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Overview

Launched in 2015, the RAPID program' is a government-run initiative in Alberta that provides patients
living with certain eye conditions access to ongoing treatment with anti-VEGF therapies. It does so at no
cost to the patient.

The program offsets its expenses by incentivizing retina specialists to use a cheaper anti-VEGF, Avastin
(bevacizumab), which was originally designed as a cancer treatment. Since Avastin was never submitted
for regulatory approval as a treatment for eye diseases, when it is administered in this way it is used “off
label”—that is, it is used in a way the manufacturer did not intend. Policymakers behind RAPID justify
this by pointing to certain studies that have shown that Avastin works similarly to Lucentis (ranibizumab)
and Eylea (aflibercept)’, the brand name therapies that cost significantly more. They are also supported
by a therapeutic review conducted by the Canadian Agency for Drugs and Technologies in Health
(CADTH) in 2016, which listed Avastin as the preferred anti-VEGF for initial use in the eye."

RAPID: Structure and Controversy

In Canada, many patients living with macular edema, particularly wet age-related macular degeneration
(wet AMD) and diabetic macular edema (DME), have benefited from anti-VEGF therapies. The
treatments contain an antibody that moderates the development of blood vessels that would otherwise
grow uncontrollably with these diseases, leading to severe vision loss or blindness—The FBC website has
more information on AMD and treatment options.” Today, approximately 100,000 Canadians are
treated with anti-VEGF therapies, many of them seniors and a significant number living in long-term care
homes.

Before the widespread use of anti-VEGF to treat these diseases, it was not uncommon for patients to
undergo forms of laser surgery that would destroy abnormal blood vessel growth, but this could also
damage the surrounding, healthy tissue, often leaving patients with blind spots in their vision. Anti-VEGF
therapies dramatically advanced the standard of care by precisely targeting a molecule responsible for
blood vessel development, avoiding the kind of damage that could result from laser therapy.

The trade-off is that anti-VEGF drugs need to be administered frequently, typically every one-to-three
months, and must be injected directly into the eye. They also carry a price tag that varies dramatically
depending on the drug being used. To curtail these costs and also guarantee access to the drugs
themselves, some provinces have developed publicly-funded plans that guide physicians in the use of
anti-VEGF. And some of these plans, including the RAPID program in Alberta, incentivize physicians to
use the less expensive therapy—in this case, Avastin.

Forms of anti-VEGF and other treatments

The commonly used anti-VEGF therapies are Lucentis, Eylea, and Avastin. Lucentis requires monthly
injections into the eye, while each Eylea injection is designed to last two months (after an initial set of
monthly injections). In addition to VEGF, Eylea also blocks the action of placental growth factor (PIGF),
which causes the growth of new blood vessels. Both of these drugs are widely reimbursed across most
jurisdictions and prevent vision loss by blocking the action of VEGF. Avastin was designed as a cancer



treatment but is commonly used “off-label.” Ophthalmologists, eye specialists, and researchers
continue to discuss the pros and cons of these different treatments.

At the same time, the treatment landscape for macular diseases continues to evolve. For instance,
CADTH recently recommended that provinces fund a new anti-VEGF therapy called Beovu
(brolucizumab)¥, which requires fewer injections per year than the other therapies. And there are other
developments in this space as well: for instance, though not covered by most provinces, time-release
implants such as Ozurdex have shown effectiveness for treating certain patients, particularly those
experiencing inflammation alongside irregular blood vessel growth and in some situations may be
considered for patients who are non-responders to anti-VEGF therapies."

Forms of anti-VEGF and other treatments

The RAPID program enlists a specialized group of physicians called retina specialists to administer anti-
VEGF to Albertans living with the relevant eye conditions. General physicians and ophthalmologists are
not eligible to be a part of the initiative. By being involved in the program, retina specialists are given
significantly higher reimbursement rates if they adhere to an 80/20 ratio of injecting Avastin. In other
words, they are financially incentivized to inject Avastin 80% of the time.

In the eyes of some policy and health experts, this is problematic, since some patients have been shown
to respond to certain anti-VEGF treatments more optimally than others."" There is also evidence that
slowing down the frequency of injections over time may be beneficial, an approach call “treat-and-
extend,”™ which is included on the labels of the Health Canada-approved anti-VEGFs. Some worry that
RAPID’s reimbursement structure may lead specialists to inject more often than needed. At the same
time, others are concerned about an overall lack of transparency and public reporting. Only limited data
has been released by health authorities in Alberta, so patients and patient groups are left with little to
tell them about the safety and effectiveness of RAPID.

To complicate matters, in 2019 a group of eye specialists in British Columbia alerted their provincial
government to a potential spike in glaucoma cases among those being treated with anti-VEGF. Similar to
Alberta, B.C. has a program that prioritizes the use of Avastin, and some members of the medical
community expressed concern that its off-label use in the eye could be linked to the rise in glaucoma. It
is possible that this is related to the way that the drug is repackaged by the province, who receives it
from the manufacturer in quantities that are appropriate for its intended use—this practice is called
“vial splitting” and has attracted some controversy over the last several years. Health authorities in B.C.
continue to analyze the potential link, but have taken the position that a higher rate of glaucoma is not
grounds to discontinue the use of Avastin. According to B.C.’s Health Minister, doing so would
compromise their initiative and block access to these sight-saving drugs for those who rely on public
coverage.

Whether patients are being treated as part of a public program such as RAPID or not, it is important that
they know the drug they are being treated with and speak regularly and openly with their specialist.

Recommendations

1. Treatment and outcome data from the RAPID program should be regularly collected, reviewed
and published to inform treatment decision making and improve health outcomes.



2. Taking into account available data, achieving the best patient outcomes should drive treatment
choice.

3. The most cost-effective treatment option can be considered as a first option for treatment-naive
patients if this will not compromise a patient’s vision. Both clinical data and patient’s life
circumstances should be taken into account when making this decision.

4. Using the best available data and taking into account clinical and contextual circumstances,
treatment switching should be considered for patients who are considered non-responders to
current treatment.

5. Treatment frequency should be informed by the most recent evidence and guidelines, taking
into account patient preference, circumstances and quality of life.

6. Engage patients in decision making over any changes in treatment option or frequency. The
discussion should be informed by clear and sufficient information and support.

7. Support patients’ understanding of the risks of changes to their treatment regimen if this could
negatively impact their eye health outcomes or quality of life.
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