American Society of
( Retina Specialists

April 3, 2018

Asha N. Chesnutt, MD
Medical Director
Providence Health Plan
P.O. Box 4327

Portland, OR 97208-4327

Dear Dr. Chesnutt:

On behalf of the American Society of Retina Specialists (ASRS), we write to express our concern
regarding the Providence Medicare Advantage and Providence Health Plans announcement to select
Avastin® as your preferred Vascular Endothelial Growth Factor (VEGF) and requirement for prior
authorization for Lucentis®, Eylea® and Macugen®. Step therapy requirements for Medicare Advantage
Plans do not meet Medicare standards. The attached memo from the Centers for Medicare & Medicaid
Services dated September 17, 2012 alerts Medicare Advantage Organizations (MCO) that:

...by virtue of 81934(b) of the Social Security Act, PACE organizations are required to provide all
benefits covered under Original Medicare. This means that MAOs, PACE and cost plan enrollees
must have, at minimum, equal access to items and services covered by Original Medicare in their
service area. While plans may create coverage policies in the absence of an NCD or LCD, those
policies may not be more restrictive than what Original Medicare allows and may not
impose barriers to Parts A and B services, including, as described above, the imposition
of step therapy requirements for Part B drugs and services (see Chapter 4 Medicare
Managed Care Manual, sections 10.2 and 10.4).

In addition, while lower-cost Avastin can be effective for some patients and is often used by retina
specialists, we believe that physician choice is essential to treating retinal diseases. We ask that do not
implement the Providence Health Plan policy as it is not based on sound clinical and scientific evidence
for diabetic macular edema and age-related macular degeneration. We specifically ask you to remove
any prior authorization requirements; and finally, we note that there are several safety issues may affect
intravitreal therapy choices.

ASRS is the largest retina organization in the world, representing over 3,500 board certified
ophthalmologists who have completed fellowship training in the medical and surgical treatment of retinal
diseases. The mission of the ASRS is to provide a collegial open forum for education, to advance the
understanding and treatment of vitreoretinal diseases, and to enhance the ability of its members to
provide the highest quality of patient care.
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Avastin, when used off-label, is among the three most utilized anti-vascular endothelial growth factor
(anti-VEGF) agents to treat eye diseases that cause fluid to leak into or under the retina, such as
neovascular (wet) age-related macular degeneration (AMD), diabetic macular edema, diabetic
retinopathy, and macular edema following a retinal vein occlusion. However, only Lucentis and Eylea
have specific FDA approval for these eye conditions.

These three anti-VEGF agents are not interchangeable in their efficacy and safety. Therefore, clinicians
should determine which agent is the appropriate drug for a specific disease presentation in the setting of
an individual patient's comorbidities and risks. Recent clinical data have focused on the potential benefits
of each of these three agents when care is directed by a retina specialist and targeted to the specific
anatomic and visual response of that patient.

Diabetic Macular Edema

The randomized Diabetic Retinopathy Clinical Research Network (DRCR.net) Protocol T study, funded by
the National Eye Institute, compared Eylea, Lucentis and Avastin.! In this study, Avastin had a statistically
significant inferior effect on reducing diabetic macular edema in all subgroups of patients studied when
compared to Lucentis or Eylea. In addition, within the subgroup of patients who started with a visual
acuity of 20/50 or worse, a statistically significant inferior visual outcome was found in Avastin-treated
patients when compared to patients treated with Lucentis and Eylea at 2 years. Avastin therefore, may
not be medically appropriate in patients with diabetic macular edema with a visual acuity of 20/50 or
worse based on the results of DRCR.net Protocol T.

As required by Providence policy, prior to starting with Eylea, Lucentis or Macugen, the physician would
have to show that the patient had a poor response based on criteria in the new insurance policy, or
demonstrate an allergic or immunologic reaction to Avastin. This added delay in care of switching
medications is particularly harmful when data from VISTA/VIVID trials for Eylea? and RISE/RIDE trials for
Lucentis® are considered, because they showed that persistent chronic edema from delayed treatment
can lead to irreversible vision loss. We strongly urge Providence to change its policy to reflect that starting
with Avastin is clearly inappropriate in some patients.

Age-Related Macular Degeneration

Just as Avastin was shown to be inferior to Lucentis and Eylea in anatomic reduction of macular edema
due to diabetes by the DRCR.net Protocol T trial, the NIH funded CATT trial for AMD showed Avastin to
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be statistically inferior to Lucentis in inducing complete resolution of retinal edema, the main measure of
disease activity.* Although this study did not evaluate Eylea, the VIEW studies compared Eylea to
Lucentis, and found Eylea to be superior to Lucentis in inducing complete resolution of retinal edema.®
There is extensive patient-to-patient variation in the responsiveness of edema to anti-VEGF therapy, with
some patients requiring at least monthly injections to dry the retina, and others requiring only one or two
within a year. Given this variability, physicians should have the ability to tailor the treatment to the
individual patient and the patient’s response to therapy. To restrict access to the most powerful drying
agent will inhibit our ability to fully treat the disease activity in the most severe cases. Persistent edema
has been correlated with poorer visual outcomes in a variety of studies, including a post hoc analysis of
the VIEW studies looking at patients with persistent retinal fluid following the initial 3 monthly anti-VEGF
injections. These patients with persistent fluid were less common following Eylea treatment than Lucentis
treatment, and in this population, the visual acuity gain from baseline to week 52 was greater with
monthly Eylea compared with monthly Lucentis (p < 0.01). The analysis suggests that a more difficult-to-
treat, persistent fluid, wet AMD patient population, may benefit more from monthly Eylea compared to
monthly Lucentis.®

Safety

Systemic safety of these agents in at-risk populations is controversial and has not been well tested,
especially in regard to Avastin, which lacks registration trials. Avastin not only lacks specific FDA approval
for use in the eye, it must be used in a repackaged form. Our society recently learned of class action
lawsuits directed against doctors who use and pharmacies that repackage Avastin because of silicone
droplets present in the syringes used for Avastin. Therefore, this aflibercept step therapy policy may
subject Providence to increased litigation if the insurance company is dictating therapy, rather than
allowing a decision to be made by the physician and patient.

In addition, the large doses of anti-VEGF agents used in cancer treatment carry an increased risk of
thromboembolic events. Fortunately, the lower doses used for the eye seem safe in the general
population. However, these agents get into the bloodstream at very different concentrations, and there
are only limited data about their safety in patients with recent stroke or heart attack, as these patients
were excluded from the registration trials.” The systemic exposure of Avastin after intravitreal injection
has been reported to be up to 70 fold higher than that of Lucentis in pharmacokinetic studies, and caution
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has been recommended about its use in at-risk populations.® To be required to use Avastin in patients
with recent stroke or heart attack could potentially increase the risk of systemic complications and your
risk of liability.

ASRS Online Safety Information

ASRS has recently removed links to online safety information in light of recent FDA guidance for
repackaging facilities. We plan to initiate a revised survey later this year to capture changes in the market
and also responses to the new repackaging guidance.

Summary

The concept of tiered therapy, when each of the three anti-VEGF agents has been found to have unique
anatomic responses, negates the importance of individualized patient care whereby the retina specialist
selects the most effective drug for each unique patient. Ultimately, the retina specialist utilizes clinical
judgment to select the best drug to use for treatment. This ability to individualize treatment and select the
most efficacious agent for each patient is the key to the major improvements gained in recovering and
maintaining visual acuity and retinal function in patients with blinding diseases of the retina.

In short, ASRS does not endorse step therapy and we strongly urge Providence to allow retina specialist
to make wise and judicious choices based on the patient’s unique risk factors, clinical appearance,
availability of compounded drugs, and economic requirements. We would like to arrange a conference
call with our physician experts to further discuss the requests outlined in this letter. We look forward to a
response from you. Please do not hesitate to contact Monica Horton at monica.horton@asrs.org if you
have any questions. Thank you for your consideration.

Sincerely,

o o)

Robert L. Avery, MD
Chair, Practice Management Committee
American Society of Retina Specialists

Ankoor R. Shaiv

Ankoor R. Shah, MD
CPT Editorial Panel Advisor
American Society of Retina Specialists
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John T. Thompson, MD
Chair, Health Policy Council
American Society of Retina Specialists

cc: Jill Blim
ASRS Executive Vice President



