Photobiomodulation (PBM) for Dry Age-Related Macular Degeneration

Photobiomodulation (PBM) using the Valeda Light Delivery System is a non-invasive treatment for dry
age-related macular degeneration (AMD). It uses selected wavelengths of light with the aim of
influencing cellular function within remaining viable retinal tissue.

Current evidence

Clinical trials have reported modest improvements in visual function in some patients treated with
PBM. The strongest evidence currently relates to patients with earlier/intermediate dry AMD and
relatively well-preserved vision. More recent studies have also investigated whether PBM may reduce
progression towards geographic atrophy (GA), although the evidence base remains relatively early
and continues to evolve.

Earlier PBM studies included some patients with more advanced AMD and geographic atrophy,
including foveal-involving GA and visual acuities as poor as approximately 20/200 (6/60). However,
the better treatment responses were generally seen in patients with earlier disease. Subsequent
larger trials therefore concentrated predominantly on patients with better-preserved retinal function
and without established centre-involving GA.

Geographic atrophy and advanced disease

Geographic atrophy represents permanent loss of retinal tissue. PBM cannot regenerate retinal
cells that have already been lost and should not be expected to restore central vision already
lost as a result of established geographic atrophy.

Where PBM is considered in a patient with more advanced disease, the rationale is therefore not to
restore already-lost retinal tissue. The potential aim is to support remaining viable retinal cells and
possibly slow or stabilise further deterioration. Whether PBM achieves this in an individual patient
with advanced GA is uncertain, and there may be no measurable benefit. Patients with advanced or
centre-involving GA, or substantially reduced visual acuity, should therefore understand that they fall
outside the patient group in whom the strongest evidence of benefit has been demonstrated.

FDA indication and qualifying AMD features

The regulatory indications for Valeda differ between jurisdictions. The current US FDA indication is
specifically for patients with best-corrected visual acuity of 20/32 to 20/70 and dry AMD
characterised by:

o atleast3 mediumdrusen, greaterthan 63 umandupto andincluding 125 umin diameter; or
e large drusen, greater than 125 pm in diameter; or
e non-central geographic atrophy;

And requires the absence of neovascular maculopathy ("wet" AMD) and absence of centre-
involving geographic atrophy.

The FDA states that after approximately two years, treated patients demonstrated an average
improvement of approximately one ETDRS line compared with patients not receiving treatment. The
FDA also specifically notes that safety and effectiveness have not been established in populations
excluded from the pivotal clinical study, including patients with centre-involving GA, and that
evidence is limited for visual acuity worse than 20/70 or better than 20/32. These restrictions define



the current US FDA-labelled population and should not automatically be interpreted as the
regulatory indication applicable in the United Kingdom. European and UK regulatory documentation
has historically expressed the indication for PBM in dry AMD more broadly. Treatment
recommendations in the UK are therefore made on an individual basis, taking account of the
manufacturer's current UK instructions for use, the available clinical evidence and the patient's
particular retinal findings.

What should | expect from treatment?

PBM should not be regarded as a cure for dry AMD, and improvement in vision cannot be
guaranteed. Some patients may experience improvement or stabilisation of aspects of visual
function, while others may notice no benefit.

In patients with established geographic atrophy, particularly when the central retina is already
involved, maintenance or slowing of further deterioration rather than improvement in existing
vision may be the principal therapeutic objective, and even this cannot currently be guaranteed.

Dry AMD remains a progressive condition. PBM does not eliminate the possibility of further
geographic atrophy or development of neovascular ("wet") AMD. Continued retinal monitoring
therefore remains important.

Future clinical trials and other treatments

Researchinto dry AMD and geographic atrophy is developing rapidly, and new treatments and clinical
trials may become available.

Previous treatment with photobiomodulation could affect eligibility for some future clinical
trials. Individual studies have their own inclusion and exclusion criteria, which may exclude previous
experimental or investigational treatments, impose a specified treatment-free period, or require
participants to meet particular anatomical or visual-acuity criteria.

PBM treatment does not mean that a patient will necessarily be excluded from future research or
treatment, but future trial eligibility cannot be guaranteed. Patients who are particularly interested
in participating in clinical trials should discuss this before starting PBM so that currently available or
anticipated studies can be considered where appropriate.

Making a decision

Whether PBM is appropriate depends upon the stage and pattern of AMD, visual acuity, OCT and
other retinal imaging, the amount of remaining viable retinal tissue, and the individual's
circumstances and expectations.

Patients with earlier disease are generally more likely to fall within the populations in which benefit
has been demonstrated. In more advanced disease, treatment may sometimes be considered
following an individual discussion, but the uncertainty regarding benefit is greater.

The potential benefits, limitations, uncertainties, alternatives and the possible implications for
future clinical-trial participation will be discussed before treatment. Choosing to undergo PBM
should be based on an understanding that benefit cannot be guaranteed and that established
retinal tissue loss cannot be reversed.

Research into dry AMD is developing rapidly, and other treatments may become available in the
future. Recommendations may therefore change as further evidence and treatment options emerge.



