AMD PIPELINE UPDATES:
A DIFFERENT WAY OF THINKING
ABOUT THE COMPLEMENT CASCADE

A new layout of the complement cascade highlights the major changes to this year's
two-sided poster.

BY PETER K. KAISER, MD

e may look back on 2023 as a breakthrough year. After decades of research and a handful of almost-there
drug candidates, the US Food and Drug Administration determined that two different treatments for geo-
graphic atrophy (GA) were safe and effective. Rather than holding our patients’ hands as they marched
toward inevitable vision loss, we retina specialists may be able to avert devastating vision loss in a signifi-
cant number of patients.

But researchers aren't satisfied with only two options. Dozens of other pipeline candidates remain under investigation
for the treatment of GA, many of them complement inhibitors like the approved treatments, pegcetacoplan (Syfovre,
Apellis Pharmaceuticals) and avacincaptad pegol (Izervay, lveric Bio). We lack the depth of experience to know whether
complement inhibition will ultimately prove to be the best long-term approach to GA therapy. But for now, we have a
breakthrough—and we'll take it.

With all the focus on dry AMD and GA, it’s easy to forget that seismic shifts have come (or are coming) in wet AMD
therapy. The era of biosimilars has arrived, and we should expect more biosimilar candidates under investigation to
clear regulatory hurdles in the coming years. Real-world evidence of the safety and efficacy of dual inhibition therapy
with faricimab (Vabysmo, Genentech/Roche) has shown that this approach works. To that end, we dedicated significant
space in this year's pipeline update to educating readers on multitarget therapies that were recently approved or are
under investigation. The next age of wet AMD therapy may very well rely on simultaneous inhibition of several targets,
and the data researchers publish in the coming years will inform the viability of this approach. =

Remember that the drugs listed in this poster are not exhaustive. If there is a drug that you think we should include in
next year’s poster, email us at cdeming@bmctoday.com.
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(Genentech/Roche) that blocked VEGF-A, VEGF-B, and PIGF. Despite efforts to show the safety and efficacy of other approaches, no

drug approved for the treatment of wet AMD relied on a method other than VEGF and PIGF inhibition—that is,
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= (Lupin) injection therapy that occurs alongside conventional anti-VEGF or anti-VEGF/Ang-2 treatment. In phase 2b, patients
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