 
biosimilars could be used in step therapy programs. While 
this acknowledged the safety concerns raised by the AAO 
and ASRS, it stopped short of addressing the broader risks 
inherent in bevacizumab-first policies, such as cost-centricity 
and minimal long-term safety data on biosimilars.11,12

The ASRS and AAO directed advocacy efforts when 
clinical care was disrupted by bevacizumab supply 
shortages. Their 2024 petition followed the discontinuation 
of Optum Specialty Pharmacy’s bevacizumab production 
and underscored how policies mandating a single, 
repackaged drug could leave patients without timely 
treatment, particularly if step therapy is required.3 Despite 

Figure 3. OCT images of the right eye in a patient with wet AMD demonstrate the sixth 
(A) and 17th (B) dose of bevacizumab administered every 4 to 6 weeks. After switching 
to aflibercept with dosing every 7 weeks, there was a slight increase in subretinal fluid 
at 4 months (C) and 9 months (D). The patient was then switched to faricimab, with good  
anatomic response after three doses (E). VA remained stable between 20/25 and 20/40 
during this time.
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these advocacy efforts, CMS policies remained unchanged.
Overall, advocacy has raised awareness and achieved 

modest safeguards, but the lack of decisive federal action 
continues to leave patients vulnerable. Without stronger 
policy alignment, reliance on state-level reforms and piece-
meal adjustments may perpetuate fragmented access to 
sight-saving therapy.

 W H A T Y O U C A N D O 
Despite years of coordinated advocacy efforts in 

ophthalmology, policy inertia at the federal level has left 
clinicians and patients navigating treatment algorithms 
that may not reflect current clinical standards, or account 
for patient-specific risk.

Although some randomized and real-world data show that 
step therapy can result in comparable long-term outcomes 
for select patients, these findings must be contextualized 
against the practical burdens of care delays, administrative 
requirements, and rigid scheduling restrictions. In the 
clinic, requiring clinicians to rely on first-generation anti-
VEGF agents leaves many populations (including seniors) 
vulnerable to compliance issues and loss-to-follow-up. 

To ensure equitable access and optimal clinical 
outcomes, future policies must be guided by clinical 
nuance, real-world outcomes, and collaborative dialogue 
between providers, payers, and policymakers. Continued 
advocacy, combined with transparent data collection and 
evidence-based reform, will be essential to aligning step 
therapy with the principles of patient-centered care.  n
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